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BINV-0Q(2/8
o RICILREIRTTHREEAINHIBIT TR
s ZHR R =LA LIRYT:
> N5 R: Margetuximab-cmkb + 4bF7 (EEE. LHMAAR, Hih
REBKERIE)
o ININBEIE
> S5 HRE i ZER AU/ IA ZERBPTIRYT (ER + RTHER2 + 3B 43R
B EIR 2 W WIRIT) .
> LT SHHER2IGYT (M ZBRBEHETKD ER#HITAEREARTT
VIBRHER2 + S B IER AL T ImKIRE, 3 HAE2 8835 itk
ITTHR. IWKREKRRE, WRIBTAE T RIERIRE. R, &
B2 0d DR R PN BRI AT . Bl BRI, fam-
trastuzumab deruxtecan-nxkisi fi ZZR i/ E iR/ B EE R FRIE
TREET, WEAREHEIE. FHib, BTRRENFSREIERR
MAE 2 .
> 5 R AEZRBULIRITIERE: =R KU ERITRRERF N AEE.
>3 TEEZ B ERMZRATIRIT R RE L GMONSHER BE, HEEF
BJe + M ZIRB + REMI.
> 10 SR AE BB 3% il S BR BAHTIR T H) A IS B TR 38 & Fam-trastuzumab
deruxtecan-nxKi-.
o BRoTRIVE AA T ZBINV-Q(3/8): #%4 5 HHER2EE [HYGTT B BE K
HAE R,
BINV-Q (6/8)
o« BHRIE:
» Margetuximab-cmkb + EH i
» Margetuximab-cmkb + 32 H Afi#k
» Margetuximab-cmkb + 7 POt
» Margetuximab-cmkb + K& iR
BINV-Q (%87, 3L87)
« BHSE M.
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DCIS-1

c BEFLHT EERITTR: BUAE.

 BUUMVE: WBRTELR..... R EEMELENNMERL R,
—EBEARNFRYE, AR NRMITVERM MR ERZA
DCIS-2

l%(%sék)ﬁfﬁﬁ BBRFHEH: ERFIMEDCISHA /M AYTIR 2 M

o NINRIVE: AhEEHFHRETIEN20mg/ R, FFESE. MIEM
HEIFGER/KR, EE3F)AFEZLFEN HIUAER, =EF
BANBEEA R AR &R T A E R — ik,

BINV-1

s WHEHT T ERBITMELA,

o BEBIVE: ATFEENHEE (LBINV-C) . NCCNEDEMF
B FIEEAYA)NNCCNAZRE TS E ABERN A E
IR R ThEe M — R RS T A 2B AL IE R B A .

o BEBE: BEARASTPAPEATEHABLE FERNIEES
HMO)ZLIRE . WRIREEBEIE, ESILBINV-17TRE.
(H47EBINV-11H1)

o NINRHIVE: B BANERSE L AR B AL 5 B B 2R 3 ] RS [F)
Dl 7L B B R BRARFLAR 5 B D0 L BRI B R . IX B BB AT 5 R TR
7 44 S P S P B AR AR RS« 22 IANCCNIR AR/ 5K o KB P
fEtemE: LS. SPEEAERE. (WEBINV-3H)

B & b R e BB S A E AR

BINV-2

o BEARE: cT1-3. cNOZEN +—HIRIFXIRIETT, MOKER: RILIAETT

« BB, BEuEm:

> EHEET: 2F.RT(WBRT)+boost/E K, Xit-TH e/ Ml st > 2
%nfﬂfﬁﬁmmmﬁﬁ CERET ZHEBIMERBE[LVI]D 7% R X8k

SEHR AR S RIS .

P HEINREIT (ZRTERES) « ST TFEZHBIN S AETT =702 ERFH
. cNO. TURFLIMESE, TTHRERILREN (120
> REBBIBINV-I: HHWITHRAERN, WTEBUTRE L
H)

o I3PHEE S WREL, ARFEFTAACOSOG Z001 1R #E R B & GG T

%: WBRT*boost (FRELENBEFEER) (AF)

« ETFBZEBINV-3: £AFVBRARBEFARSHY (125 +HE#E

BINV-3

o BEARE: cT1-3. cNOERN +. MOABERIRHEIT: ABETBRARERT

« RTEI, BEUES MR

~BRTHE: MTEAEZMEAESEEREZNES, THERILEVIBRAERT,
ALFE R I A PSR =2 em, VIS MRES <104, HEEDHL
LR —T: HAE3%. ERFIMERLVI. HAemEiii—naEg e eVi—

(HH7EBINV-3
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BINV-4
< WINT HUE RIFMAR LR, RERENAMRERE; W F
TR BB AL AT

cBHEE: AT ERENBUEHER, BERIFRARFEREADN R =R,

MNEAR (BB FARTIBDK>90%, MATERBRARER) , A=
Fh—3F ERCNHER2FI M . B SRR s A ) ..

o BBIE: REBESRS.. ERFIMEME; FEit, ROBRSWIET S
AN BTG TT B X ANER 25 B MR 9N B At 38 B VR T PR AR VR T B A2 1
Wik . S AR EDRIE T (BINV-A),

o TNINRHIVE: AR E R ENAEEILREEPC) A pTis, FEHN
HATAEDCISHEL GRIBAICC) . RIBWHOIRHE, LI LRE
(SPORIA 1R & AEALBREE:, XAMERBERREFNER.

BINV-5

o B BIVE: BIEERE, EHRMAMEMEZ IS BE P EEHERZE
FHEFR AR, FARBUBGT SRR VIR 25 ALFR B 5 5
CMFAE{L. & WHBI AN 3G (BINV-K). (HSZEBINV-101)

BINV-7

« pN1mi, ETFEVILSHRE)E:

> 300 ANSARYE AR RS AT RERERALYT, N AR RS A& IFAE

> U FTREEZALT: B EEE R TUE M T IR .
BINV-11

« BEREIMPARFRE, RFREEALMRERE; 2witE; i
F R E A .
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o BHIGRAH: GRS =T2RIGKR 2 IN +3F HMO, EREART
£ 5IBIT (3 NLBINV-MARI & 51857 P, 1/2)

o KRB BONC IR E”, FMERBINV-1KES L.
* ZLAEMRI, HIN“mR2 g RFET”.
A;{c/ﬂz&ﬂiem: FDG PET/CT_I '51’/‘%‘? ﬁCTHHﬁ&ﬁ BEEE

PET/CTE*T@&J\EW?%Tfﬁmj_f%ﬁﬁ‘ﬁ%ﬁ?%ﬁﬁ%ﬂh #&ﬁwﬁ%
IR IO R R — A 5 A B S R, FDG
PET/CTH ] 887 B T 1R 51 /=5 Aol - R B AL B X Stk B 4 i 4k
A/SREER. (HEFBINV-17HIBC-194)

o BNIBE: WEREBEBARRVET, EREDENNO. AT FARERFHHE.
HER2[AMRILL G BEMHITEEKN. (wata H, et al. Breast Cancer
Res Treat 2019;173,123-133; Pease AM, et al. Ann Surg Oncol
2019:26;366-371.)

« BHVE: FDG PET/CTH 52 Wi CTHE I #17, FPGPEFCTH
Z—ARABT. .

BINV-13

BT BT R LARTRTER, NAERFET INES ARARER
B BRI R R BN E Y, PAX SR R M AT S a e
B TR

« BEEEIN M S: ERHRIHETEE......

o MIBREIVE: W R DR R B K F A/ A SR ITRIEEE,

A A BRI & S IRIT ZRTFAT R MBS iE R
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s TEZBRETSEREE, HTAEMIUIGAR, EIEVIR
AT Nk .

o TNINBHIVE: SEZIEEKRT Boost A TR RS EE (B, H&
AFLAEEER <50%) .

BINV-15

o BEURIBRPL: WARTE S 1RTT R BLA/E IR R TEF AR
BINV-16

« HTTIAR, MIBR T “BU5R Bkt Al sliobk B 45 PE M T AR .

o WNINRHIVE: X TEZFHUGITNALE (BREFES) B, %
RSB BERR 2L IG T

»%&H*ﬂ& WIRHER2EE [7] Y8 57 F/E0 A 2 W ¥R 7 W S RT R B

BT, T REMIRNERTEREHT. E&ft-—FSH0FR

AR R IR PR T SE RS 42—

o BNIRE: BVCNER TR EDCIS(ypTis).

BINV-17

« MEKE, BDMTHEH/GS:

» = INCCN#fE/F iR m RS A TERE: FLAR. OREA
JiR A

> X FESZEIRRGY ARG EE, AXERLIE
KR, ESRINCCNAFEE.

> EZMEEIFRITHEE, WNTFIHERFS: PERGEHR
ITHEABEBERE.

o« BEIVE: ... BRI BRI HIFNG T I
#%fE (HRRES) BEP, HANBRE (OR/EK) 2%
HUE BRPTA] RS B E RIS, &E

EEWEEB_LﬁEEE

B & b R e BB S A E AR
Hyiuyis hengzzzntlsglaszggss

BINV-18

« ERIEH

> IR E TS £50HRE

> INIH B S AEYIRR SR

« BRI HMAS: FHENETENER/PRAHERZIRE, X8 KM
R R R R

« BRI EAS: SYtrSe I ETE A RMEHE R, URE
HAhEE M ¥RIT RRIE S, 2 R RSV (M)ZR KA R a7
FIAE R EYR ERM (BINV-R)

HIMBERS: PR

BINV-19

s LEVIBRARMERBIRTRVIGEIETT: BIEEG EFARVIRE DR

AT REINAIT

BINV-20

~AEWE: RREAREFRBEEARERTHRIVEMDILRE S
H. BREEGFRN, HE5ERATRRLENRSEN. EXHELT,
%?J’?‘?ﬁﬁﬂ*@mﬁﬂﬁﬁﬁaﬁﬁ/‘%% W@Jﬁ#ﬂ%@%w%

. ??I?JJHB*HE: H?#&%%é%ﬁ&%%ﬂ%ﬂiﬁﬁ E‘J%Dﬁﬁﬁ" RLIIAEB% (@J!zn,
Fid > 652 FiRE. KEMEARER , BUCTEEEHITESZ
fi. (HFEBINV-K b)

BINV-23

 BINV-PHIBINV-Q_ L% i 17 RAHEER S AA T MER. (BFEBINV-
23MIBINV-24 1)
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BINV-A (1/2)

o filivEa, FEHSHLER: Wolff AC, Hammond MEH, Allison KH, et al.
Human Epidermal Growth Factor Receptor 2 Testing in Breast Cancer:
American Society of Clinical Oncology/College of American Pathologists
Clinical Practice Guideline Focused Update. J Clin Oncol
2018;36(20):2105-2122.

BINV-A(2/2)
EHSHLER: Allison KH, Hammond MEH, Dowsett M, et al. Estrogen
and Progesterone Receptor Testing in Breast Cancer: ASCO/CAP
Guideline Update. J Clin Oncol 2020;38(12):1346-1366; Arch Pathol Lab
Med 2020;144(5):545-563.
BINV-B
« BEIHE RS Tﬁa’ﬁﬁﬂ?w %UH&%#H‘E ﬁ?‘?i[%(cTO, cN +)$%‘Eﬁlﬁfﬁz
I PR B FEE P R, BB R S iR I
LA K Paget)i ...
BINV-D
« B—5, BErE:
P S WTEY R il Kok B S SR A <2 N T SR B4 S RIERESE <2
ABE M B - HAR ARG
> IEIRTTSE (FTAlA) MBS RFEREZINTRMELEHEER
&SRR ERE AR F SN A EKES.
o« 3hN: USH| FFNABZE T4 FRIA RN E £ E R K
 BITEME RN, Bt SRR TIRRAR G FISLNG RN ER
« FNABRZ 0541 57 R 41 25 R BH 14
> RRGFARRNIT, MBRET: MEFE LRFTEACOSOG 2011
Rebni ER AR, BB TR ER
> IRE FTAREST, BEEE2ED: R E K75 HEFESLNB...

EHWEEB_LﬁEEE

BINV-D (4£)

o MBREEIVE: SREEEFRBEE S SFNART O FRIHLAFER (B
TEERFIE ) Xl RFH ok 245 ) B AT B 2 A o
o BGINMNE: WRTEKRHNFIMFEMERELS, NMR—U1%1EF AR VIR IEE
i SER ke
o FHIBRBEIVE - ﬂ‘l‘ﬁﬁﬁﬁﬁ‘]ﬂ&ﬁﬂ*agﬁﬂ?u?%%: 1) #hEERR
MMERREARE; 2) PR TF—MEFENMEEHRES.
o B E
> EAFEVIBRART, XHTFHRYIANO. SLNBF kL4 LB & ke
£EANEE, RTNEHEMEE., 815 - AAMBENERE.
> EARFEFEITRIIERN + NEES, RiTEHIGTE#1TSLNBH
AR > 10%. BidhoHEERELS HEREBREN, FRAIUR
B, CASGEE VIR 2N A E =3RS, TTAREX—H
E (BERBEEMRELEA) - (Caudle AS,et al.J Clin Oncol
2016;34(10):1072-1078.)
BINV-F (1/2)
o BEIRE: REMEENDCISHU AR EHAIEEILFREHNLZRE
il
 BHELNMNTERS: N TIRXERERIDCISHEMEIL, R )
SGoMANRARITHEERERELEEVIER. MRAGEHEVIREZ
; BRI, REVRI RS HHEA AR 5 R T VIR G TR X A
A8 uf BLAEAT AT A {84
* DCIS, BEE—T: XTHRADCISE A .. . FFELN 12 FH I PR 2] W7 R AL
@Iiﬁ/\*%‘ﬁ?ﬁtﬂ@mﬂﬂbﬁﬁﬁmﬂm B T (A A

gkar
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BINV-F(2/2)
~BEEINRERT, ®E—1T: N TEEIEHRISIERRE], B
%E %%ﬂﬁ(kjﬁ)] B?Z‘Tlﬁﬁllfﬂ?%ﬂﬁﬁ Uﬂ '3 *%‘E‘m‘u’z AR

%&%3/‘@'@%‘? XT?&{I@T%?LH%’E*%‘ %:BCSF RV
EERMRETERLMEREYE, ELEICHERT, REREGERE
PRAEFIE R I B R HER ST,  BOVIE R H 00T 0w 2 R KUK ) &
FRVGHTRRERRS . ARHEH10-16 Gy 5 4-81—2-GyHx—
2 WBINV-1.

NI T A TR .

BINV-G

« BEAEXRIEINRE RS HEIAGRFEE

BINV-H (1/7)
 ETIE: —TAVRA..... X R B SR 1 LA T R F B VI RR
AREFER, BDEEBRIBRE-RFARTR, AFERAREHR
B R OK PR B g D FLPS T . 8 AN 5 T A H B DD & PR A —
RFEARKBEFRE, HPEFTEREEVIGRIRA, BAHEmREL
BEVIGAR, HBAMEASKIREK . FRINHTRENRAARL Mrd
SE [ AR R THR BN R R EF RN I0REH FE#H
BA 5 B BN 2 (M Al , FEHRAESEHA X TRTIEYTHRIK
JE AR BUT EALR D ER . FRIERRT

BINV-I

« AARBFHAT T ERBITHER

EHWEEB_LﬁEEE

BINV-J (31250
«BMIRRE: BUHABERRRER (MAREREENSE)
« ENEMS
> BTN TIE . EHIRLBEIET G IBE Y. S RGeS e B
TR AR T S B AL R R E R BIE AR .
> EMEE—1T. BE—%THH: XTHT. HERE[EIGTT . HEIRITAH
PARPHIHIFIIE T 55 14 e 393 L B8 190 & SORE AN 32 1 5 2 Pk e S FL AR AR AL
BINV-J(2/2)
« ¥INS%ECHk: Gao Y,Goldberg JE, Young TK, et al. Breast Cancer

Screening in High-Risk Men: A 12-year Longitudinal Observational Study of

Male Breast Imaging Utilization and Outcomes. Radiology 2019;293(2):282-
291.

BINV-K
o ST EERANRITSE + MBI AL B E Y INET L, RrRBIN3-5FEAL
o NINRHIVE: X TEZHT HUERFETREALE (BREES) 8F,
2% R B XU BERR £k VR T B Hh i .
BINV-L(2/7)
s N“BIRFRBEEFELEERTHER:
> ACJE T+ BIZEREHT CREFR)
> ACJ5 T + B ZEREDT + HZEREH (REFR)
c BMRMIE: EFMIFERE, ZEHER2FHMMB EEh, CIRIRRGY NE
RHAIALTT 77 T BB T LSRR R A A BRI T R
o BHBMVE: BTHAYLRYE (EBHBRND , Biokk (BIBHMmE. Eo8.
HEOEEMELE EHERATHRITES . BERESABLESERIE
KELESZFAE IR ERBARYESZHME, OIREASELER
B RAFEAMET125 mg/m2. (FFFEBINV-L 1/TTABINV-Q 1/2)
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« B3 ACEGBRERAC, ZKDAT + M ZEREST + HEIRAHT

> EACHLFMT, N WTHEFE: BURN—NEH, R4

F3

BINV-L (7/7)

« WIS C#R: Swain SM, Ewer MS, Viale G, et al. Pertuzumab,
trastuzumab, and standard anthracycline- and taxane-based
chemotherapy for the neoadjuvant treatment of patients with HER2-
positive localized breast cancer (BERENICE): a phase I1, open- label,

multicenter, multinational cardiac safety study. Ann Oncol 2018;29(3):646-
653.

BINV-M (1/2)

® E%%zﬁ
> RETE G E MK
LIRS

~BERB RS WREEMETARNEE . ERBERBIGEFAFT R

BINV-M(2/2)

« BREBANTE /T BT IRKFAEN/BRER HRE, ARETEMA T
WIRTT VI 2E B T AR & HHE B XU Luminal B ) ERFH 7L ARE
B

cBRBRE—ANTEMS: WRE.... . BIFEF AR SRR ERTT T RS
T AR, MRRBIRSTERITABURGEST, NSRRI R SER S
HFFATEARJFRBIGTT F 4 TRIRIET . TPARALREREERTES
BTSRRI R 4 T A BT TR, BOANTTYIRR R AL

THTFEAR,
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BINV-N(4/5)

o BCIK R M AVG T 7 R E BT H.
WinZ&2%C#k: Noordhoek I, Treuner K, Putter H, et al. Breast Cancer
Index predicts extended endocrine benefit to individualize selection of
HR+ early stage breast cancer patients for 10 years of endocrine therapy.
Clin Cancer Res 2020 Oct 27. doi: 10.1158/1078-0432.CCR-20-2737.
Online ahead of print.
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EHMR.
o TMNRANE . EEUONR RIS EALERIRIFING T B B AL XU 8
(B, F&&>65% . FKRNE. KHEHRER #1TEEEE
L VHAE

ar4r
EHT



AT B S AT EEAE  BA G 2, (BN NS, AR TR, TR SRS 24/ R .

NCCN Guidelines Version 7.2021

= National
Comprehensive

IV[O{O\'l Cancer
Network®

FLERIE

JiAL)H© 2021 National Comprehensive Cancer Network, Inc/2A & T .

EEWEEB_LﬁEEE

NCCNFL S HE I 1.2021 /R 56.2020/R 5 Hr 45«

BINV-Q(2/7
« HhiEFE TR BERMZEREPUT-DM)ZFE HIKHERE.
BINV-R (1/3)
o HRFH #4/HER2 B 4 3L 5
> EEEMIREY: PIK3CABIE R
« HREA 4/HER2JH P L)%
> EINAEYIRREY: PD-LIREFHMERE LA MRS =10
> AmZiY: WERIERERG + 40T (BEEEEHEME. &
EEERE AR « XE1IRED.
> ERTREER T + B R AS ST EUEMAREELCN 1.
> £ XTHRBA/HER2BA 14 7L A E FINCCNIERIE DU 1T B2 &
BT—ERIGIT
> IEINEE: BRNEHIERE—LHFR, HEWRBEERER
SPD-L1PHIR], XeHRTHTFRMERIET. mREZ—
FHPD-L1FNHIFNG T B R AERR R, NTGHIE /5 —F
PD-L13HI K BIN1EIT
o 30T WATERIER BT B ZGYR T 1 A WA RS A ASL U 12 I «
TMB-H(> 10 muts/mb); &iFNGSKH]
> EEUEE: MERERRESUEHE TIRT AT VIRBERSE. &E
% T B € HE(MSI-H) S5 AL 18 & BRER (AMMR) SE 4408 5
TMB-HE &, XEMBEERFETERRATLTSANHRRN
BERBITIER.
o SEINRIVE: WNCCNAREEIRITHXEHENEHEIETE.
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« I T WEABREL + 0T (AEASSREUE. EUEEGE F M
TH) MSEAHTR
&% C#k: Cortes J, Cescon DW, Rugo HS, et al. Pembrolizumab plus
chemotherapy versus placebo plus chemotherapy for previously untreated
locally recurrent inoperable or metastatic triple-negative breast cancer
(KEYNOTE-355): a randomised, placebo-controlled, double-blind, phase 3
clinical trial. Lancet. 2020 Dec 5;396(10265):1817-1828.
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« LFT. CBC. 4T HFER FKHEE: SR, wThns
B RBEWATRER: S4-00FH
« PET/CTIA] & A “TT 1% 38 BE N “iR 4B Im PRIRALE”
o JHRIA A5 16 B T 366 22 BE DR “IR 4R I PR TR 1E
PHYLL-1
- VIRRIERLE HIS5 RIB L
> £ 2 iR B R P R R
> R, SFERESF SRS
« FihEH FRITER G R4 R1BH
> SRR E B R PR R
> R AR A RS A R A R R
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<BEXT HvEd: ¥ i ‘
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Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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5 B M ERR S FEE
SREAATYIR (FFEXE) SIVIMOERKESET R
HER2FHHE &

I RLW:
> LR 60-75 mgm2 IV, H1K; &21KAN—F
> LZRE20mgm2 IV, B1K, FFH—k
> 2B AR A 50 mg/m? IV, 1R, H28KN—
JE#A
K.
> KBTS mgm2 IV, HH1K; &1 N1
> EAZEE80 mg/m2 IV, 1R, &FH—kS
G B«
P S EABIES 1000-1250 mg/m2 PO, &HPK, 4#1-14
K B2DIRN—AFM
P 5 P A7 8001200 mg/m2 IV, %51, 8FI15K;
28K N—AN
TR 7«
> KA HiES?
025 mgm2 IV, HIR, FFH—WK; 5
020-35 mg/m2 IV, FHIRMEFSK; F21RKA—

AR B
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]
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RN A

50 mg PO, #H—K, 121K
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21K A—A W

% PifhFES
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HEASE SRR ETS
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HEASGEEPEY
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REWED

60-90 mg/m2 IVEH 1K
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D ILRE
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BRIk A/ XKW ZFR AP (A TTNBC) 2
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» L E60 mg/m2 IVEETR
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> 5-GRRIEIE600 mg/m2 IV, 4
LFIEE8 R
O [28 K N —A A
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ISR CEIRFELEEER)
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SRS BRI TR ER BB 28
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57
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> IHZEREHI840mg IV, FIK, 25 » KEREE300mg, Mk, BHMHIK,
420 mg IV 121K
> HIEER IS me/kg IV, 1R, 256 > I ZER S8 me/kg IV, 51K, 2 56
mg/kgIV %13{ 21%?\31}%ﬁﬁ mg/kgIV, %13{7 213%%1}%/&)%
i ' s > REHBIE1000 mgm2, ik, &FH2K
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O F2LRANE M 0 21 R A ]
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%o » \ O FE21 R 1 )
> i ZER P8 mg/kg IV, 1R, 2 J56 SRR + B Rk
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s , > HIAUC 6 IV
>R EES0 mg/m2 IV, 1K, &FH—K? i HIK

ak > EREI7S mgm2 IVELER, 21K
> KRS mgm2FE1IR A o ‘
O BE21 K M1 > B4 mg/kg IVEELR,Z G
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| FDASE AL WIS BA 24 7 i 22 2R ST A B AR o
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80 mg/m2 IV, 1. 8FI15K
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> HZERISI4 mg/kg IVEE LR, Z Ja2mg/kelV, BEH—Ik

5 B bR EEE

> 2Bk B8 me/kg IV, 551K, 2 J56 mg/kg IV, 1K,
FE21R 91 A P
I IR + HAZ B4
> EZEE1T5 mgm2 IV, BBUR, BR21R 1A B

> EAIER0-90 mg/m2 IV, 1K, FHH—x4
> BRI SI4 mgkg VA IR, Z J52mg/kelV, & —Ik
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RE21R N1 H
oH ZERELHT + 5 TAh 3R
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i
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> M1 %k 48 me/kg IV, 1R, Z 76 mgkg IV, 1K,
FE21 RN 1A 3

2 BR S GUAN I WY 5T R B TV SR VR T B A 2 B T, 5 R BRI S 2 b, R R R AN RE H 2 BR SR I 5T PR Al - SR AR X R P 22 B PR - S 1 - R

Y8l fam-trastuzumab deruxtecan-nxki_

VR RGT HZBR TN 5T R Mg -zzx R VSV RT 5 A 2 BR SR i 2 B TR K S OB S 45 2 N R BRI T I — 8. I T BC TR Z9ROMHZBR LT, 2 BR S HUANIE W o IR -

zzx RS S B KGR 257 B R AN

s

BURZI 0 . GRS DL MG IR B R ST 200 . i T BB R R4 MR 5 BEEEHT RO MO AEE, B T BB 2 A AN 247 R LR S ST TR, 5o

M R A5 2 7 B SCRAT U 25 W A YRR AE R 8 A DG M A BT T 2256 = 8 O R TN
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}%#‘{7\40 47
o
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IR, 21K K1 JE e
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O BE21 K JE
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*Margetuximab-cmkb + & ¥ ih 552
»  Margetuximab 15 mg/kg IV, #H—K
> EEHBIE1000 mg/m2 pofE H IRk
H1-14K
O F21R A
sMargetuximab-cmkb + 3£ H i k52
»  Margetuximab 15 mg/kg IV, FH—K
>  UHAMIAmgm2 IV, F1RMESK
O BE21K
sMargetuximab-cmkb + 7 g2
»  Margetuximab 15 mg/kg IV, #H—K
> HUARIE1000 mg/m2 IV, F1RMEK
O BRI
sMargetuximab-cmkb + K FH €S2
»  Margetuximab 15 mg/kg IV, #H—K
> KEFEHRE25-30 mg/m2 IV, FH1RFMES
R
O F21RHA

H: BRIERFUH, FrAERUHNAK,

R : NCCNWK, EfTEEEH MBERTBRERK AR T . TEBHSERAR.

BINV-Q

67 OF

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

= National

IV[O{O\'l Cancer
Network®

RIAMETL IR

comprehensive NCCN Guidelines Version 7.2021

LEZ. e v b B0 s e
Hqiuyisheng222% 13918529955

HRMAYIR (RBHSXE) SIVBMDERSENESIETHR

1 Chan S, Friedrichs K, Noel D, et al. Prospective randomized trial of docetaxel versus
doxorubicin in patients with metastatic breast cancer. J Clin Oncol 1999;17:2341-
2354.

2 Gasparini G, Dal Fior S, Panizzoni GA, et al. Weekly epirubicin versus doxorubicin as
second line therapy in advanced breast cancer. A randomized clinical trial. Am J Clin
Oncol 1991;14:38-44.

3 O'Brien ME, Wigler N, Inbar M, et al. Reduced cardiotoxicity and comparable efficacy
in a phase lll trial of pegylated liposomal doxorubicin HCI (CAELYX/Doxil) versus
conventional doxorubicin for first-line treatment of metastatic breast cancer. Ann Oncol
2004;15:440-449.

4 Seidman AD, Tiersten A, Hudis C, et al. Phase Il trial of paclitaxel by 3-hour infusion
as initial and salvage chemotherapy for metastatic breast cancer. J Clin Oncol
1995;13:2575-2581.

5 Perez EA, Vogel CL, Irwin DH, et al. Multicenter phase |l trial of weekly paclitaxel in
women with metastatic breast cancer. J Clin Oncol 2001;19:4216-4223.

6 Bajetta E, Procopio G, Celio L, et al. Safety and efficacy of two different doses of
capecitabine in the treatment of advanced breast cancer in older women. J Clin Oncol
2005;23:2155-2161.

7 Seidman AD. Gemcitabine as single-agent therapy in the management of advanced
breast cancer. Oncology (Williston Park) 2001;15:11-14.

8 Zelek L, Barthier S, Riofrio M, et al. Weekly vinorelbine is an effective palliative
regimen after failure with anthracyclines and taxanes in metastatic breast carcinoma.
Cancer 2001;92:2267-2272.

9 Esfahani K, Ferrario C, Le P,Panasci L. The trastuzumab and vinorelbine
combination: an alternative to taxane-based chemotherapy for early-stage and locally
advanced her2-positive breast cancer. Curr Oncol 2014;21(5).e723-e727.

10 Cortes J, O'Shaughnessy J, Loesch D, et al. Eribulin monotherapy versus treatment
of physician's choice in patients with metastatic breast cancer (EMBRACE): a phase 3
open-label randomised study. Lancet 2011;377:914-923.

" Isakoff SJ, Mayer EL, He L, et al. TBCRCO009: A multicenter phase Il clinical trial of
platinum monotherapy with biomarker assessment in metastatic triple-negative breast
cancer. J Clin Oncol 2015;33(17):1902-1909.

12 Silver DP, Richardson AL, Eklund AC, et al. Efficacy of neoadjuvant cisplatin intriple-
negative breast cancer. J Clin Oncol 2010;28(7):1145-53.

13 Licchetta A, Correale P, Migali C, et al. Oral metronomic chemo-hormonal-therapy of
metastatic breast cancer with cyclophosphamide and megestrol acetate. J Chemother
2010;22(3):201-204.

14 Burris HA, 3rd. Single-agent docetaxel (Taxotere) in randomized phase Il trials.
Semin Oncol 1999;26:1-6.

15 Harvey V, Mouridsen H, Semiglazov V, et al: Phase Il trial comparing three doses
of docetaxel for second-line treatment of advanced breast cancer. J Clin Oncol
2006;24(31):4963-70.

5 B bR EEE

16 Rivera E, Mejia JA, Arun BJ, et al. Phase 3 study comparing the use of docetaxel
on an every-3-week versus weekly schedule in the treatment of metastatic breast
cancer. Cancer 2008;112(7):1455-61.

17 Gradishar WJ, Tjulandin S, Davidson N, et al. Phase Il trial of nanoparticle
albumin-bound paclitaxel compared with polyethylated castor oil-based paclitaxel in
women with breast cancer. J Clin Oncol 2005;23:7794-7803.

18 Gradishar W, Dimitry K, Sergey C, et al: Significantly longer progression-free
survival with nab-paclitaxel compared with docetaxel as first-line therapy for
metastatic breast cancer. J Clin Oncol 2009;27(22):3611-9.

19 Bastholt L, Dalmark M, Gjedde SB, et al. Dose-response relationship of epirubicin
in the treatment of postmenopausal patients with metastatic breast cancer: a
randomized study of epirubicin at four different dose levels performed by the Danish
Breast Cancer Cooperative Group. J Clin Oncol 1996;14:1146-1155.

20 perez E, Lerzo G, Pivot X, et al. Efficacy and safety of ixabepilone (BMS- 247550)
in a phase Il study of patients with advanced breast cancer resistant to an
anthracycline, a taxane, and capecitabine. J Clin Oncol 2007;25(23):3407-14.

21 Bardia A, Mayer IA, Vahdat LT, et al. Sacituzumab govitecan-hziy inrefractory
metastatic triple negative breast cancer. N Engl J Med 2019;380:741-751.

22 Nabholtz JM, Falkson C, Campos D, et al. Docetaxel and doxorubicin compared
with doxorubicin and cyclophosphamide as first-line chemotherapy for metastatic
breast cancer: results of a randomized, multicenter, phase Il trial. J Clin Oncol
2003;21(6):968-75.

23 Langley RE, Carmichel J, Jones AL, et al. Phase Il trial of epirubicin plus paclitaxel
compared with epirubicin plus cyclophosphamide as first-line chemotherapy for
metastatic breast cancer: United Kingdom Cancer Research Institute. J Clin Oncol
2005;23:8322-8330.

24 Bonadonna G, Brusamolino E, Valagussa P, et al. Combination chemotherapy as
an adjuvant treatment in operable breast cancer. N Engl J Med 1976;294:405-410.

25 Mavroudis D, Papakotoulas P, Ardavanis A, et al. Randomized phase Il trial
comparing docetaxel plus epirubicin versus docetaxel plus capecitabine as first-line
treatment in women with advanced breast cancer. Ann Oncol 2010;21:48-54.

26 Albain KS, Nag S, Calderillo-Ruiz G, et al. Gemcitabine plus paclitaxel versus
paclitaxel monotherapy in patients with metastatic breast cancer and prior
anthracycline treatment. J Clin Oncol 2008;26(24):3950-3957.

27 O’'Shaughnessy J, Schwartzberg LS, Danso MA, et al. A randomized phase I
study of iniparib (BSI-201) in combination with gemcitabine/carboplatin (G/C) in
metastatic triple-negative breast cancer (TNBC). [abstract]. J Clin Oncol 2011;29
(Suppl_15):Abstract 1007.

28 Miller K, Wang M, Gralow J, et al. Paclitaxel plus bevacizumab versus paclitaxel
alone for metastatic breast cancer. N Engl J Med 2007;357:2666-2676.

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.

4

H: BRIERFUH, FrAERUHNAK,
R : NCCNWK, EfTEEEH MBERTBRERK AR T . TEBHSERAR. BINV-Q
77OF



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

y National

IW(O{O\'H Cancer
Network®

RIAMETL IR

comprehensive NCCN Guidelines Version 7.2021

rl ek

HRMATYIR (BHSXE) SIVBMDERSE LSBT HR

29 Yardley DA, Coleman R, Conte P, et al. nab-Paclitaxel plus carboplatin or
gemcitabine versus gemcitabine plus carboplatin as first-line treatment of
patients with triple-negative metastatic breast cancer: results from the tnAcity
trial. Ann Oncol 2018;29(8):1763-1770.

30 Perez EA, Hillman DW, Stella PJ, et al. A phase Il study of paclitaxelplus
carboplatin as first-line chemotherapy for women with metastatic breast
carcinoma. Cancer 2000;88(1):124-131.

31 Loesch D, Robert N, Asmar L, et al. Phase Il multicenter trial of a weekly
paclitaxel and carboplatin regimen in patients with advanced breast cancer.J
Clin Oncol 2002;20(18):3857-3864.

32 Baselga J, Cortes J, Kim SB, et al. Pertuzumab plus trastuzumab plus
docetaxel for metastatic breast cancer. N Engl J Med 2012;366:109-119.

33 Datko F, D'Andrea G, Dickler M, et al. Phase |l study of pertuzumab,
trastuzumab, and weekly paclitaxel in patients with metastatic HER2-
overexpressing metastatic breast cancer [abstract]. Cancer Research
2012;72:Abstract P5-18-20.

34 Leyland-Jones B, Gelmon K, Ayoub JP, et al. Pharmacokinetics, safety, and
efficacy of trastuzumab administered every three weeks in combination with
paclitaxel. J Clin Oncol 2003;21:3965-3971.

35 Murthy RK, Loi S, Okines A, et al. Tucatinib, trastuzumab, and capecitabine for
HER2-positive metastatic breast cancer. N Engl J Med 2020;382(7):597-609.

36 Verma S, Miles D, Gianni L, et al. Trastuzumab emtansine for HER2-positive
advanced breast cancer [supplementary appendix available online]. N Engl J
Med 2012;367:1783-1791.

37 Modi S, Saura C, Yamashita T, et al. Trastuzumab deruxtecan in previously
treated HER2-positive breast cancer. N Engl J Med 2020;382:610-621.

38 Robert N, Leyland-Jones B, Asmar L, et al. Randomized phase Il study of
trastuzumab, paclitaxel, and carboplatin compared with trastuzumab and
paclitaxel in women with HER-2-overexpressing metastatic breast cancer. J
Clin Oncol 2006;24:2786-2792.

39 Perez EA, Suman VJ, Rowland KM, et al. Two concurrent phase Il trials of
paclitaxel/carboplatin/trastuzumab (weekly or every-3-week schedule) as first-
line therapy in women with HER2-overexpressing metastatic breast cancer:
NCCTG study 983252. Clin Breast Cancer 2005;6:425-432.

40 Slamon DJ, Leyland-Jones B, Shak S, et al. Use of chemotherapy plus
a monoclonal antibody against HER2 for metastatic breast cancer that
overexpresses HER2. N Engl J Med 2001;344:783-792.

5 B bR EEE

LEZ. e v b B0 s e
Hqiuyisheng222% 13918529955

41 Seidman A, Berry DA, Cirrincione C, et al. Randomized phase Il trial of weekly
compared with every-3-weeks paclitaxel for metastatic breast cancer, with trastuzumab
for all HER-2 overexpressors and random assignment to trastuzumab or not in HER-2
nonoverexpressors: final results of Cancer and Leukemia Group B protocol 9840. J Clin
Oncol 2008;26:1642-1649.

42 Marty M, Cognetti F, Maraninchi D, et al. Randomized phase |l trial of the efficacy and
safety of trastuzumab combined with docetaxel in patients with human epidermal growth
factor receptor 2-positive metastatic breast cancer administered as first-line treatment: the
M77001 study group. J Clin Oncol 2005;23:4265-4274.

43 Esteva FJ, Valero V, Booser D, et al. Phase I study of weekly docetaxel and trastuzumab
for patients with HER-2-overexpressing metastatic breast cancer. J Clin Oncol
2002;20:1800-1808.

44 Burstein HJ, Keshaviah A, Baron AD, et al. Trastuzumab plus vinorelbine or taxane
chemotherapy for HER2-overexpressing metastatic breast cancer: the trastuzumab and
vinorelbine or taxane study. Cancer 2007;110:965-972.

45 Andersson M, Lidbrink E, Bjerre K, et al. Phase Il randomized study comparing
docetaxel plus trastuzumab with vinorelbine plus trastuzumab as first-line therapy of
metastatic or locally advanced human epidermal growth factor receptor 2-positive breast
cancer: the HERNATA study. J Clin Oncol 2011;29:264-271.

46 yvon Minckwitz G, du Bois A, Schmidt M, et al. Trastuzumab beyond progression in human
epidermal growth factor receptor 2-positive advanced breast cancer: a german breast
group 26/breast international group 03-05 study. J Clin Oncol 2009;27:1999-20086.

47 Cobleigh MA, Vogel CL, Tripathy D, et al. Multinational study of the efficacy and safety of
humanized anti-HER2 monoclonal antibody in women who have HER2-overexpressing
metastatic breast cancer that has progressed after chemotherapy for metastatic disease.
J Clin Oncol 1999;17:2639-2648.

48 Geyer C, Forster J, Lindquist D, et al. Lapatinib plus capecitabine for HER2-positive
advanced breast cancer. N Engl J Med 2006;355:2733-2743.

49 Bartsch R, Wenzel C, Altorjai G, et al. Capecitabine and trastuzumab in heavily
pretreated metastatic breast cancer. J Clin Oncol 2007;25:3853-3858.

50 Blackwell KL, Burstein H, Storniolo A, et al. Randomized study of lapatinib alone orin
combination with trastuzumab in women with ErbB2-positive, trastuzumab-refractory
metastatic breast cancer. J Clin Oncol 2010;28(7):1124-30.

1 Saura C, Oliveira M, Feng YH, et al. Neratinib plus capecitabine versus lapatinib plus
capecitabine in patients with HER2-positive metastatic breast cancer previously treated
with 22 HER2-directed regimens: Findings from the multinational, randomized, phase 3
NALA trial. Presented at the American Society of Clinical Oncology (ASCO) Annual
Meeting. May 31-June 4, 2019; Chicago, IL. J Clin Oncol 2019;37:(suppl; abstr 1002).

52 Rugo HS, Im S, Cardoso F, et al. Efficacy of margetuximab vs trastuzumab in
patients with pretreated ERBB2-positive advanced breast cancer. JAMA Oncol.
Published online January 22, 2021.

H: BRIERFUH, FrAERUHNAK,

R : NCCNWK, EfTEEEH MBERTBRERK AR T . TEBHSERAR.

BINV-Q

87 OF

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

.' cr\:lgtrinopnraelhensive NCCN Guidelines Version 7.2021 LT

M oo BRI

- ik

HRMART IR (RERXE) SRIVE(M)FR EL A R T RAH 2 Dk S Rl A
FDAR#ELAE VG TT HH R D &
AR TR YR EY R/l FDARLHEMIZE) NCCNiE#ERH NCCNEkSE
Be s B JE 12
fE {2 BRCA1%4% | R )
BRCA2R% e e 1% b
, PCRAFF il & (I
'Ir{é%ﬁa PE/HER2BT  pricsc Ay sets wwﬁn%m}m@mw A3 3 + R v e 12 Hik Ly
4 41)
PD-L13EiL . N
CORPERL(: BPRIELEG A1 R e 1%
%RI%‘TE/HERZ&H EALSEHEY Bk Lk
1 PD-L1%ik L,
o T o MR BR SR + T (AERSE ;
LRI SR =10 S TR AN
CEDIK
FEART NTRK @& FISH. NGS. PCR % &Rt 2A S I R
(AHZD) B gt 2AK
. MSI-H/dMMR IHC. PCR (44D B 8 e A BB LR A
TMB-H(>10 muts/mb) NGS
axt T B R M e R M AL e B 3E AT BRCA 123 R 5828 vEAh, LA € 1& S PARPHIHIFIE fH B # BB B EH TAT I NTRKEN S 2 H . TR EIENZE R, T
TR . EARFDASMHE SRR JE A g, b ey g FH THER2FIVES,  (HL R A SR AL WS RIBIT BUEIT E B R SR
BRCA1E{BRCA2ZE [K 545 HH 2 (1) FL e T2 gE R 2R L pid H T 9697 BE A v6 7 )5 3R HLJG B B A T B A v UIBR s 7 1

o P Al T AN R 1 (MEST-HD) B e AS A2 R B (AMIMIR ) ) SI2 48 BR TMIB-H AR 58 3%

OXITHRIIHEHER2GIE SR, AL gy sy i o W IPIKSCARTE, g s WAL SRy AR rT (H A SEEE A GEFIPD-UPD LA, ok 2T

SR R RE B . PIK3CAZEAS Kl o LAZE i 41410 M tDNA_EAT CRURisk) ey - o A g i
FIF S S EEIATT o WISHEEPD-1/PD-L LTI A T H ) R A B R, L4
R ARTE R DI, R BGE A RTA S R R PO PO L S

X FTNBC,  PRAGIR IR e A A S I PD-L 1R AL AL Whn B RS
WEEE PRI+ AR A A AT RS

d i AR 5 alpelisib A 13 sl il A HO2 Bl PR G S8 rh i) 22 etk

e NCCNG it 7 H R BRI B G 7

H: BRIERFUH, FrARUHNAK,
R : NCCNWK, EfTEEEH MBERT MR ERK AR T . TEBHSERAR. BINV-R

110F

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



AT BE SR B AR A G 1, AEEAS NS0, AR TR, 5T N EUE 240 IHBR . RREJH© 2021 National Comprehensive Cancer Networl Kg”giﬁfﬁéfgﬁﬁiﬁifﬁﬁ
3 B National . ] . Of .10
comprehensive NCCN Guidelines Version 7.2021 L

J\(o[o)Nf Cancer =7 HL R

Network® | !

BRI (RERXIR) BRIVI(M)ZA AL 13677 AR %A Wk S0l I

HAMBBRETINE A TR
HiETER: FEREEEN TAA:
- Eod Z) =gl Hr 5 Jes

» 300mg PO, fFHFX » 100 mg PO, &EHMK, H1-28K

> R8I >SRN AN, HESRIE 80R
bz ML JB 2 ) k1

» 1mgPO, H—X A& e7

> H28R NN > 600mgPO, fH—K, #1-28K
B EEFIR + 5 e T B > BRI AW, HEHRRULE s

> Alpelisib 300 mg PO, #H—k, #1-28K; #AEFHES00 mgIM, HIRFFISK MR

0 KT AN o R Bk B

» )5 Alpelisib 300 mg PO, EEH—K, #H1-28K; MWAEFHE500 mg IM, ZH1K > 200mglV, ZBIR, F22URNINEM, HEEH

0 1G28T Ny — AW, ELE GO RS LA A 2 (1 AL PR 3 4 TR RT3 1

" 57
-Bﬂ»ﬁﬂ;iﬁgﬁ?ﬁfﬁﬁ%ﬁg%&%ﬂw15% > 400mg IV, LUK, FORENITFAM, H=
e w P Rt DR T B2 (0 e, s KiA240

> HEAZAERLEEEI mgm2 IV, 1. SFIISK
> [R28 RN

JMAERIBR S + T (AFASGAHKEE. BB MENRED S
M TEA B 41200 mg IV, 1R (21 RAH—IK)
HEALSSMELE100 mg/m2, 51, 8. 15K (£F28KRAH—X)

L0 mg/m2 IV, 1. 8. 15K (28K ZH )

A A 2R 57200 mg IVER 1R
T P 1000 mg/m2 IV, 551 RFEHSK
FAHIAUC 2 IV 1 R AR
O F21IRGH—IR
A —RRIERI . (H, B TR R 2 5, eI 7 (mg-mg) -

vvyvEZvEavy

H: BRIERFUH, FrARUHNAK,
R : NCCNWK, EfTEEEH MBERT MR ERK AR T . TEBHSERAR. BINV-R

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

| Camnrahensve NCCN Guidelines Version 7.2021 LT

M oo BRI

rl ek

HRESTOIR (REERIR) BV I (M) 2% SR [ 1657 A C = ks S U sl

EEPEN

TRobson M, Im SA, Senkus E, et al. Olaparib for metastatic breast cancer in patients with a germline BRCAmutation. N Engl J Med 2017;377:523-533.

2 Litton J, Rugo H, Ettl J, et al. Talazoparib in patients with advanced breast cancer and a germline BRCA mutation. N Engl J Med 2018;379:753-763.

3 Andre F, Ciruelos E, Rubovszky G, et al. Alpelisib for PIK3CA-mutated, hormone receptor-positive advanced breast cancer. N Engl J Med 2019;380(20):1929-1940.
4 Schmid P, Adams S, Rugo HS, et al. Atezolizumab and nab-paclitaxel in advanced triple-negative breast cancer. N Engl J Med 2018;379:2108-2121.

5 Cortes J, Cescon DW, Rugo HS, et al. Pembrolizumab plus chemotherapy versus placebo plus chemotherapy for previously untreated locally recurrent inoperable or

metastatic triple-negative breast cancer (KEYNOTE-355): a randomised, placebo-controlled, double-blind, phase 3 clinical trial. Lancet. 2020 Dec 5;396(10265):1817-
1828.

6 Drilon A, Laetsch TW, Kummar W, et al. Efficacy of larotrectinib in TRK fusion-positive cancers in adults and children. N Engl J Med 2018;378(8):731-739.

7 Drilon A, Siena S, Ou S, et al. Safety and antitumor activity of the multitargeted pan-TRK, ROS1, and ALK inhibitor entrectinib: Combined results from two phase |
trials (ALKA-372-001 and STARTRK-1). Cancer Discov 2017;7(4):400-409.

8 Le DT, Durham JN, Smith KN, et al. Mismatch repair deficiency predicts response of solid tumors to PD-1 blockade. Science 2017;357(6349):409-413.

9 Le DT, Uram JN, Wang H, et al. PD-1 blockade in tumors with mismatch-repair deficiency. N Engl J Med 2015;372(26):2509-2520.

10 Lala M, Li TR, De Alwis DP, et al. A six-weekly dosing schedule for pembrolizumab in patients with cancer based on evaluation using modelling and simulation. Eur J
Cancer 2020;131:68-75.

11 Marabelle A, Fakih M, Lopez J, et al. Association of tumour mutational burden with outcomes in patients with advanced solid tumours treated with pembrolizumab:
prospective biomarker analysis of the multicohort, open-label, phase 2 KEYNOTE-158 study. Lancet Oncol. 2020;21(10):1353-1365.

H: BRIERFUH, FrARUHNAK,
R : NCCNWK, EfTEEEH MBERT MR ERK AR T . TEBHSERAR. BINV-R

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network
B National

comprehensive NCCN Guidelines Version 7.2021
SRR Cancer g o

5 B bR EEE

ESmadHEmE Br R i EARE

PR T AR ) 00 R

FERE B FL AR YT 30 16 B BB AR AR E S B R 2, T IR
WBIT R B IR AR B RE BB TR

W 4

RS HEIL BRR  BER R S RS . R, RS SAE . RS B AIE 4 L AR S AT Al . ISV R0 J T B
i%ﬁ\%ﬁﬁ%\%ﬁ%§%$%%ﬁﬁ%ﬁﬁ%o%%@iﬁﬁ%ﬁﬁﬁﬁ?@%ﬁﬁﬁ%ﬁ%%ﬁ,u%%ﬁﬁ%@ﬁﬁﬁ%u&ﬁﬁﬁﬁ%ﬁﬂ
X o

A, XEERATRMALFE. WREAENMESIEFARKNERE, FANEEEBREBEEN.

Fit R R X
HELEFRNHBEEE - NHENZERRRUERER TR ARIERE. W ENIRERE TR H T8 EBEE R IR G N2 . BomstE ] LU
3 B A5 2R BT HH B e A K BB AL AN/ AR 3 B SR AL S B EE R BIEHE SR A E .
ST HR R I B 45 RAAFE:
DA BT A SRR AL

> RRAG A R A BT R AR I A

> REBIRES TR

| N2 PR L RN 95

> PEREEREE. N RREIEEBEALT). KRR RS BERAST)EIHL E T
> A IMUE

> IO AR 2 R BRSO R e RN N

> IDJRERGEAG R (BN, B, PET/CT) RILHH) =4 AL

» R A EY T (Blan, JEIRPTE[CEA], CA 15-3, CA27.29) @

alff bR EY TR (BN, CEA. CA15-3. CA27.29) SMJEHERA R, (Hw] W PomEMrIEol. RADUKEEMBE R SV TR AR WrIm s o B9 ik 9 S5O AE 1 Fr sl 28U 15
FECE IR DA LLVEAL .t TR B, B PR DR AN ML 37 PR bR A DA R O 1) L e R W] e A A .

} ) L Continued
H: BRIEAFUH, FERUHN2AXK,
PR A% : NCONWY, (EARE S BB MR R AR S . SRS IR . BINV-S
Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN. 1 1 OF



2|S$aFﬁEEEB4¥EIEEIMﬁw LBEA AL SRR, oA T, T FaUG24/ME MR . BBUHe 2021 National Comprehensive Cancer Networl K*”ﬁf‘ﬁéiﬁﬁiiﬁéiﬁ”
; = National

comprehensive NCCN Guidelines Version 7.2021
NCCN FCr: Sl kL

PR T AR ) 00 R

EEWEEB_LﬁEEE

XTJ?H“ fﬁdJJ&ﬁmf’iﬁﬁEﬁﬂzﬁ R A E B A R IR E N AR E T BOREI. —BoRU, AR RS AR R (B,
REERCT R 7 5@ 5 FOE S B B ECTHAT IR .

SEFTA RFITAR S, AN —E2FRKNEEZRENETEANANZSETAN. Bk, SERAZANTZERNER. REMRRERIrHE. X8k
AL IT B A HE(RECIST) f8 Fd [Eisenhauer EA, Therasse P, Bogaerts J, et al. New response evaluation criteria in solid tumours:
revised RECIST guideline (version 1.1). Eur J Cancer 2009;45:228-247|f1WHO#%5# (Miller AB, Hoogstraten B, Staquet M, Winkler A.
Reporting results of cancer treatment. Cancer 1981;47:207-214)

BB FRE (WESHTEERFARANPETRE) £ TIFMAT M LEAEARY. EITEAmMNEAT, KRS G RN NREIES T
g%ﬁ;&Wbﬁﬁ@iy#ﬁf R, NHEREFBFRETENEREEEAMN. BTHRZ—-EWVENR. KIEN ZEZNERESN G, PETHR

W

Continued
H: BRIEFERE, rEBIEN2AZ,
EARARK: NCCNIWA, EfEERANBRERTHREERKAR Y. REEHSMIERRE . BINV-S

210F

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

o ensive NCCN Guidelines Version 7.2021
M oo BRI

PR T AR ) 00 R

5 B bR EEE

I Y 2R

ER B BERR A E, EEETARBEEARRETEHRRNEE. BURRAATESTHNRE, SEXARRERE. BREmLaTT 8
AEEME. AAMABBENHFHERE. TREERMNES, NMREZIRIOL. FOREYFR RANET T RN MEREHTEE . TR R
e TRV AR, %okt BT B AR SR A B AE SCRE A N B ) 8 3 S B AT PP A o Ta B it

e 1 L iR e B 5 ) 7 I B[] [R] B
FRIT Z AT LR W7 N WAR YT WREZEERERE, B
AT 8

AEARPPAR = FAN A HRT F1-3NMH—IK pS

AR EE = FAN A HRT F1-3NMNH—IK pS

eSS = A A R #1-3MNH —K &

RE = FAN A HRT #F1-3NMNA—k pS

J1110 YO S 1 R = Z—E’@/l\)?;?!i‘zﬁﬁ , WE #F1-3NMNA—K ps

H
P58/ BB 3/ 2R e C TF = &2-44NFHH &2-6NH—IK pS
s

&t = F4-6 &4-6NH—IK =
PET/CT R IE R IB1E RAE G R IB1E RAE s R IB1E BB G RIBIE
iy AR TR I R TR 1E T4 I R TR 1E T4 I R IR 1E TR 35 I PRFBAE

b THR KRR E BB, A .

E: BRIEDFRHA, FTHERIEIA2AK.
ARG NCCNAH, MR RE MR ERTHRRERKRR T . TEBHS kKRR .

BINV-S
3/3

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



ACTE A Eh S ST A R A %, AN N SR, AR TR, 1 T R B 24/ IR . RRRUA© 2021 National Comprehensive Cancer Network ™2 g e

& National

comprehensive NCCN Guidelines Version 7.2021
NeoN KRNI R

Eﬂﬂhﬁﬁﬂlﬁﬁ]&i
Pk G2 R T S
e
o B A R — . TiEE
= e .
PR S TPRMAL, [z —» [WrRngaeE
ERMREN | I RHATIRE S e
I PRPRBE 4 AR 9
TS5 SRR B
R 2 | BRENHE
R~FR(E 3 cm) ERE RIBESLE
——»
GRS 30 ) B e, \ ‘
B (/AR A AR el y—+%%ﬁ&“_____’ﬂiﬁﬁ%
KR AR
REHE R o S
T A I 2V
‘—» s }-——» I R B 15 34
R B AT I 4 10
R
R JE R — > ZRESHEE
T A A (L3 T A o TSR AR, T IR E R e A%, RNTEATL S

PR R ARSI AR %, (2880 FL s VIBR AR BEIL BIVIZ FE =1 emit,
FEASTEFL 3 IBR AR 4 xR AL
AV A HTEVEREAURT FE B SR R R AT IR YT B, WRAHRE

bEERLEEE DL T, FNABAS R4S AT BETC 1% (X 73 £ ZE B8 Aoy iR
o AERE R 2 W0 bk pegs PO BUBYE K FRNAVERY, (HZ5040E

T AENATE R I AR X 23 R e 55 2R 4 JI0ed o 6 T I PR PR 5 20 R e R i RIS T (B, R YIRS R R, AL
S, ARE T BRI AT IR e E B0 4L 2 IR S 97 (0 ) JE U 94T T

HE: BRAERDFEURHA, TERUIA2AK,
GRS : NCCNAA, (BT RE MR EGTHREERKRRD. LEEMS KRR,

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

y National

IV[O{O\'l Cancer NI
Network” ﬁ'ﬂ"{kﬂ*@

comprehensive NCCN Guidelines Version 7.2021

ESmadHEmE Br R i EARE

S BB FEE
PHYLLODESHHE & %
Itk T 2L hIT
ERER —— |BRER, R |_,|%E§7R)'a‘)‘iﬁlﬁ (2B
% SRR R 2 B % d
S
RS R B
AR R B R R R 8 SABRRED (HiAS
R — | ¥
(AIiEx£gBLCT- "y . ;
CTHEHD R A 3 4L PR SR o 7 o e

(WNCCN#H AR AJETEET)

bAERLERG AL T, FNABCE A HE IS AT B8 JCIk X 70 £F AR BB AN 73 R AR o A S BT AR X 2 W 7 DR Bk Re A B0 K T FNAGE A, (B2 BRI AATEN AT 6 25 A E
DX IR RS 5 2T ERTE o« XTI PR PR SBE 20 IR AR (1 B85, T RE 75 ZE VBRI A AT WY (0 202K

dBA ATWE VERE LRI 7C Bt SO R BR BEAT U R TT . (B2, IR ERE R 2GRS NEOL T (B, FLEVIBRAREREER D, Al LA e A AL 40

PIEEIR YT BOAR TR SR 2 AT 0T

E: BRAESAU, FEEIIN2AK.
ARG NCCNAH, MR RE MR ERTHRRERKRR T . TEBHS kKRR .

PHYLL-2

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.




AT H S EE A A G, AEEAN N2 ST, AR Tk, T FEUR 24N B . BOBUE© 2021 National Comprehensive Cancer Networl ®*MAXHEREEHASLHELEE

y National

comprehensive NCCN Guidelines Version 7.2021
Neo FECHIE Y

e ..I.
S BB FEE

e e
R R R,
e A B
- RE S e
i PR O 7 PR > NI XA, DERT

HERE

ERBREFEE R IR
FAkLFA 1

FUKEALEIRZ . 7. HIEgESE.

— S NEITH

HE: BRAERDFEURHA, TERUIA2AK,
IR IRYE: NCCNAA, (BT RE MR ERTHREERKRRD. TEEMS kKRR .

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.

PAGET-1



ARG DL E A BN %, VA A2 SI A, TRARH TR, 5T FEUF 24N M. BBUH© 2021 National Comprehensive Cancer Networl TFMAEHEAXERASLHELat
: B National i ) i X
comprehensive NCCN Guidelines Version 7.2021 s
We{O'R Cancer 4 y 2 8 &
Network® m H q% Eiﬁ ]
£ B MR FiESE
KE BT
HIRFINACER A — WAV WRREES, ITHKER
ILIRDCISHI » DCISZ INCCN JEB M FL B IS B (DCIS-1)
BRBMEE| sty NACR=HR R
BEKIILIR > RERANZ BENAC
PRAL AL 142 B BT
BRI IE R IBIEHAT
FLARR 1 i EHRM =SNG
> 2 INCCNE A M A AF B (BINV-1) 7
—+ y
FINACRZ R B PRABHYIIEA BIENAC B | 2\ consis
BEIBT DCISEUR AR
FLARR R =
> —+ Ei
|| MRIPREZR) | pm e s
B +A RERE
N =17
%ﬁffﬁéﬂg’ T B IR AR LIENAC)
AT +RTE MRS AR, BT
R R AL ZRENACER (2B%)
etk s, [— SRR
=S n
NACEREFA 1 > IGREETT, WMREARE, ITHRER

b L LR & FIMRIAS 2 J7 I (BINV-b) .
cFLE VIR AR IR 42 Pageti AT R I —FPE £ (IR

E: BRIEDFRHA, FERIEIA2AK.
IRERE: NCCN, EfTRAERE KR THRERK RIS . AHBEHS MR RR.

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.




$hﬁ$ﬂ4%@$lMﬁw,ﬂﬁAA%jﬁ% FEAAF TR, 5T R 24/ mﬂm©mmNmmmlmmmmmwewmaNmmwK”Eﬁﬁﬁﬂﬂﬁﬁﬁﬁ

: Nati |
Commrahensive NCCN$& IR 47.2021
W(O(OWBE Cancer

Network® 3R LRI

KA s RN, FERIFe HBhYR YT

TR EAF 4R
Wit Eﬁ%-—»ﬁ@ﬁﬁe—bﬂﬁm%ﬁ+‘ i Bh Ly

EEWEEB_LﬁEEE

EREH —> BT B 43 30 +7 JE A B
Bre
=7 JE H Bl Y 703

(REERIEE)
HRBILIT

77 J5 4N
JEMEE (IF WA EFVIBRAR AR ILAR+ S 5 b > BT
FRAE) VRALFFAE > 3 405 1 B P2 IS HE B N 4 Wb
e B\, mRemmang ——| % G

%; AWE g
A A e
BMRI, fm 177 JE B
P %ﬁ%%ﬁ“%éﬂ%%*ﬁﬁﬂ%ﬁ__»mﬁh
BE® + R 43 D 77 J5 5B A 43 Wk

ERBNEE —— > | ZUETRA SRR + B A A
% —— |
o
7B A
alF iR (8] 2 ST CTH# A Z =13 . CURURHA A 28 (- g R i ekl RO TEFR ORI AAR T T I 4R B BT I bk B2 45 V6 K H BTk
bl £ R BRI T A4 B 16T IS5 Re AL 2 5 AR I QR AR O L R O HEIFEARAL, S AR Hfth =75 . (B BT RZEN. 2 IlEFARSHHBINV-D).
TR 5 T R IR B AL IT . A IS 7 AR BRI ML R LT Es4y) o WiRE A dEREHEEZEAWIEAR AR, WRMH, NCONTZRAEW, wnHEEHER
157, SN RT3 WALk (L b BRI 4y ey, RSTER AR, IR 005 e S R A2 7 . SRR -

LRI TL IR LT T 200K 2k (Tl 2 L bR . PRRE R A RIS S R S T . P B fbsr e THITHER2IEIT .
%%m;#éw%%ﬁﬁﬁa S " ST S S U L35 B B8 9 LI, T % RS TE R b T3 AT A B AL

PREG-1

BUHR2AK.
TR B E MREHT HEERKRRT . TEBMSMIER AR

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



ACTE A Eh S ST A R A %, AN N SR, AR TR, 1 T R B 24/ IR . RRRUA© 2021 National Comprehensive Cancer Network ™2 g e

y National

IV[O{O\'l Cancer Dy =)
Network” ﬁé Iﬁ?l;ﬂ%ﬁ

comprehensive NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

£ BRI FiEEE
s pRFI &5 BT
o B & 2RI I BAHEAT 6 50 I AMA R AR ZE, SRIRBIE 2R
o4 I 4Af %K =
A AERE, IR B R >
R A
i E B ER/PRIRS FTHER2IR A
Fo MR B Ay A==t %@gﬁg@;igg
(IBC) il |[— IR B RAEEILIRE RS, TR B _ | TR "
RS HT SRR ﬁﬂﬁéﬁz@ﬁlﬁgfﬁﬁ 0 % LIBC-2
SWEMILEX B IEY, VENTESRE g H7S
B EE B BRCT
MR+ E WG SRCTEMRI
BHREFDG-PET/CT' ¢
FIEMRIKE (ATi%) TCEf#

a IBCAZ R M LRI SR 1 — MR IR ZR B AE, RBUNFUR =202 — 3 UL b 7 Ik B AT B
FK MR AE ) SRS W e L0506 5 R R BLFLIR A - s b, Mys@ s AT %
REREEMEE T, X —RWIFARSWIBCHILE KM, 1 HA R EMEE
2R, WALLLZEIBC.

b G SRR BT AV P AR S P 7L e TR R o A S ) 2 K 2 AT P
2. http://www.cap.org.

cZ WA YRR kI E W(BINV-A).

d& WA F AT E (BINV-C).

ex T M FRE, 2 WNCCNI AL/ 5 i KU 5
PEAd: FLR. O SRR

IR 34T TFDG PET/CTH 2, JF HPET-CTK & BIHIR R~ & 442, WA AEA T BT 5134

A HPET/CTR 5 .

g FDG PET/CTH] 5 CTR K #ET. FDG PET/CTTERRHE /3 HIA 2 45 R WA 5l AT &% (O 5 0 T %
BRI, BAAES WRESh, FDG PET/CTHE ] GEA BT 1R A A PR 11 X I8k 2 285 56 A% 1/
LA RS

h L B/ BIE YT 77 %€ (BINV-L).

i HER2PHHEIBCHRFH I TEARRI S T & I SRR HTLI T &

AR AR DT BT 4 B V6 7 X LR B DX Stk L 1R R, VA RIS TR 46 iR 40 S ) 4
KR BRI R G 2 S (AURXR R A/S MR ) o RATAG A 7 ik
PRI 2 2 BB E

E: BRAEAH U, P 2IEIR2AK,
KPR IRS: NCCNAA, FEFIRESRE KRG HMEERRAR . THBEHS KRR,

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.

IBC-1



A6 Fh BTSSR A A S %, ACEEAS NS, Ak T, % F R3S 24/ B . BUBLUHe 2021 National Comprehensive Cancer Networl ™2TlHEme Bihm i s cai

Hqiuyisheng2228K 13918529955
]

) National (=] AR

comprehensive NCCN Guidelines Version 7.2021
NCON KR S

o
y & B bR EEE

SR ARBIRTERTEEMIT, MARJE NS RIKALST

LAYIBA + 1/1 Q&H&ﬁﬂﬂiﬁ%ﬁ%}ﬂ+ JTE; ﬁn%ERBHTi‘E/ﬁPRISHTi%ﬂHﬁH N IR YT
BB, BB BT, ARRMELRT . ST IR B AT IR “

SR F °ilﬂ5'ﬁHE/RZBEI1‘$, mﬁE&¢IE§E§HE1izier@yﬁﬁ SESI
+FERAEERE WERIAE, FI5HUT MPA 53 uETT R R .

G —— W RE

R S & T RS
e

EER ——— My

AR B VT-Aik 7 i B v o o) L s B X bk EL S TR AL, VP A R ELAETE R4 IR o3 HH I AR R R B A 3 i IR R R A (AL XA AT/ B AL IEMRI A o RATRAR 2R Ay S 3 R
H 2 =R BAULE o

k& R MEIBC B35 MARE & & /AVIIMDZLIE T (BINV-19)HEATIHTT

15 WA S5 755 = 8 )5 N(BINV-H).

mZ WE R EARTYIE (23X ) sRIvIMDILRE 4 51877 )7 Z(BINV-Q).

nZ: WA 43 W6 9T (BINV-K).

O USRI BRI (BINV-1).

E: BRAESAU, FEEIIN2AK.
ARG NCCNAH, (MRS MR AR HRRERKRR T . TEBHS kKRR .

IBC-2

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot
& B National :

comprehensive NCCN Guidelines Version 7.2021
M e b

5 B bR EEE

KEREERAZENS(AICO)
ILIETNMA RS

FERMEMELERET KSR ERE, NEEFHE, FERMENTS R BHERRREE . THOREEETIEREERS PR FRRLRE RS HEMS
AR, R ELE KR AR, NESKHE PESRTTANZEE. BREMEARNMRSTERNEEABERTIRAENES; R, FRET
ERBIMBEAELBENOEERENES, HARGETREMS TREMEER. FEREMBEDRIEERAKNTURBIRRERN (MEEEMEEEEE, Wk
XE&HBY . EEAMRIKRE) AREER C(RENEMERE) #THE. RRMERKNMT)METHINARMNEEROIBREFRNIRKRER, RECTRINAELAMS,
HA— SR N EE LR ERERARTHA SRR, HAEAMEAAREANEREHAMRERERLAR, HiEREEX Y. MERNPINEREZ
Ko WRFERNENTFRRATAETHROE—IGTE, RARARITEFANE BB ERZRIEE.

B, HwEK4.9 mmR~FHRENS mm, 52.04 cem~FHREH2.0 cem20 mm). XFFRADELOEL4 mmZ FIRFLEME, AR ZUE AR, X RFRZF il
FN2 mm, FANERENESBMEHIEZEN< 1mmHI IR EE(T1mi).

FLT. N MEIEX T2 i KB A > 20 mm{E<50 mm

TX J& R Bebded vk VA T3 PRI B B2 > 50 mm

TO To R IR e B T4 TR RN, BEBARICHIBER/
Tis(DCI &% R BURRR (BUmERAER A W RREET)
S)* BB EEARFE T

Tis(Pag F IR E R R, SILERSER W R M A/ s R AL

T4a RVEMEE; EMESHWRZENFLT, HULEKHE

et) (DCIS)TE K. 7R B AH < [ FLARSL 5 P A8 AR 35 52 . T e
JBE P9 R () K /N FIARAE AT 432K, (BT REE B A AR IR 5 R B -
% T4b 355 B Rk F1/ R E P55 B ik B2 4555 F/sk f ok e (8
BREAE) , BARFEREIERE
T1 PR Bt K H42<20 mm T4c  T4aFIT4bIHFF
Timi MEHRAKXERE<I mm Tad  JoET s

Tla MRS AXELZ>1 mmE<S mm (FraMEE >

1.0-1.9 mmB IR RE92 mm) i NHRAR(LCIS)R—H R MR, EAJCCREN T

Tt 58 8k H A TNM 23 B R B
Tib MEHEAESZ >5 mm{E<I0 mm
Tilc MEHRKER > 10 mm{H<20 mm %

FEARR P 22 0 e 117 98 L AMRHEE A 24 B (VR Rl N AE o I 645 5 A JER U SRR A Fh S S [ Bk HE R 2 ) HE AR PO AJC CHERE 7 BAF- M, 28 )\ (2017) « A RZFFE G R
wiE BAEE, &7 Mwww.springer.com. ST-1

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.




ACTE A Eh S ST A R A %, AN N SR, AR TR, 1 T R B 24/ IR . RRRUA© 2021 National Comprehensive Cancer Network ™2 g e

= National

comprehensive NCCN Guidelines Version 7.2021

\(®{O\ll Cancer P g
Network® FL AR LR
£ BB HiEE
RILT. N. MEZENX (8 TRELST H(pN)
%ﬁﬁE%W) pNX Xk B TR (PR EYIR, RYIBJER
I ER 23 H(eN) TR
eNX* X3k B4 Tk v FE (BlmBEAE S YIRR) pNo T X Ik 2 45 R B I TC s
eNO TX M EERER (BT ARFBRRRE) pNOGi+)  XEMEZEHIKRIITCs CEIE4HZEABT0.2 mm)
N1 R NEBEMREEEE, TiEs) PNO(mol +)5¥i %% T HE- T A BE4E R ML (RT-PCRYA T 2R P ks SRR I
ITCs
cN1mi** HHEH (L2004, KT0.2 mm, EHAKT2.0 mm) , . B
N2 L. ERERELEE, ERERAE R, 2§§%§§ﬁﬁ§ﬁ§ﬁ§§%§”ﬁ%ﬁf§%ﬂ
R IR E A RS RS, B AR B R BRI 2L - ” ’
WELHE

cN2a  FUI. IEBEMEEEE, HEMGRSHMAREE
eN2b  {XFEMAILMHESEE, TR M EEED IR

cN3 FEMSET (UEBE) MEEHEE, LSRRI IHH
BMELEER; RENANIMKRECEES, 1. NFEEHk
Rz

REMSE EMEEES, FERAEBRERANAMKELEEDS

cN3a EMBE THELEER

¢N3b FE AR E SR EHESER

¢N3c FEBE LR EEER
vE: sn)MOEERRAMBINRRF, 2 HIR8E S8k B4 rE R g
EHEE R 24 FRITERAE L% .
SEEFHNXSR, —BRAEXEMRESEE S FARVIRERESE S 5%
KREICFKMERT.
**eNImifR/DMEF, {HRTEEE A TR V)RR T 3EAT BTG M 45 TE R i 151
BA A R R AR AR B 2 Sl BV T B Bl o

pN1mi WEER (42004410, KT
0.2 mm, HHAKTF2.0 mm)

pNla 13N EMRELEERE, 2017MVEBEKT2.0 mm
pN1b EM P FLETE W LR, RNEFEITCs
pNlc pN1aflpN1bH-7F.
pN2 49 MEEMELEER; B2 RIFENANIMELEE
%, BT EMRELEER
pN2a 4N EMBLEEE (20— NEBIEKT2.0 mm)

pN2b iR E RN TR ELEHED, FRAERTHE; RESE
WELBEMRCLERES

FE BT i M 200085 1 5 [ AMRHES AR 22 e IR VF RIS A5 JE AR IR A R ph it AR [ Bt A ) BRI AJCCRERE 7S T, 55 )\l (2017) o A RSB BRI 5E

wiE BAEE, &7 Mwww.springer.com.

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.

ST-2



A e I S A R A B, BN N2 ST, PR TRk, % T RG24/ BBk . BOBUA© 2021 National Comprehensive Cancer Networl ™ gunnmesmtisoimos
B National ;

comprehensive NCCN Guidelines Version 7.2021
M e b

ol

5 B bR EEE

FI1.T. N. MIIEX (&) 2. AJCCHRZ 4y BA4y4H
SRS H(pN)
pN3 S0/ 9 L 45 H 75 FRH A HANAE £ BRTCVE H AT AE DA SR I s X AL .
;j@'i'%"? (IERE) HELER, %@;E‘J’Eﬁﬁiﬁﬁl‘ﬁéﬁﬁﬁﬁllﬁﬂ?ﬁﬁﬁﬁﬁﬁ%ﬁéﬂ
RYQERERIFUNALKEERR, Fnpgs1y LIRS
ML, NEBEHELEHEE; 035 Tis NO MO A TO N2 MO
BEIRRA MR E M N AR E S T, BT Rk ESE IAHA T NO MO T1 N2 MO
REMHNAMKCEMEBREEYE, ANFEE>3NEE IBHA TO Nimi MO T2 N2 MO
B, Tt Nlmi MO T3 N1 MO
HREMSE kB EE MAZ§ TO N1 MO T3 N2 MO
pN3a SIOMREMELEER (EOE—NMEBEKXT2.0 T NI MO 1B T4 NO MO
mm) ; T2 NO MO T4 Nl MO
BB T (NERE) KELEEDR NBEH T2 NI MO T4 N2 MO
pN3b pN1aBpN2a HFE7ZECN2b (M5 22A 25 B Y TLM L 42 3 N MO mcH AT N3 MO
%) IV AT AEfAN Ml
HipN2a H 7 7EpN1b
pN3e SR MBS T -
1. TIEFETImi.
I NN Bonigl ! . 4k (N1mi)5M i RIBHA.
“ (M) 4. MOBFEMOG +).
M0 TC T b 5 7 (e PR BR B A5 SR 48 * 5. NFEEPMO; AFTMOIFEIEER L1
cMO(i +) Fosm AR BN PR R A 22 IR, (B8 SRR 6. MR EEAESHA S BITRIAML, NZa 88 NEIVE], FFE e
5)TROHAAEREIR MM BRI K EL A MFRMBRTIME NI, SNV, |
SRR A 0.2 mm BRI, B R 7. WRAR GG FRERIFETLEY, REXBRERELHIFIN
TR LE AW EEERBERRER FHATH, HHSE RITIE B RMBETT,
s , . — W43 BAT PR AE AR
M1 B RARMERFRERRNTLEY 8. FTHEBNIAIT IR 04 BRI TRINAN K BT AN By BReyp” BTt
pM1 ETHSAEL R R TSR, REEERRMELE FHBNGYT R RN E E B AR (pCRR, W BAH A R f#H 7 1
R IEEI0.2 mmA)EBE T S4H (BanypTOypNO cMO) .
4

FEARR P 22 0 e 117 98 L AMRHEE A 24 B (VR Rl N AE o I 645 5 A JER U SRR A Fh S S [ Bk HE R 2 ) HE AR PO AJC CHERE 7 BAF- M, 28 )\ (2017) « A RZFFE G R
wiE BAEE, &7 Mwww.springer.com. ST-3

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.




AR IS HE A A 2, U A ST, A TR, 35T FEUG 24N MR . BRUHO 2021 National Comprehensive Cancer Networl ™2t oe b o s

& National

We{O'R Cancer
Network®

comprehensive NCCN Guidelines Version 7.2021
FLE

2. AJICCIRH 340 (88
HRZFHK(G)

R BIEMt AR ST HRF K. FERAET RS HRFZS R
(Nottingham modification of the SBR grading system) , }HEXEFRHEH&
MEMAH (Wwww.cap.org) . MBS RBBEFRME (RERRNEE. &
ZAEMZ AR ED TG RE, SIFN (REF) 23 (E) , ¥
BEANRAEIVESAEM . K3-5 LR TR ERIK: 6-T5r L& VRS R2
% 8-9MILEE VR N3S. ABHhEaMfERE EM S K.

RZMIEAE (Nottingham modification of the SBR grading system)

GX RIEHE

Gl HRENFLEEENRE (BUSHF) ;5 SBRFS N3-S
G2 HR%ENFLAN AT (BUEH) ;5 SBRIFSN6-T4
G3 HRARNFBEETFNE (FEZE) ; SBRIFSNS-9%

FERLE: &%

FERABNRA R Z A% % (www.cap.org)

GX S &IEIHE
Gl &A%
G2 HEISR
G3 EEIH

HYURERERE
HEUREFERBWT
SEIRE

Paget/i
JERFFR B (NOS)
SERE

R

BEFE, NOS

RSV B

FRE (ALSRE A ERD
NESE

NG ]

IR E MR I Pagetii
K4

BeIR2m
IR ZE MR

S U TETE

2 B BB 31 B
4

FE BT i M 200085 1 5 [ AMRHES AR 22 e IR VF RIS A5 JE AR IR A R ph it AR [ Bt A ) BRI AJCCRERE 7S T, 55 )\l (2017) o A RSB BRI 5E

(5 BAEE, 1575 W www.springer.com.

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.

ST-4



AR Eh S B A R A B, AN A2 ST, PR TR, % T FHUR 24/ Bk . BBUA© 2021 National Comprehensive Cancer Network ™*MEXHEREEHERLNE Lol
: National :

FLARE

comprehensive NCCN Guidelines Version 7.2021

IW(O{O\'H Cancer
Network®

- ik

23 IR B 2 B

5 B bR EEE

i PR 70 39338 FH 55 AT A LA R IR PR 2 SRR ] e T sy MR de & BEAT TSR A s CARIRR 2 I =) AR IR, R IR

JIRE(T) WREESEN) RS (M) (S B .

BN AAE EAOFRAE NG RIS 73 1, PRy A 3 48 T B R 32 A LS S T TUR e Al A

TNM4> 81 &4 HER2 ER PR A
TisNO MO AT Ar] LA e A 0
T1*NO MO B4
TO N1mi MO FH T4 STrE
T1*N1mi MO S 4
o P4
ot a1
FH 4
¥ 4
A4
o B4
¥ 4 IB
eV i1
¥ 4
FH 4
o1 B4
5 -
MEEE3
R 4
A4
o B4
¥ 4 IB
o FH 4
B At
FH 4 IA
R T
c3 B4
MEEE3
¥ 4
A4
i FH 4 IB
R 4
*T1E45T1mi.

**N1IAEFENImi. T1 N1mi MOFITO N1mi MOA, & 76 B A M H 75 K &R I T1 NO MO G 7 31 7F

TE 2 BRI BN Z I BFAM R AR 22 VPRl R . 1245 BN BR 46 SR IE R AJCCHERE ) W1 T, S8hK
(2017)Springer International Publishingthhit. J¢ T34 IR 1 56 %85 RANEE, 177 19 www.springer.com.

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.

TNMZ%r3 &% HER2 ER PR i
TO N1**MO PR IB
T1*N1**MO0 BH@ Bﬂﬁ
T2 NO MO BH
" FH ITA
Gl A 1 _
e
ol it
_— GElEz 1A
A 1
LT =
P DI
FH 1A
P T
G2 /] m =
W
A4 IIA
- BH
B 1k 1IB
LT =
P DI
B BE'E 1A
@ . P
e o
ol it
_— A 1B
A 1
4
ST-5



ACHE T P ST TR A R BA G, ACHEAN N ST, AR TRk, W F FBUS24/ N IR . BRAUA© 2021 National Comprehensive Cancer Networl X¥REXAEREEHASIHELHE
i National

| comprehensive NCCN Guidelines Version 7.2021
M e b

AT
£ BMEBI HEYE

IR TG A (42
TNMA 3 %z |HER2 |ER PR 2 TNM5 %z |HER2 |ER PR e
T2 N1T**MO e IB T0 N2 MO e A
T3NOMO BH Eﬂ[& T1*N2 MO Bk Fﬂﬂﬁi
FH A T2 N2 Mo BH
P [ T3N1-"Mo N
: = : e
R e
[P [P 1A
P P
[SERES ¥ 4 111B
e e B e o TA
[ iR
RH 44 A RH 44
g [ R A
2 i Tia 2 I
R e L
ERis 1B [P A
o FH 4 i FH 4
B 1B e 1118
A ; B
e e {18 AT i
TG | BT
i ik A ik
ERis o 1B I 4 ™ 1A
G3 'KH; G3 Bﬂﬁ
R e
i A i 1118
i FH 44 o FH 4
FA 111B 1 1c
*TIEFETImi.

FANTAAENImie T2+ T3+ TAFINImifl &7ET2 N1, T3 NIAIT4 N1 T 5 20 31 9 o

TR B FITE BN Z I BFAMRHEE AR 22 VPRl R . 1245 BN BR GG SR U2 AJCCHERE 7> W1 T, S8hK
(2017)Springer International Publishingthhit. J¢ T34 IR 1 56 %85 BANEE, 777 17 www.springer.com. ST-6

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

IW(O{O\'H Cancer
Network®

FLARE

comprehensive NCCN Guidelines Version 7.2021

- ik

23 RIS 3 (80

TNM43-3 42 |HER2 |ER PR 58
T4 NO MO B 1A
T4 N1***MO BH T
T4 N2 MO/T B
fiIT N3 MO e i
G1 E}SE 1B
FH
B 1
YR
i BH 1
B 1c
- B 1A
B 1
H 4
BH 1
P T
G2 1B
BH 1
BH 14
B
B
ik BH 1
B 1c
T FH 1
P it
B 1B
B 1 T
3 FH 1
BH 14
B 12
B
- B e
B 12
AR TAEfRIN M1 | AFA] A AT AT \

**AN1EWFENImio T2, T3+ T4FINImifl & 7ET2 N1, T3 N1FIT4 N1IFGE 4 8.

5 B bR EEE

1. HFNImiZ 2875 B0 52 B Ik R g5 AT VAN, I A REAR S PN A BE 2SO0 28 )
REREAT /2%, IR A BN Umi F 11 PR 70U 2 ST 22410 PR 2 394 22 1 D Bk 1) A& bk
EEL 25 T AN A2 D10k D BB P55 L S B, A9 U 2 2 A B AR B PN A IR T 22T
HEAT T IR E A VE A (17 400

2. XTIk 52 2UE LR R PEMREYE (BIAnTo N145) il iR S R AR (il
Tis N1%5) [, Rk gt dh g 4> 2% . HER2. ERAIPR{E EH T4 #14
.,

3. X TR HE20134EASCO/CAP HER2AS M 45 B9 i@ ik ISH (FISHELCISH) AL MllHER2 A
ANH R, TR I PR TS 43 0 2H A 5 FHHER24“BA 14251

4. X BETR G 2 15 AR T B R 2 T O HoRER 04252 138 24 N 43 Wb iR R /B
G4y (BUSHTHER2VATT ) HIFLIRE B NBE.

ST-7

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



AR Eh S B A R A B, AN A2 ST, PR TR, % T FHUR 24/ Bk . BBUA© 2021 National Comprehensive Cancer Network ™*MEXHEREEHERLNE Lol
: National :

FLARE

comprehensive NCCN Guidelines Version 7.2021

NOOW\B Cancer
Network®

- ik

24 W i fe 47 B

& B RS

TRELTUS 73 13 T AP ARV a6 )7 P . 038 TR R 20 IR B A 5 8 SR T R BN P ARSI AR ELE B LU 2 AE T PR
DIBRAT 4 SR T BURUT I B CEriBhia ) .

TNM4+ 3 &% | HER2 ER PR S EA
TO N1*¥*M0O FH 1 1A
TI*N1**MO0 FH fi Bﬂfi
T2 NO MO [ 4 IB
G FH 4
i N
FH 4 "
A4 IB
G FH P4
[ 1A
; IA
Bt EE&
FH 4 IB
G FH P4
. 0
FH 4
o B
" BH 4 1A
[ 4
FH 4 il 1A
B i)
FH P4 1A
P T
o3 4 IB
FH P4
i oI
Gk B 1A
¥ 4

TNM4)-H s |HER2 |ER PR 4341
TisNOMO AFAA] ATAA A Ae] A Ae] 0
T1*NOMO B
TO N1mi MO FH 1 G
T1*N1miMO B
it i
. B
FH 4
¥ 4
A
bt e
B T A
e
MiEES
PH
FH 4
B T e
G2 B T
FH T
HiEE3
B
i FH 4
B 1 IB
e
HiEE3
BH 4
ik FH T
s o
FH 4
MiEES
A
N I
HiEE3 B
*T1FETImi.

**N1IAEFENImi. T1 N1mi MOFITO N1mi MOA, & 76 B A M H 75 K &R I T1 N0 MO G 7 1 7F

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.

ST-8



ACTE A Eh S ST A R A %, AN N SR, AR TR, 1 T R B 24/ IR . RRRUA© 2021 National Comprehensive Cancer Network ™2 g e
' National

| comprehensive NCCN Guidelines Version 7.2021
M e b

AT
£ BMEBI HEYE

TNM4 3 &% HER2 ER PR i TNM4 3 &% HER2 ER PR A
T2 N1***MO H 4 A TO N2 MO H4 IB
TSNOMO i Eﬂ[i T1*N2 MO al Em :
FH T2 N2 MO BH
g B s [
gt Btk
G1 G1
mE A mE |8
Al ‘ Al ,
it ki - it
P [T e |
gt Bt
! ] IB
TR L. L TR L
b At e Pt
PR PE 1B FH P IIA
bt ‘ L
G2 - IB G2 P IB
T e L
gt gt ImA
P T o L
I FH 14 1B
! ] A
iy e 1B TR L
B A - it
meE |18 mE |A
gt o L
G3 - A G3 FH 1B
T e L
Ik o B B T [IA
P e 1A I T iits
5%
*TIEHETImi.

#ONTEFENImi. T2, T3. TAFINImif &7ET2 N1, T3 N1IFIT4 N1FITE 20 31 o

ST-9

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



ACTE A Eh S ST A R A %, AN N SR, AR TR, 1 T R B 24/ IR . RRRUA© 2021 National Comprehensive Cancer Network ™2 g e

.' cr\:lgtrinopnraelhensive NCCN Guidelines Version 7.2021 LT

WNOOWE Cancer
Network” §LH§E

- ik

£ BMEBI HEYE
AR T 5 ()
TNM4;8H D5 HER2 ER PR A .
T4 NO MO ‘ FHPE 1A 1. SR g 52 BAETE R R IR ESE (B1anTo N145) sA IR & R AE (B
T4 N1***MO BH 1 o Tis N12E) {50, 6 FH R ES 26 bR (645 4% . HER2. ERAIPRIE KLHEAT 40 301
T4 N2 MO o il 44
FEFTTNS MO g 1B 2. % FA420134EASCO/CAP HER2 6 @ ILISH (FISHBRCISH) Kl
I HER2 AT 8 ] BRI 5 115 L0f o FTHER W 550
G1
B TIA 3. IX BT S S A A TG B 2 25 T O R BoREE 2 B2 5208 24 N 4 b VR o7 A/ el 4
FHPE I A7 CEFEPHER2IGYT) 67T HIFLIRE g NFE.
FH 1 T B S BET 5 7 B R B4 B
1R 4 Oncotype DX /N F 116 ...
[ P
BH 1 TINOMO
[ {TAa] | B iepia fEA] 1A
BH 4 T2NOMO
FH P [11B 7
G2 it FH 1. RFRTI G 0 A 5 BRI R 5 B . SR, R HEATEERIZH 40 0 DL 8 38 24 1) VR
BH A J7 o UIRAEHER2 B PEFTER FH 14 19 T 1INOMOEL T2NOMOJEAE 73 91 o 347
P OncotypeDx® LM, F LA K50 NFLL, I (S5 SO B T 3 05
P
B 1k Y] 1B 20 NTAR .
oI FH 2. IR KR HAT OncotypeDx®, B W AT T OncotypeDx®Fill, {HICVEZRELPE 47,
P el i BE T T1-2 NO MO HER2FA{E . ERFHYEREAE £, OncotypeDx®1¥-73 =11, N
S FRYE b IR i AN A Wb S W 00 72 TS 4y B 428 .
BH 3. OncotypeDx® & ME— 1] F 955 B 1 i 23 30T A0 22 SR RIS I ,  DRI R mir B8 14 T2 B8 =
B FH BEHATFES NI EE . ARG RRE G e @RI 240 o] IR,
EE S 111B 5 F HoAth 2 FERIAS I B 25 51, K BB BAF BT TS v dH . AL R N
i FH AR IE R 2H AT HEA R s N AT ATATT R 52 2081, AN AR Va7 B o0 A A SE 40 PR
G3 il AT 35 BR 28 43 B D3 24 i PR 2 o
FH
FHPE
I
[P
FH 4 11IC
[P
I
A TAEAIN M | AR | AT A AT ] \Y

#ANEHENImi. T2+ T3. T4MNImiZ A& 7ET2 N1, T3 N1IFIT4 N1 5 433 B

SRR BN Z I E i S W AMRHE AR = 2V al . 1%05 B RIGRIE R AJCCRE 7 T, S8R
(2017)Springer International Publishing thiz . 2% TSR/ HASR 1 56 8445 B AR, 1 U Il www.springer.com.
ST-10

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



ESmadHEmE Br R i EARE

RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network
; National . . .
comprehensive NCCN Guidelines Version 7.2021

W[O{O\'N Cancer ?LH&’E

Network” T
5 B Wb R 37 B4
NCCNiE$E 2 RN
128 T m KU, NCCN—Z)\ AT P& 41 .
2AK FHFEARK LS, NCCN—E ) T T2 & 241,
2BK HF AR IUEE, NCCNZ A AT I idE 4.
3K FETAEATUENR 2, 17/E B RKNCCNAS A B I 41

BRAESA UM, SN P a RS N2 A,

NCCN{R e 42k
Bk BT R TR e EANEYE; DLURE 2, S5 AR A T T i

A T ﬁ%fﬁ%%ﬂ%ﬁ%ﬁﬁ\%ﬁ%iﬁ%?ﬁﬁ&%ﬁ%%ﬁﬁ;ﬁﬁﬁ%ﬂ%%,@%MT%%

TERAEEH LA AT () BRI TG RIEAENE SO .
PN T B 3E 2

CAT-1

Version 7.2021, 08/23/21 © 2021 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines®and this illustration may not be reproduced in any form without the express written permission of NCCN.



AR IS HE A A 2, U A ST, A TR, 35T FEUG 24N MR . BRUHO 2021 National Comprehensive Cancer Networl ™2t oe b o s
National . . . [=] R ]
comprehensive  NCCN Guidelines Version 7.2021 e

Wehl Cancer ?Lﬂﬁﬁ

Network® :

8 BRI HESE

-‘ij‘% 16202043 6 H B 37 T 36T 5 R 1h/IV 3 7L i A5 B8 () < 340 25 EﬁﬁIVﬁﬂﬁﬁﬁ@%fE ........................................................................... MS-53

N T BERETESTR TN oo MS-72

R IRATE I MS-74

H% BRI MS.74

BT oot s et r e reseres MS-2 %ELE?%EW(EEE """""""""""""""""""""""""""""""""""""""""""""" MS-76

SRS BT T i

D et et MS-3 R N S MS-83

T B i e, MS-3 BELEE e eI N ettt e et e e e seeeesee e et s e st e e sretesasassenesseneesennens MS-84

S i S A A MS-5 B MR s MS-85
SEFAE (Tis,  NO, MO oot MS-6
DCISHIHIIETRTT oo e e MS-6
RV TT T BIDCISE oot ebe et e e MS-10
IRIEPE SR (TO-3,NT,MOAITI-3,NO—1,MO0) ..ocerroreeeerrereeeeeeerrenn MS-12
T oo eeee eeeeeeeee e e e e s e et MS-12
JETEBYETT oottt sttt nte eeokesessesesessessesnsbes ot ek os s MS-14
B = X< T TTT WU —. . N .~ MS-22
oe= =T A G NI L1111/ O SO SO MS-26
BRI T RTINS ..o e eee st MS-46
VETT G W BT <o bttt MS-48
I IR IV LTI oo e e MS-51
2RIV I FLIRIE I IR EE e MS-51
JEEEERIIFITETTE oo oo S MS-52

MS-1

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



National

Wehl Cancer ~
Network® ?Lﬂﬁﬁ

comprehensive  NCCN Guidelines Version 7.2021

-, h
5 ~ [
HS e T
- -
N .
]
Ol ) 2

MR

FUMREE 2 56 [ LoV a s LIRS R, AR T R R RE AR TR R . 5
R E 2 ih, 20204E 36 452791004 36 B A2 W FLIRE, 42690 K
SET % o ARIR I BRI I PR S BT 1L R R Ak A . IR MBI
FANCCNING RS A 48 S A0 . R PE LR . IR R . 2 IR e
T RAMEFUR AN G AR T L R I R L B FE R o X SRR R ok
HNCCNA F AU 1) 2 22BN e, A AT R A RE. IR SMRE. ik
S IR 2 R T RN BB AS O S B AT AR U7 T )
NS

SCHRIE R AR AR B B T 1%

FE SR A R FLBENCCONR I ® Z i, % PubMed#4fE it AT J M 146
2, LIIRASILBE oG SCik:  FUBRE . FLIRIIR . DCIS. RALF e
SRR o L FEPubMed Bt e, & RNE — BN i) iz R
SCHRBEIR,  FF AR 51 AT PP e 10 AP0 B 5 SCRR o

TR LI SOR R IR AL, 48/ TR RS RTEH . R F/RTLUT
ERA . MBHIGRRLE; VIR Fard; BEAL IRREG; 25384
Mrs RGusrak; MIGUERFTT .

K75 7 PubMedfs & IV EAA IS . EFR RS 2 UUE], B/ H k%
FHF 5 [ i 25 ZPubMed SC & I EHE, LA RGA N S AR I AH &I B T 5
HITR HARSRIR R SCE, SRS EARRA IS /. KT o= @K
FEYE N B IHESE,  dE T K AR KRS A1 5 7 L I B A
NCCN¥E § F i) 78 A1 5 3 1 58 BEVEAE AT fENCCN Y L3R 15

5 B bR EEE
534 -

AR e S S B A R A 9, BN N2 ST, PR TR, % T F8UR 24/ IIBR . BOBUHE© 2021 National Comprehensive Cancer Networl ™2 Ho s s

Fiv A L £ 25 LB SE O IR R 2391, G RAT SRAS G 2 VP4, U LA
SEPIA MR EL > 100 IR A P AT DAAT 0k o2 SR iR T IR R, B E A
Gikia T IERE, SRV LB RN AT RS 1 45 R, JFRBEE LTRSS

H20104F1 H 2, AJCCSLE 1 45 7TARATCCHREE 2 I F-MIEIT, B8 T A IYE
TNMZ7 ARG B AR H AR 78 . UAAEIT Wit 520034 fIRATCC o BAF A
[F 2 KbAET, il RN EE e Il = 1) AR VR 3R A T R 2 7 1) WA
V2 T VTR 151 B A F Elston-Ellis £ K [ Scarff-Bloom-Richardson4) 2% & Gt i 47 4
AR 7390 KRR R EE 45 (ALN) 2> 33 IS i 4 B 1 70 2R R 4T T 30
B ARG EEME SIS (NOSNOmi +) , K145 NIA R FIIB
HE T — M IMOG DB, FBTE T REBCRER 1 B3 B REE
FEFR ML A AT T el AR 2 R 2 A, SR AR TE FAth 4 2R b R MR s 1t
ANEIE0.2 mme ZRAMAICCH HIFMHE IR bR E, WiEs 24
(HRIRE (HEEER SZAR[ERIFI A1 2 AR [PR]) A1 R B AE KR+ 52 /42 [HER2]

RES, T IX LERAE A W B R 55 43 1
TRESE VAL

FLIRIE VR TT BIAZ LB o3 A& 700 1 ARG RE FE R AE M) R IR o IR B[R 36 B T
SEIR I, B AR SR AR, R LTI T T A5 B (B WER
PR. HER2) « IXLefR Z it i A VIR I 2R, A T s BE 4R 15
PR R 999 R T I PR = A AT 38 22 S A O AR s . BRAE LR
B BREAER S ROT  IEURIRAS . TR RHE (A el ik K (1), FLIRX 2R
RSB AAESIE) « IR IRARIRAS . A7 SORE AR B A B2 Bk S8, DA
F B2 PRI YT (B WAy« 807D SFEATIIE . FRAS S )5 B 2 5K
T8 BN R bR S BARER (FIGIER. PRAIHER2ARAS) o smAIE AT
M—3. AEPREEATIR S . SR A S E E AR W B HGE o, 218

MS-2

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

Wehl Cancer ~
Network® ?Lﬂﬁﬁ

comprehensive  NCCN Guidelines Version 7.2021

r h
- o
H~ T
- -
N .
-
(]S Tt

50% 1 FLARFE T BRI 5 AR T — S R A B A OC L B B R W] B
AR BEIR S IR AL E . T ARUIGANE 2 2AT e A — 2.

2 E 2R K 2 (CAP)HI E TR B E  %, DU Gk R b A AT
TERFNR AR Y . CAP AR 7 — MG, O h a4h
GHFHD) DIEAERER. XETEHRME 7 RBEEE R PRt i 5l 35
FAT]IE I CAPI G0 3R EL, I HEywww.cap.org. — 2 BHHfAN 5E B 1) Js 21
SRS A m R LR IR T 3R, NCONFLIE T RS HCAP TR
35 BT TR bR AR R A T

N E T S8 AL (DCIS) A ERIR A, i a BTG 124 v 2L I
ERFIPRIRAS . ERFIPRAR A IE # it G g 2H AL (HO) M e« R4
B AW TAEN RSN, YORZER R, (A Uik RN,
ERFIPRIN 2 () T SEMEFE A R SE30 = 2 [/ ] REAF AR AR K ZE S o 14100k e 5
02 5 A RE VAR FH T UPAN IR S 2 RS I 7 VR IV P AR A ]
NCCN LAEH LL R ASCORMCAPK R /NHFR A 7%/, FH&RA 17 RT3
R ERFIPRAG I R 150 o 17185 70 1% 147 4 i % (2, E R B 1A 110 2L g I8 400
ERl}HAr/:-EO 17-19

HER2K R FE

HERFIPR—#Z, U A #H2 W2 i M AL A AL I E kR, R
A BEAf E HER2 IR . NCCONFLMRSE % 5 2H SCHF S tE HER 2 A WA £ 511 g
P22 SEI0 HFATCAPIE . HER2ARZS W] LAS i 467 2 A8 (ISH) F A &
HER2ZE K #% U1, sl id IHCYP i HER 240 i 26 1 A2 A B R #E T4 7. 20

A L F mRNAK I 8% 2 56 K 6 51 e HER2AR 5o Wl HEPEESISEE

HER2 K (R I 2 — > E R, 2 TR Je 4 AR H], HER2AG IR B 1
224 D) R AP 25 SRR L. ASCOFICAPHIER & /N AT T BB 1
HER2AS IR R, DL G tH DB RH P SR B PR R . IX e BT O HR B CARAE
Archives of Pathology & Laboratory Medicinef1ASCO's Journal of Clinical
Oncology . ***’ NCCN% ZZ 1\ 1] iX B8 ASCO/CAPH ¢ FHER2 Jii B4 I (1) 7
WHIBEHT, JEAENCCNAR FHER2AG J5U U 34T T LA .

HER2AS I N AECAPIA A Y S 36 = s H A RIS WU EAT . BeAh, IXEESEIG S W
HE R HELL IOHER2AIAE 75 LR IV HER2AS I 53 BAZRAE L (AL o
HER2AG MM F3d NS R ARAL . ARASERL . 7SR ] 3 5 2R (]
oA A RAREE R, DU FTHER2 G I 5 VR4 (5 B o ImR AL
PR B R IR AR U, N RAGE I SR R 7

HER2PHMZE R : 5 ASCO/CAPHER —%, NCCN L 54\ Ayfdi FH B slon PR &
ITHCEISHAZ W] K M HER2 MIRTIRZAS () T 4252 7% - an S egd i IHC 7 7%
P N3 + (Z10%ME 40 HER2 2 gett) , BRISHYE B /RHER2FE [X]
Yo (BRREE, SEIHER2PE DIE6.005 S/40 M XUREFHER2/CEP17HAR
>2.0, FHIHER2#E IE>4.0 M5 5 /4000 ; XUREFHER2/ G Rk iHEURET
(CEP)17 WAE>2.0, “FIYEHER2¥E 4L < 4.0 5/4008; FMHER2/CEP17
LEE< 2.0, “FIYHER2#E TLE>6.0ME 5 /400 , NP IS2 N HER2BH .

MS-3

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



ACTE A Eh S ST A R A %, AN N SR, AR TR, 1 T R B 24/ IR . RRRUA© 2021 National Comprehensive Cancer Network ™2 g e

National

Wehl Cancer ~
Network® 2[‘}]%%

comprehensive  NCCN Guidelines Version 7.2021

L

JCVCHER2/CEP17ELAE W, $5IA AHER2[I = 3445 NLEL (6.0
S/ M. BEEZE AT HEFE WM CIURET
HER2/CEP17t0AE =2.0 H-"F-%JHER2#% U1 #1<<4.04M3 /40l i HER2
FEMED [HE A2,

FB—ARHh 2R B Ea T RSN T D EHER2/CEP1 7B =2.0F1
HER2-V- 3545 DI <4.0/ME S/40 M i) 8, XEHIREEiESH, K
XL R M Z BRI N, i 2R R PT R R A L

LA EE. NCCN+H K4 [F B ASCO/CAP HER2Z R £ W, B Gtk
T > 10% 7R 1 1 98 400 Pt P9 S 6 4 R0 /B 55/ P R O 400 PR J) L e £,
< 10%I1)352 1 P i 40 A Py 5 20 . 5 8 P s J Rl 4 47 THC M2+, JIITHC
GERTEE, EXFEN T, /NG [E R A ISH G 537847 %
B, S WRAHARATTH, WEZR,

[FIRE, ISHERIZE RRHERIFEA (Flhn, BAEREFISH - HER2¥4 1%
>4.0H <6.0{Z5/40/1; BEREHER/CEP17HE < 2.0, “F¥JHER24% M
$>4.015 5 /4100 H. < 6.0(5 5 /408D A2 1 FHTHC 5 %A Rl R A
AT A, SR Bba A, EREAN.

BT

FUBRE IR BAE TR BT BN E SR IT RO, LA,
SIUARTT  EIRTT BRI A S eI . SAREEES G
I AT BRI PR I LR TS AN R 2 o X B PR R B A R AR
JE M TR O R A B2 A AE . ALNARZS . B ER/PR S = iR

HER2IRZES . 2R & S AL AT KRB M . 838 & IFAE
BEFRAMABLIRNE . 1% IR ET HIE, S VL S5 1

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

T AR LR, PR B B b S s R

BRI e 22 B R RO RE ) L E A R 7y, U ARAEIA

TR A AEAF R A A BT .

MS-4



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

G4 B AL (Tis, NO, MO)

DCIS FIHE R BRI VBT S AR KA s OO 7 e 5L B 2 B
TR R, MR M 2 PR BRRAS: DA SRS IE I A7 MRI,

Xt BE2E R A, NCCON/INZH A AT 38 [ 5 B 27 5 2 2 o0 IR P A
AR AR T % 3

NCCN/NHZEBUSIIERARAS, LA 2 Sl B P 43 W ¥R 97 3R 28 Bl XURS BRI . R
B MR HER IR A TE R M P A T = 5, (HHAEDCISH (1 8 BV v R
0. 24 Ak, T BUR BIHER 2R 254 ADCIS TG $645 FIE4E A~ B A 5%
¥, YTNCOCNEZRAMBHLEE, T HDCISHHERIRA AL U B,
XDCISH IR T o

0 SRR 18 A/ 2 e RS PR ANC N g L A O S O E S, B
A AT A LR ) g RURS A, S A BEAT 1A% 5 10

MRIZEDCISIE YT FIVEFAANE 2 . MRIC A BTHE P IR0 = 200
DCIS U 518 98% . SE—TRFTHEME . WAV T, 193611
AT [F) s 422 52 FLIRx 2R S AIMR I AR 1) A 4EDCIS 2ot 5 193491 (56%) %
M IS FUIR R IR0, 153491(92%) i A MRIFf2(P <.0001). 89
Bl = HMDCIS Lotk A, 43151 (48%) FLMEx LR kG A K W12 4 N ATMRIZ
Wro S(HFEADST IR RMRIFT A2 m Ay . Bk, FARUFEAR
A TMRIZE R, JCHZ EAEFEALGVIBRARN. nRMRIZ R
N ARE R LL LR R ) 2, DR T2V BEE S KUk
YE L, RS MRIG] S B2 A3 i X AT VA, BAE A 2

igﬁiE o

5 B bR EEE

ESmadHEmE Br R i EARE

FIN, CEWFCT AL T M MR 7 il B (EDCIS 4o e 5 1 T 1) 3
VIR R . AR BTMRIM LA E, (EMRIG 5235 i
RUIB AR 2o e ok 5 B IR R A 10 1

NCCNEZ/INH 2 SN AE 75 B AAME B R 1500 F X DCISHEAT FLEMRI,
) A A VIR S N MR ) 458 FH 2 386 o BF P 10 25 1) vl g B30k 2D DCIS L 5 D Ik
AL .

DCISHIVIEEIRIT

DCISHIILEIGTT H AR A2 T 3k e iR 1t LI . DCISTRYT HIE B 5 £
fEFA LTI ERTIBEAD  BUEHIEIT AN - ihiG 7 AR
2R .

FAR: KHRITTEVIFRDCIS (FLEERVIERAD £ 2 FLBUN 16T (WBRT)
BLFLH VIR AR EDCIS & 1 R BRI #E

JRHRIR YT R FEATE M SRR AR A, R, 25 MR
X A2 KSR T RETE R 2 B o DR LR R SRR RE R A S 5
AV FEARR T A RIS IDCIS B4, o 12

LB VIBRA: DCISHNZ W PEFL B 28 S0 s AR . MR Ao & B A 7R )
WA (RIRAZR A BRI (8 rTRE R 2L VIRR R .
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FUB VIR AR AMEHS A3 1 BRSO L2 51 e 2, DRI R SRaBEAT i R 94 L2 45
AL (SLNBWEROAR EARATIATHI . Bk, Witk s 35 VIR ARG ST )
DCIS &, B AT RE F 0SS bk B2 51 L RO A . (B sLAR B )
IR ERDIER, R E P TR R55 2125 ESLNB TR, - DUIE G TA IR 58 i 44 20t
BEAT FE BE IR S R LD AT 4. 131

W Al £ A B AR S IR M BRI S ok S B A It e Gl S A R
SNLB) , 75 MANEEBGHEAT 58 42 I B3 ik B 4545 FA(ALND), o 4817, — /M
S WIIE R B L ZEDCISHI Lotk (£125%) 11 2 HEANEEFR AR IR 88 A 3521
PEFLMRIEE, DR o 24 5 A A b LR A 4 30

IR AR I 4 FLEEHA T (WBRT):  fRFLIG T (BCT) @AM VIR AT B
PR IR F ARG I, 85 WBRTAR BRAT AT 5% B B8 A2

Z IR T S AEDCIS I HTIE TEREAL RS0 2 B, JHeg DI BR A I FH WBRT RJ F&AIK
FURN IR R AR BB m B A A7 o 2fERTOG 980415 ) 1< 1k
Pith, 7THEREE KRBT HN0.9%95%CI, 0.0%-2.2%), BIT4H A
6.7%(95%CI,3.2%-9.6%)(HR,0.11;95%CI,0.03-0.47;P < .001).

TEHA RUF MR B R E 0 B A R, s m i i BEMRTSES
HRTT 5 R R R AR PG, 4RI 2 vt BE AR (1 25 540 T iE 5 1 4%
ISR, UEWIFEDCISHL 55 I SR UTBR A J5 1Y T WBRT AJ S 25 /b [R) I 7L 55
fF, BASFEAIGRRE X (HROAK L], 0.49; 95%CI; 0.41-0.58, P
<.00001) o 277RTM, XL A B HBUT A S A 73R . NSABP B-
V7HKIABE VT B, RIS, SEMYIBRARLL, T80T [m R 1 5 R ek b
52%(HR, 0.48; 95%CI, 0.33-0.69, P <.001).

SR, 154G P2 2 1) ) s AE AP BA(OS) A R A RIFE T AL (FET-HR, 1.08;
95%CI, 0.79-1.48) . 2* SEERHHE F 1) — TR BUM S HER FE 4y 1 AHAAI 25 51,
ZHERAIN T 108196HIDCIS i o FE10E AL /b A, (EREARFLIATT i
T I6 5 Lot s A, T A RN A R AU PR S 0%AH 5% (12 IEHR,
0.47[95%C1, 0.42-0.53]; P <.001) , #Rif0, FLARERERMESLT R AL (HR,
0.86[95%CI, 0.67-1.10]; P=.22) , 28
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BRI, £ WUET NS, ERKEDCISEE (B, #0948
BN AR AR A I WBRTH RS A A7 AT R (1
B, ARSI FENL Y

PR CAUEM], HERTSYT AOAEHIAT AR TG 4R i 2 IR0 1k L e 1)
IBTR M (20 Z N 4%) /MEFG, (HREA G ARS, 309

AT, SR E 104 AR B K EER TS A oA 1 B 4EDCIS 38 1
Gils, BT B Rz A R DIBR AR I WBRT (n = 4131), IX8E G P52
T RN 14 Gy BT HER(n = 266 1B R 32 2 HE R (n = 1470). B 1 H
RrBE IS (B N94FE . 5 REEZHEROT N EF ML, B2 HEoT M EE
IBTRIF(K (54F(97.1%vs 96.3%) 104F(94.1%vs 92.5%)F1154F(91.6%vs
88.0%)) ) (P=.0389, &) . fEENEENYIF, [FHMERBTSIBTR
BERCHIOE XK EE[HR],0.73;95%CL,0.57-0.94;P = .01)3* ,

EZA BT, HIE THEARIBTRIAHKHE R, W% ERMAMIRE. 4
B s &SR DIGIRAS RS, HERBUT RISk A B A Gt 2 E
(R, 0.69: 95%ESIXIH[CI], 0.53-0.91; P <.010).  ElfdisEIEF[H
HEVIZARES ORIEE FANEHE B AR i 0 B e X, MRTessds, s
SSO/ASTRO/ASCOZE S, Y14 <2 mm) INAXERACI EE T, HEEBUT
X T AR R S K AR EA Gt B

5 B bR EEE

HRE AL, R HEERYT EAR ITE fERAA a, (RER R
P2 R YT MAX 3R A K . BIUIELE AT IBEAL TS (EERT FU =
BT 2 15 Al /D DCIS 85 12 & (Clinical Trials.govhRiR%F: NCT00470236F1
NCT00907868) -

1E 2% FEDCISHHE R BT I, NCCN/NH SR YE g = B A HAR K 2 (i
FFm) REAMELIRTT o

JEWBRT BB AL IBR A JLITREGAS B 1 7% b e 38 (1 10 XU 28 2 g
IR A G BT BRI SR, i A AL A IR (O
WBRT) i, FL55 NS R AR B, 3538 Billn, 7E—DiEmtksadh,
18645 B4l AT i ) B R 36 I7 IDCIS H 25 1 104E 0% £ A (DFS), fi%f&
DCIS &5 H94%, e flis fEDCIS & ¥4 983%. 35
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18 5 — el a5, 215BIDCIS B #2527 IR VIBRARIGTY, RFEEZIK
SHETT . W EIT BRI, K. P EE fEDCIS B 85 E K K 7 AN 0%
21.5%#M132.1%. 36

— I 58 R G BOT XU DCIS S HEAT I 2 WK . AR AL AT
PERFE SR N 7EDCIS AT A F 0T VIR IR AL T 2 SekF. 396 8
NAHAMEAREBAIN Z —: a) KB EEDCIS, iR K/N2.5 cmEl B/ (n =
561); Eib) mZAIDCIS, MK/ ecmBE /M= 104). J7 EHIEEIE
DBt/ 25 56 FE 25 /0 93 mmFDCIS R . R 30% ) S 2 32 ik
SEIRYT . EAERIR, U2 EE Y, VISR mm Ty R
Ko RIS/ & B I GAE62% I 35 =5 mm, 7E48%[K) & > 10
mmal FHR VIR TER D o S SRR/ AP AR B TR AR 2 ik HL vl
ez, A ALRETI R 9123460, R ARIBTR AR AR/ H /-4 DCIS
14.4%, 557 2 DCIS A24.6% (P=0.003) . IX3&BILEE UR X 1 AFEF,
IBTRE ] GBI B(HANRETIBT . (RItk, NCCN%LZ/NAMH 4R, 1Y
B2 LB MBI AR (ERUT) MIDCISEE, RN % i, IBTR
RS 38) (2 2 v T DI BR 5 A FLIBURHA T T IR T CRIMEERG T T05E SRR
KDCISHE#F W) .

ESmadHEmE Br R i EARE

TRALIBIT G IVIGOIRAS . AT AR P B AT L6 5K 3 T B8 B R i G 15 ]
AEADCISTEUNATT I 7 o Xt 4455147 B2l 7L b3 VBRI TT 1 B 4EDCIS

Py [T P S 5 SRR B, D) 0 P 2 JR S S A e B IR B S TR R 3, R A

<1 mmM =10 mm, J5H5 R XUR: BE A& 1) 2 9 B2 ¥ 58 n i B AER 1)

IR “OFERT 46605 DCIS B AT R FLIATT ISR,

52 mmPIZAE, <2 mm)FARYIZG SIBTRAAE R IR, RE 242 -5
mm&>5 mm 1% 52 mmIVIGAH RS, RWEREEER. 4

HeIlT [ — T 7S I U4 BT T 2996451 #5652 (R ALF R IIDCIS 3 I #de 22, A
WO v S5 R Z RIAOCHE, 456 T I FAbRAE . ANTE R B2 U
BT, REMYIZG SERME KR REM R (P
<.0001) , {EAEREZ YT I PR AELE (P = .95).%

HRHESSO/ASTRO/ASCO 20165457, {E#3Z WBRTIRYT HIDCISHE FH /02
mm 93 S 5 [F 2L B iR 2k R (IBTRYBARAR G . BIEVPADCISTIBR 78 701
o 5 L R AR R R AR TR B S A A TE, IR YIS CRTX B2 R B XL
PRI By FESMID, PR SR ENAEG. EAEERE, fEDCIS
SR A IS, SSO/ASTRO/ASCOE B S 358 TL R AR 1]
25 70 53 BOTE S, JSLFH T3 A - FifRg v [R) A 5l 7 Y2 1 AR SR 1 PR 23 o
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NCCNATDCISHIAEIEIT I

HAEGIEEBAT G, DAE R BAEEAN TR ZETARYIBRI . BT N R IF
FIDCISYEA . FESRAFIE XM E TR T VE 2 2 MR DIIESE 2 T, NCCN
INH AR BAEE X DCISHAT FARVIBR . iRIENCCNE KA M)A, DCISZL Mt
B TIIARTR YT R R R B SRS 7L 55 s DI BR A I 4= 2L

T EHEE (128 o 2IAEVIBRAR ESLNB, WERL 5 G (B52A25)

AL IR VIR AR (2B3S) o AR AR AR DO DB R & KU
BARKITEOL N, A B2 G IR FAT B 2L 55 R DIBR AR o

IR IRAE A T RFLIGTT IR S BURIA T AR SOhE (IUNCCNFLRfE
R B 7R ERU AT ORI R AR B R ID o A B TIBRAR
Y2 MEE S 7L 55 PG (S WWNCCNFL s 45 f v R J5 355 F i
DR

MRIENCCNE R, NElEE P12 MIAR A & sk 58 e VIR DL o

AAHEVIRAE BRI, AT VIR 5 FUBRX SRR . A YDCISFE AR -
A RERE PSR, R AT AR P ARSRPRCIE R XK, JF HAESEfrh 2 ]

HYIGARZS IS, TR 2t — D IFR,
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5 B bR EEE

ESmadHEmE Br R i EARE

NCCNE 5 4 $25220164:SSO/ASTRO/ASCO DCISHE FF A BCS & [ 14 11 2% 1)
SE Lo KT HEZBCSHI A FLIBUT (WBRT)IGIT [ 4iDCIS B, Y1250 R
2mm, S53EZWBRTEEEENIAMEVIGAHLE, B8R R 00 2L B e
(ABTRYSE A AR o UIEHE AN SRR 8 0 S e h SR A3 0 2 mm V)40 E .
BATIR A NG RIbRAFLAR 22 08T, AR AT A LR ZE nTAS U I DCIS ) 1)
Bro BLAb, TEIE GRS BT VIR G AR B A A (i, A5
A N 70 W S i R/ B 1) .
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ESmaHEm g Br R i EARE

AT
£ BhEp FEYE

WISHIEIT G DCISHIE

TEFLII AL TR T E N, DCISAT AR S AR AR M S 2
] 3 5] [ ¢ A MR B 2L AR i3 101 H (NS ABP)ZEAT 1) 2L Bt 9077 X 56

WK, BEZASEE SRR AR S A B, RIE AR R
TR T 75%. IXSCHIE R, Ah 3 35 0] 523 R R PR LIRS K

PRI AR o 40 LA R I PRS0 DMELL(EBCTCG) -G T iR,

b SEEZFIRYT S, ERPHPEECSZ S B I PE bR Lot iR, R MR
Jied AR S R T LR I AK39% . ¥

[FIFE, NSABP B-241R056 K I 58 250 4532 TR AL T REX A 807 5 IDCIS
LA IR, B RIAITRIDCIS 21tk o BB 2 2 7
fBSEE IS PALREV 13.64F, At 5L E SR T I R RO R 53 N IR 2
XA A [FA1%.3.4%(HR, 0.30;95%CL0.21-0.42;P < .001), e 1] L i e 6 o}
52 % XK FAA%3.2%(HR,0.68;95%CL,0.48-0.95;P = .023). #E32Ah B E 25 0ATT
Ry, [RIOFL R I 104E AR AR % h4.6% (GRIETE) H15.6% (FERIIHE
Y, EFNATT AR 104 BAUR AR N7.3% CRIETE) #17.2%
CAERAEME D o 22 R 7RI 2R AR Ath, B 25 S 0] <P 1) 92 e e R = 3 e L
104 BRUR AR HN6.9%K14.7%, KM EF0SZEF . FINSABP B-
24 RERFIAMIEIIE /TR, ERFIE KT I N TR 25 fh B8 2575 %
ARARFLIATT J [FON AT 00 L e A A= 1) UG 7 T i Ak o 48

— T X PIBRDCIS £t FTIHRES LA2 x 2015 20K 22 i BEH Lo i, b
SCE IR AR S SR, A ABOT HEEARBUT A . ER A 12745,
fib BB S5 BOAE FHBRAR T BT 8 LR SHAF(HR, 0.71; 95%CI, 0.58-0.88;
P=0.002). TERFZEZAIBITIZAF T, ALSEE SR HE KT R
AR FELE (FMHR, 0.77; 95%CI, 0.59-0.98; XHMUHR, 0.27;
95%CI, 0.12-0.59) , (BAEFEEZ 2FLBUTHIZ R PRI (FMHR,
0.93; 95%CI, 0.50-1.75; P=0.80; XIMHR, 0.99; 95%CI, 0.39-2.49; P
=1.0) .

BEXT RS2 SR BB 12 VI 2 3L 55 1807 HYER BH P4 A1/ PR FH 1% A DCIS 2 1
H, KA BENL. XE . B RS (IBIS-1D) EL AR 1 R il 4 (n =
1471) 555 %5 (n = 1509). &5 R AUEHIBT S e AE SR TS E 55 . 9
PiBEVI7.200 5, BTAS HLR S 6 7RI R K, St SRR ST K
HR 0.89[95%CI, 0.64-1.23]. B[R thmegH 3l S R033BIF0T:, M5 754
A0 EF36H15ETS; HR 0.9393[95%CI, 0.58-1.50, P=0.78]. &Rk
Mg (13234 2, 91%) AMsCES; (137944 2&tk, 93%) kiR AR
A L EBCE AL (HPF 2R EIE FIRAEANTR] o B il e 2H 4 75 1
A DIAE B FEA . mEREEF AR EZ, s r iR 2
MUENLPEZE . IORHEIERER I &7 AR R R Bk AR T2 1o
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NSABP B-358F 5 AL 7Tt 310451 45 25 J5 H 34 2 52 A 5 38 25 sl Bay 18 gl sy 9777 5
o A BB IRBOT . RN LA, BE RS S RN T EL
KF60%), FEL S NTEINMERE . S 5525, B AgfimeiG 7
ST A A SR B D, B g E R (HR,
0.73[95%CI, 0.56-0.96], P=.0234) . RATERVISHER, Wb miasT
() JEFU R A A ) 5 25 22 e A B R o At B 25 A TE AL TR 3 2 1 04F
(PR o LEoN89. 1%, BN Hl MR 2H 293, 1% SOk Ab, Bl JI i et — 2D ZE K
ERAZEEE UNT60%) MILAMEEE. KT ARKMN, fhEEF
S MAS TP R ESAS ZE ) A A e AR 2R AR vy, T T 0 bty e 2 2 s R LIRS (10 61
H}%%Q 50

IBIS-IIFINSAP-B-35WF 50 45 B2 B, S T3 2 32K FHPEDCIS 44 42 s ok
Ba S fth Pt P e B YR T AR AL T SAh R E A L ke, H A AR
PERFE o

NCCN KFHIA 767 IaDCIS EEEHT X

RIENCCNE KA, XF KRBT NERMAEDCIS T EEE, nI L%
FEAF A ZEE 25 (LRI et 505 B LEEIHIR (455 Lok,
JEIHAE605 DL S AFTEAR 2E 0 R () e ME ) BT N ibia T, 25 B AE N BRI
[0 L e 52 R AR P e (B2 R FLTFARJEOT B H N 126 5 AW
ZUIRRI B N2AZ) o WA ILIARTTRTER I MEDCIS ) 35 AR AN 2

8 B R HEE
DCISEYT Ja B A B T RNk 2k (DCISBURIETERR) , I
PR A R ST AHOCH RORE . DCISHI K ZHE K RGBT IEHFLE AN E
Ko SR Z RSB AL. BRI S, BAiDCISHIIKIGIT G
— PR REE R R, HARE R ABADCIS, RIENCCNEZKA,
DCIS Ze 14 (1) BE V7 B 45 (] B s ARG 2, FRe R 124N H —iIk, RREE5HE,
SRIGRHE—IR, DLRCRHE— RIS Wi AL R B . RS2 R FLIRIT I i
FH, EIRBE VT AR NAE R ALY e R 6 2124 Hitf 4T (2B
J; 42 FENCON FL e AR AR i R H 8 o) 42 52 JRURG: PR AR 24 4 ) A AT
MR
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BiEMILERE (T0-3. N1. MOFIT1-3. N0-1. MO0)

"

O R MR ATAR Y, S S RMARAR s RS
ARSI LI P TAIRAERE #E R HRIRA (ERFIPRH

SE) 3 WAEHER2ZMIRZS; DASIR B2t 2, T TR . L e £
%, A0S CBC) AT Ih B K2 (LFT) JC B T V8 78 56 R M s .

AR, AR S P ART R0 b 2 00 s 5 5 R

MRIFE AR FTIER), FFARZIURL ZE IR . FIRMRIE 3£
B PP i B 1) i RABURE S Xt TRV AN Py XA
FUBRXER R okt B Vo, A U AR AT . MRIFLVFE 35
MRIEAH B LU BB FRTESS R, SBUEWF 200 T &2 — P iz
7, BFEMRIGIFHER>4, MRIGE RN TGt e, SEFLE
DIBRA BRI T, 5659

S MR A AT (RFLIATT R T IR, TR BERAN 4 SLRAY
KT ST S FLE A T VIR MBS . P MRIFT B 2L I 2K T
BRI TR AT, TR IR . SR TR A7 B MRI
R, T LU IR IR A RO 78 6 . 59

PIIGTHT HEPEBEHLOT AU IR 1 AR BTMRIZE 2 0 F2 o (S I
PIEIRIESE 1 FLp3 I VIR AR5 B UIBR R MIEGE . 09156 T MRI
IR 7 M B 1P JE S R AER, e — 3R 51—
BeF . 8 —TARGVELRR 08, FUIRMRIZ ML 77.8%~
33.3% LM FARIBTT, MERME KA AR RS2SR, I
Ab, B UE 2 A FH L BRMRI S 35 [ P DI D e, 64,65

5 B bR EEE

ESmadHEmE Br R i EARE

AR HEAT FUBRMRIFEAR,  ArdElC BV FLER L 2kl . 1A FLIRMRIG| 5 %
e S=E At il A S lNTIE 22y RPN Tl | ANt Sl ol oy N 2] (R B
P PRI A FL IR . Lk Pageti BFL Drx 2k, A B AACRS A6 2 AR WY f L i i
KR B2 RS IRMRISR s A VESRAE . MRIH RT3 PR FL IR XA
B4 BB TT 1SS ANVl R FLVG ST BT RE

JRELE VP 7o T R AR B RN A W S R PR R T B R B, —
SEPR 2 Bh TR e o B SR RS PR AT 22 /% (HPER. PR,
HER2) . PR EREFEM D 7 UIBRIMAL, A IXE s R R, ik
5 AR I 5 B2 Im PR I AR08 B 22 S AE SR IR R s . BEAE FLARVEAS . BE
MRS, . WEURIRAS . SRR (AT ik A ) LR ZR RGN 2] )
1) IREEERIGAOIRAS . RIEAR AN 7 k58, DA R B 2 AT AT
YRIT CRIMLIT S BURATT ) BETVAIE . ARAS BLHE R EL AR, R R I
EWIEREYBARESR (i1, ER. PRAMHER2IRZ) o EZAIHL )T 82 %k
PEINEIR, 21K50% 7L B 1 oD — S R R OCE E AR
66.67 I 2 0 U BLFE AR A5 iRE AL ARG LA SR o T SR A —EL
CAPHIE THRBRA %, DMEBES B AR AT 78 B AR vEAL TR 75
(www.cap.org) NCCNZFLIgHE % 5 4H SCRF AT A LR bm 4 195 2140 A 456 FH
CAPHLYEHATHR 5 o

BEE R IRIENCONB AL/ ZRNE RGPt TR . FLIRFIONEL, ol yrtist
Pk L v A ) FR o, AT 1A% 5 M

OB PG R RO B AP AT REANE],  BAMAES Ao OB
AT 52 BT RANHAB R R SR R R A . SAERBORII i, 4
BRI 2 DB R e, 6872
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PUER T IREAEFRAIMOMESMER, WEHES. TR A~
R RS . BT TR RS P 2R ST SR BN RR S 1) 5E Y
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AL KA HRE R LT I e RV R Ak, (LT AT
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BRI L NS HR )7 BRAEBMTIT IR IZ IR &R R EATRE
BT (WITEN M) IBITRTM e B BT 5. 78

BEHLIRIR R, fEJTIRMIT AT4S T GnRHEBE M (k&) , AR5
AR B AL ST RIS 25 24 R FiI5 BN S 0 I AR A 22 RO XU o 85874 — I
e, s B AR AT HR B 50 7L 8 I AR IR AR AT %0 = 2
21%. SFEGnRHBENFI R A& SRS 70, HRFHPE B I
SRR, AT TR IE R

L5 L B AT A R, DU B PR i s, O B O 53 2h e AN
RRIVEFR S T ERNIRE TR RAFEFNA T, UFREET
FRASE LA G SERA - VR T O R 2R 4 VR DR A7 AN LA T FULE £ S ) X
B, PAR RISz 2R H BB . 8 %0

5 B bR EEE

ESmadHEmE Br R i EARE

PR RE, Sra 2 M A RSB IR AR A B RETTIIUR, LTEASL

e ve 7 BAE) AR Akt S AR G ) L s A R . 5 WNCCNE /D ERTE
o g 2 .
Hhfr &

LFNHEW, ST R AR AE IR R P B, AN E TR
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NIRRT S (128« MhBEEIFIRIT2-34, REFHUTEEL —:
75 B B0 52 SR IR B A /IR T (128D BUSHE 195 B AL B0 i 77 va
J7 (2B 5 BB EIFIRITA.5-64F, R RSERI DT B EENSIFR (128
B % B BE IR 104 . TEAL R, BAAMREEIESE (138 5K
IB TOFEAN PR T 45 48 55 T ARG HI R R VR YT T B 2 R &

41 (1 2 P-450(CY PASO)RECY P2D6 2 5t 3 5 35 by o A S 555
FUAT B CY P2D6 S B R AP K ot S 55 AR A o
B RN MR RS T 28 5 S5 50 PRI 3 53 o T AR
RIS P . T X 132544 5 I R BT LRI, A3
SRR e S RIN 0 B4 . AT, BIG 1-98 B 5 T 5L F
EARN I INRIT S, AT AL S CRAERRIERIRRITSE O Oy poDek BRI 452 5 1 44 IR S 7 ST P LIRS 8 7406 4
WAL M 2CHE) . NCONPanelf W IR AEK 35 & (REIBIATT IS 1 opgr B3y P2D6AS (SRR A 15955 45 15 Oy PRD6 2 (7 3
(136 BIETATLASIRI MRS IR FHII SRR IT S TS s o i s 320 ATACIRISHTE 45 B
(RTER ST SR T RIS R AT, T 50N I8 B S 0
T RKIB 104

KILCYP2D6JE N A IR R 45 JRy . 320 % T H A iEda A R HAH 57 &,
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32 NCONFLIRE & R A HERER CYP2DOK W 1 Aifh 52 e A4 Bh N 2k 5
WS TR @S ASCOIR R —5. 33 2 ubJ7 e Bt 5- 12 o i P4
7RSSR, - U FAFAEIE 24 (1 AR 254, 3k S s F S 80RTH (8] CYP2D6
R A, JCHRME TR .

FHBN B EL IR IT

E IR COUBERR shAT b 550D VR TR ARG T T 29066 AR |
AR v S RE A A2 R YT o BT W AR AT

RUBEER 528 7 B 0 L e AN 45 B W9 it i 41058 -12(ABCS G-12) 1, X}
TR KT405 3, PR T %% P K34% 0 2 A (HR, 0.66;

P=.014) FIFETRE49% (HR, 0.51; P=.020) . %Rifi, 7£40% LLFEH
H, RALZERIDFSEOS M3 . 32448 AZUREREG T X1 (R0 4047 rr - 1o She i
RS 1R NI 26 2B S i L VE BUDFS . 32506 73U BIDOUBE IR £h 9697
R4 (AZURE. ABCSG-12. ZO-FAST. Z-FAST. EZO-FAST. NSABP-

B34, GAIN) HJHHEHEATZEA 0T, (ARG CRGER>50% . 42 )n sl gL
S, EARMEEOIRAS RN 0 3 e 26 o s e OO R 6 1) Y 2%
Riafo 208, ST I RS P EZL(EBTCG) X A REA LA B XUBE IR
ERIRITHEAT QTR T HEAT TR, IR T NMEIRKIESE, iR
WU EIRIT R AL G (AREES) AU B A M. 7 KA U R

5 B bR EEE

BT, BEEMEER K (RR=0.83, P=0.004) fIEH (RR=085, P
=.02) o XEINELEEREERT (RR=0.98, P=0.69) . fE4LHTHEE T,
HUBERR ST AT SR R B W . (B S5 B, ORI AT
BERIREER (3.4%E4.5%, RR=0.73, 99%CI10.53~1.00) ; FLAMEILT:
RINERTGFE L (7.1%E87.9%, RR=0.88, 99%CI0.69~1.11) . 327

M Pt EHENAIT LT, ABCSG-18iRIGHF 7T 1 Hu i BT rE 232 4 B
ADRTTMAZ 5 BF R IER, g5 R BRIl R B Hris /b (HR 0.5, P <0.0001),
XA B EL i S SR R WIHrdr, fedr 1B I EE4 R DFS
(KIS SR, 5 XUBERR L 2 247 FI Al Bhia T 7 i R OSRaE AN A, H
BV AT 59 BoR i B BT IOSFR 25 . ABCSG- 18RI IE/EHE/T HID-
CARE330iR 56 ) 45 J 7] gy My i S 30 14 Bh v 7 3 (HAiE 30

NCCNX {8 FIXUBEER £ F v BhiG 7 O 4ERE: 22 T EBTCGE A3,

LR HA W FEXHR A A i T s (HAREAS) 10t
i UL R VR T o
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HHBh A R E AL ST

{8 A Bh A B A T I A LR AT T AT R
NCCN5 R 41 H 1 B 4 B A 77 7 58 1) AR T I PR X 6 gk
17 7V, H AR 4 B AT 36 F AR ARYE ALNARZS X 204877 7
KL #E.

S IHALTT T R I CL AR AR (K A B AT T SR B EARAR R B A R
X7 RPN E I B HAb

WS IT I Sy “CEIR” A Al A BIALST 5 S H B
SN S5 A X 8T SR ST RO HIA IR o & SR R A
RAFEIRIT T ZHIT R FIEANGIT %4, TOCRS TR T
NERIR SRS QEAIN] )7 Sn i p e

BT 5

HETT RO IR R 2 L R AR (AC) Fr B
EMEVE; FBE®EAC, MEF ARG URkZH
i FEI A5 FABEREH2(TC) 0

PIIT LB ACAL T = SAZ IR P BT A7 167 053 bk 2 48 P42 L e 1k i
(I RE LS8 45 RS I P AL R T G e, Horp — T 45 R BoR
AR BT GEOS . fERIBE M, S R EE T LB AEERATE
FLBRIEE LM BT K

5 B bR EEE

ESmadHEmE Br R i EARE

— T BE ML 8 X [R5 A7 FF ST T 3T T HiR (2R E F TR
7 DL A I e vs. 22 2 L R B & B e G 7 TU R AZ ), B2 — IRk
B3 —Ik, MFHIAERS A S SR g RERMFMLIT T R 2 B E =
F AR B R B 2 AR A 7 R R R R R 26% (P =0.01) , FETIK
W PEK31% (P=.013) . 3%

ECOG E1199%F 70 & —TAPU 4Lk K, 49504 @B Z ACHT, BlJG
B BT 2 VU B8, A3 — IR — IR FEALREY;63.8 H I,
EMES Z P FE L, B — IS5 R3)E — RG24 M B, DFSELOSHY
LREGITFER . ERERFILES, BAKEERTHB3HEEE
¥3J7 DES(HR 5 1.27; 95%CI, 1.03-1.57; P =0.006)Ff1OS(HR, 1.32;

95%CI, ' 1.02-1.72; P=0.01), LLREE3E—X £ i FELEDFST7 ik T
FF3JE — R EEHR, 123; 95%CI, 1.00-1.52; P=0.02), {HEOSTT
HTCZE T o 375 T X e 45 F LK CALGBiR K 9741 I 45 R (iZ sz R W
AR HERACH SUR I B2 A 4 2577 RV AR G T S ACHF 5K
BERE3E LR 2577 22) SRR IR T B3RS %
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TE— 0K 10164 L 22 IIUEA LI 2otk B L ke, M TCH
ACHIT AT T EeE. SERfBETI 749N, SACHLEL, TCREEZE
SAKDFS (81%vs. 75%; HR, 0.74; 95%CI, 0.56-0.98; P =.033) i
0S (87%vs. 82%; HR, 0.69; 95%CI, 0.50-0.97; P=.032) .

HAth oy &

femh HAb T R0HG: AC; RREAIABEBEIZ(EC); CMF; ACHFH
Z VIR AR 4T % ACFP TR RE R 45 2575 %8 FEC/CEFFF 5
Z Pt SREUG RIS 2 FACIT BV A 25, LU Z Pifh3E.
B 25 RIS MBI IZ(TAC)

FERENLIRIS P AT T T AN IIRACTT &, 3R45 T SCMFLIT A TE B K
FEAFHIRIOS . 39340 2 22 bEUR sRA R e F) B I I oR B oR gRag . 332341

CMFILIT 5 AT BRI R 7R 7 CMEALSTIRIDFS A0S 3 o 47344 ]
FAC/CAFIIT IR R B, A Ax7f @ hy7 7 RIRE 2. *S7EEBCTCGLR
EAITHER T, SEIIET RECMFM L B & BN Z6TT 5 R 1
TEE R R B FEK12%(P = 0.006), FEFET- Rt —5 [FK11%(P = 0.02).
SRR TR C R, L G A W C A PR R I S IR A R TT Uy
%, PRE T EERIT 7%, SR, EBCTCG/ A% FEHER2 RPN 5
I SCMFIT 75 97 A IR FEAH BAR A IRl o iR, &

5 B bR EEE

BRSALTT P R AT B8 A PR T X HER2 P FUARE 6T« 22 T PR IR 56
TRl 25 R A B, LA SR 25 9 L 1 407 W] BE X HER2 FH % i e i
AR IMERERAR, B E 2 DRI SR G oy a1 i Bhia
I7 BT 3T e T AN ROA AR 7 %%

— T 56 76 Ik B2 435 P P L R Lotk A BB T 24N KT I ECAR )T S5 CMF
thy7. SORTREY, HELFMELEMOS L, BEFEECILIT 5CMFLYT
24, BT EFIEEC.

NSABP B-36 NI E P8 LU 1 64 B AR 5-Fa IR s e . 3R 22 LU 2 A3
B (FEC) 544 I AC, Y4553 45 25— A bk B2 435 BH 1 L i R
FIARBIVRTT o ARES (1) S8 A it B2 A e 388 I vE 7 FE 12 15 BE G DFS . 39!

BH AP RHEE LIRS 04 (<508 : 40%, BRERDIBRA: 68%,
BEMEME: 65%) o SVEEREIR, BEVISHEE, HEZFECILITH A
ZVERIDFSIF I iy, B FECH LM I 1 5 KIIEIER . ACHIFECAH
I8, GIERAEREENEZE RN Z3%NIBHEMAR BT AR S (3.55%
VS 8.45%)  KIEHPERIEIIE/DGE (3.70% VS 9.42%) HIL/INE ik
DAE (0.74% VS 4.41%) o 31 SEIFET-HFECIRITINBEVE T EL, ACIHST
A2 AT, 3!
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IR, IEXFNSABP(NRG)B-36H 2 PE A= 15 i S fe i Al H 48 Sh itk AT 1
W9, 322 FECIRIT I A6 I AE T i E i 2, 7 5 AR
—‘l%— R 352

FLTNSABP B-36i0 5 1145 5, NCCN+ 544 H Bif R FEC/CEF
FAC/CAF 7 ZAE N BIIRIT HIE#E

A W FFECAIT IR T ALNPH PSR 1 BEALATAE MRS . 75— T8
822 HTUR L 4 B M LB L B L4 32 2 BLCMIFYR T S5 8 H 7 R
FHERIFECHIT « 10FE TR R EAFH(52%vs. 45%; P =0.007)F
0S(62%vs. 58%; P =0.085)FFECH & % . B Whlisr w42
I RIZE 22 bk B 5 PR PR L B Lo e AR 2, TR 1 2RI B /KSR R LA (50
mg/m2 vs. 100 mg/m2)FECH3 4525775, 54-DFS (55%vs. 66%;P =

0.03) FOS (65%vs. 76%; P=.007) ¥ 100 mg/m? 240 G0 H .

3% o) — BUE ALN P PEFL R 2o e AT i BE AR5 L AL T 6/ A HFEC 53
ANEAYIFECH B3N A W 2 il 3% . 7854EDFS (78.4%vs.73.2%; FZIEP
=.012) F10S(90.7%vs. 86.7%; P =.017)3 5 /RFEC/F 5 £ Puih 3% S84 .
SRT, TE—DURRBEHIB T, TEM S Pt sm fa . BRIt TF
A R, HFECHE3E %A 25344 T 3 2 P i 363 A A 25344
FI A S hrAE BRI R (WIFECER L A F TICME) #H7 H, R
MEEE 0 IDFS % 5t o 359

5 B bR EEE

ESmadHEmE Br R i EARE

TE— T 24651 5 170 e 2otk S AOBE LA o b, FECFY B4 A A2 Ik
WA T8 FHFEC. S5FECAHEL, A —FhJ7 A0 5 A RS 411523 %
(HR,0.77;95%C1,0.62-0.95;P =0.022) , R FArEEV664 H i LU 24 I A
WA FNOSH 2 % 5+ o

IR PRI E 1199 LAV T 45 [H 44 i v A itk L 45 B A LI B o &, ELR
TANAMIAC (B3R 25 Pl (R3S ) B2 it
3JE LA T 2 Vi SRR & G DFSHIAR IR 5 0S . fE= MR b, A%
o AR I0FEE A RS R, SE3AS TECEMI, 8% T8
BEAZBE (I 104EDFS 2 N69%,  104E0SH NT5%. 357

— THAE ALNBE P 7L AR LL A TAC 5 FACHT (BRI LR 06 (1 Be 22 45 £ 1,

TACHETFAC. SSTACAA 5 DFSH75%, FACZH H68%
(HR,0.72;95%C1,0.59-0.88;P = .001) ;TACZH {I-E 475 N87%, FACHL N81%
(HR,0.70;95%C1,0.53-0.91;P = 0.008) . YEERPHPEFIERBH M MJE +1, DFS

R CRFTAC. 341BENINSABP B-30IRIEXT TAC, AT LK ACH 5 £ it
2% (ACFFHT) #47 Tk, T ArkEv 734 i, 5TACHHEL, ACHFHRTEE
DFS/7 i B A T EMHAMHR, 0.83; P=0.006), {HIEOSTTHITCEEMH(HR,
0.86; P=0.086). I, SATHILL, ACH RTHELE R EDFS(HR, 0.080;
P =.001)FOS(HR, 0.83; P=.034), MATHIHIEHAY FTAC, ¥
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JUI [ U AFF A PRAN 1 A7 3R 28 FERIRZS FOTB AR AR ELAE T o IX e 72
i 75 RSB A 70 i 677 IVERFAPERRRS BB ML, Ay xtEs
SN 3 UAIE T I ER PR R 8 LR SRR KU IRIFEM » IX ey B R
W1, EERFITESR B b, AT IR W2 B K. i3l Berry% A4S
REW], WRIEZAST, ERBAVEMVRE B 1 SH IO E AR I 1122.8%,
ER AR 858 58 o0 AL A7 RN 7% 2!

X708 (2t L X AR B 298 I EE SR AR AT i

FUEFTE =65 [ WIFLIE £ P # RO . ACSRCME LU D1
TR, SOETOHEHRA . W, ERSI, ACCMFTE
BEAE FAERTIGTT . & AR I AL A AL IATT | IR LA £
HEH FELE DY

HER23E A BIIGYY
5N BHER2FH P MR (5 4% 2 HER2AE 7R YT (JUNCCNH?
FLARE T R P HER2AS I SR D o il 2Bk B hi s — Bl IR b 5
Pk, XTHER2OMAMR ARG R . O JLIIBEHL A it
ZER BRI BYIA YT 145 Rk, 302370

NSABP B-3 il HER2PAYE . kIS5 BAPEFL s B AL 4, 45524
FIAIAC (R3S 2 —00 J7 AN ISR (B3RS 4 — 00
B IR 1 75 RAETFUR AR IR 7 I 1 F i Z B b 352 . ENCCTG
NOS3 LIRS, WA PHPE BRI A R>1 em (i

5 B bR EEE

ESmadHEmE Br R i EARE

RERAIPRIAM) 50) 2 cm (AREREKPREA M) [KIHER2BH M 7L Af e B 2 7]
FERZZBENL 0, (HEREE DR R — IR T RG4S, FE128, H=
YHAEIR Hh 22 PR BT4A 25 H 2 B REA 25 52 o

B-31FINCCTG N983 LM 4T T & FFo0 8, P TaEe & ) B2 3L R 4y
B, IS5 48 F 2 R A R N R A6 SAZ REVR T 10 G IR AT LR . #E3.94F
H LR T I EAT B 3R MR AN T 404501 5535 . R RS F4+{K48% (HR,
0.52; 95%CI, 0.45-0.60; P <0.001) , FET-RF%K39% (HR, 0.61;
95%CI, 0.50-0.75; XIELFKP =.001) . 347370 HTNSABP B-31 FINCCTG
NO83 L0 L5 RES, ML X DFS AL R 5m . 75 M Z 2k B puidiBhin
SrEee, BZ i Rk PUR T M ORI . TEREZ A M 2 Bk b
BIT T R T, 52TV 78 iV O 7] % v (CHE ) B0 IEAH G AE T 1) K
AEEAF0% (FinHeri{3) %4.1% (NSABP B-31{{35) . 362364366368,371,372

O I REAN A AT 08 RS 26 10 O =5 3 L B AR S . R FINO83 11
BRI AT R, FEAER M2kt T A 2 B s 2 2k
AN A AL ARG A, CHFSCORTESET 134F REUR AR 518
0.3%,2.8%A13.3%. 37 7 2 BR B A Bl v OUL 2 21  2 2 OO E RS 1 Y
PR RAE—E R LR T RO I REA A A il o eAh, T Hop—
LRI N AR 1RO E Th R BE U PPN 45 5 %o i1 22 Bk B PIR YT A R K 0
JIE ARG A T 4R 373374
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2 = IR (HERA)(N = 5081)7E/MY8 =1 em. Ik EL45 BH 14 Btk B2 25
PR, BB T FE A JR SR I7 A SR v 7 EATT 5 4
i ZER P VEBRE S LIRIT I E S . SMERALRE T 1AER, 5%
Z M ZEREPUGIT R AL, M 2Bk BB TT B R B R R
[ [ 1%46%(HR, 0.54; 95%CI, 0.43-0.67; P <0.0001), OSTZ S5,
ORI . 2R R, SWEHAMIL, 1FiZesRpabun
JTH5O0SHAAH K LT HHR = 0.66; 95%CI, 0.47-0.91; P
=.0115) . B fE, SRVFRENL I 2 A7 2 i S X
B MR B PUIRTT . PALRE VTR, R T R RIRTT AT R,
ARG IBIAE R . R ERPTIR YT 4H(78.6%) ) EEL & I DFSHREL R
FE T MEEH(72.2; HR, 0.76; 95%CI, 0.66-0.87; P <0.0001). 7
A BE VT8I, W TR AS R 2 M Z BR B P LR 2 S 1AL
U, VEER R ERPUH B TT R 2 H AT IARHETRTT -

BCIRG 0068 70443222 B HER2 FH 14« bk E2L 455 FH 4 1l vy JRUIS: bk E2 225 B 14 L AR
RN A, BZACKT TR 2 MhaE; AC/T T 2 P3R4 i 2Bk
BPURIT 1R BRI 2 PO A il 2 BRERHTIR T 14E . S V65N H Ja,
S5z MIFAGTT 77 RAB AR 52 i % 2R BT (AC-T) 5 HE 2 AR AR L, #5252
AC 51 22 VG Ath B2 1% & -2 Bk B PL(AC-TH) Y] R & DFSJHR 40.64 (P
<.00D) . 5&RE/Z 3%/ Z ek B hu(TCH)4 B2 50 R4 85 T
., DFSHIHRANO0.75 (P=0.04) . RMEERNHAE ih ZERF P14 2 [AIDFS
HRAAEG AR 2R . SXRAMEL, & M ZERapiitm s a1
WA TOSHEH (AC-THSAC-THIHR = 0.63; P=0.001; TCHS5AC-THHR
=0.77; P=.04)o TCHAM DM EEBMK (9.4%KE% 5AC-THA
(18.6%; P<0.0001)FHEL, 72025 M7 AN T BE>10%. AC-THIJCHF &
A A T TCH(2%vs. 0.4%; P <0.001). 28I R HAE 0 ARIS 31T 1)
MR, TCHRIZALFLIYE B K E 2 (144 vILAMIE, B KERRIH P
TOANEMARIFECHLTT, B3N HI 2 Phfihs. 124), {HS5AC-THAHEL, TCHH)

5 B bR EEE

ONEFHAFD (4 vs. 21). 3S(EFinHeri30H, 101044 Lo 45 6 28 /7 5134 A B
FIFECLIT o Ok L 25 BHME B L 25 B H =2 cm PREAME RS (n=232)
BRI 4, ANAE K AR BB 2 PH At F8 VA TT WA 2 52 B2 52 il 22 R B
PUAITORM . HAIBEVI3AE, A M ZEREEGTE 2R XS PSS (HR, 0.42;
95%CI, 0.21-0.83; P=0.01) . OSSR EZER (HR,0.41;95%CL0.16-
1.08;P =0.07) BUIIA H-2Z Bk B0 5 WLEE B0 IF B3 1 B3 0 o 392 FES AR VT
P2 CRIMBIFER S AT G th 22k BP0 IR, @iDFSHHR (HR,
0.65; 95%CI; 0.38-1.12; P=0.12) FIOS (HR, 0.55; 95%CI, 0.27-1.11;

P=.094) &34, 3

FT A 22 Bk A BT A5 B T IR 5645 (B R DFS H IR A I PR B S 40
NSABP B3 1AINCCTG N983 114 PL X HERARIG & T aw,  7Em A
K. HER2PHVEFL MR B A, (G i 22k i n] B35 5 0S. ik, &
e A RE RS 177 RN Rl S BR RPN A B T R BRI NTE RS
M2 2k BT 3R 28 SERIRAS T . 300367 fEFNCLCC-PACS-04iR 56+, 528
BIHER2 FHPE o IR EL & B PR 2L e Lo 1 SB B e BE AL I, B2 it Bk i
7 BT LRI A R SR R BT = 2 PR ERIE T . TORA it 2Bk
BHUOR MR G 11 535 FIDFSELOS 3R 25 . IXLbsE LW, (b7 th 22k
BB B 2R 294N G [R] S A A0 57 F0 il 2 Bk BT ) 5 A . NCCNHE F 4
L1224 7 B0 Bh 22 2R B U/ E AR IR TT o FREER )4 12N H AN RETR
FEARCT , RS 120 H AR #sb e SR S1290 H il
ZERBHURIT [FIFEA R, 27

X /IS B AL IR £ 2 1 [l 43 B BH - 7ET1a-bNOFLARSE ', HER2iE 3R
IEHEIN T 15%-30% 5 A XU o 3793820 B JXU G 2 I 25 v 76 R/INAEALLFTHER 2
ISP R oA 5% 1) 4 XIS o

MS-44

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

BOR M —IAZE . 2 ORI R 0 7 LA 2Bk T B Al AT 0 <3

cmfYHER2BHME . WhEREE B PE R B MRk . BTl s e 2 il 2 2k
RIS R LA S, SRIT 1208, BJG 5E 4R (0 i Sk S e 2
TBIT . 3 50%M N EFZ MR <1.0 cm, 9% EH MIRETE2-3 cm 2 [,

WAL UONDFS. 20134F 52 R B AL I aE = EAMMAIRERY], &
1A NBERI3HEDFSH N98.7%(95%CI, 97.6-99.8; P < .0001).

FERHPNAIT T, SHWITERE — M PTHER2Z5 W) AH L, B ZBR L PR &4
F 5 JE R 22 Bk BT IR 45 8 2% 2R BT A X BT HER 2 FHL T 2 25 2035 1 pCR

% R 216,217,219

SRT, TERRBDIAYT o, ALTTORER 45 5K BeiE 5 il 2 Bk s by s 24 4
b, XEHIHER2JATT AR % B DFS. Mol vi 4.5% 5, Bzl
TER LA ZGIRT (1 B F DFSH N86%;  [F] 432 3% 1 2 Bk BB I A hr ) 5
JEVRIT I A FH DFS# 988%;  He52 Ml Z Bk B fiJg B2 hih & SR VR T I &
HDFSHN87%. 3%

NCCN - FHER2 # e 35807677 HI X

BT IR T, 5 OB E M2 BT S AT A W HER2FATE . i
B> 1 emBE RIS . NCONT S 4 2 B 2 BR U4y 1

5 B bR EEE

ESmadHEmE Br R i EARE

HER2PH T 7k B85 B R K/ 0.6-1.0 em: CBIT1b) f4ctk, DLAR
R GE RS <2 mm BN IR (PN Imi). X —HEFERIKIE A, — L7
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W EE REETT (LB ARBCSECAHUT) » FH4aHia)y, Bl
EFRYT, WEBFARIKN . BIRTEIN AN RMERFF I ER, (HIE
40 IS, JREBIE ST B Won R IE TT AR AE R (46.4%vs. 26.4%:;
HR 0.66, 95%CI0.49-0.88). Alis it 5 AR AR, #—Wi -
P TURTHEVERT 78, Y B N2 S RIT A B AN Hak, LHHE
I I RENLA AT . 252 TR H = IV (T%vs. 17%) WHES:
#4(29%vs. 45%) I K ARG, V2 B8 DR IGLHE B #F£(33%vs. 20%).
FEVHRIGMELE S Hreh,  AJRER IR IT H 3R 15 KOS IR 7 I FR 8 B4 HRFH
PESBR B (HR 0.63; 95%CI 0.44-0.89; P =0.008); HER2BHVEZR H#&
(HR 0.64; 95%CI10.45-0.91; P=.01); F#/NT55%FHR 0.57; 95%CI
0.38-0.86; P=.007; AOZPEHHZEH (HR 0.47; 95%CI0.23-
0.98; P =10.04)., 4

R MVAREN T EBEHUIR R P3RS 5 2 18, X SRt (AR TV 4
P B R YT R AR AR 2, RIS PR e fhfer . B DA B A SRR
Sz BT RN RIBOTIRTT, AHRXAEX WG4 SR YT A U I E
FRIRE R L. EXRPImIRTEE Y, SdEE S 5k,
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R REUIVH/E KR &S 8T 4R

FU R 2R BV I ) 42 B a7 AT SERAE A7 T 3R m AR i B (QOL), {H
AREEE. Kk, Eigstbs/ IR, Bk, SEMEBLN, RN
PERT N 06T 0 T A R IR YT o 40 NCONFI M2 RGETR AN T
LR R e 72 R IR T R R

HRMRIER TR, WSWi &R sV s S H 1T 0 =
SRR IEMEHR IMHERIR, F XA BB WA (A MEE BN EE)
Bz

FEBHIET
FHR I SO AR AR FFEMQOL T [, DL B AR S S
(SRE), & X NTEXE WEVEE I 68 B A8 R ) v 45 e ik
YT BFAR

WMRAFAE B HF . FUAEFH=3 DN, NCONERHAHEW, KRibyTrek
WA IAIRIT A, B RS BB PSR R | WPOR R h Bl v BT
(128) BHTIRIT . EFHRZIRIT T, B N2 TR I R A . W
IR Eh S M v AT 5 A LR AR R FE(OND) R UG AR 5% o 4 27 AT (i B
WRUANE BRI 7 18] (0 27 R ONT I LA XA R . DRIk, e
KV S U IR 6 B T SRR 9T BT EAT U 1 5 R T 2 R A
WARERE, SEEGTEIRTT R T R A S R ECE B SRR . KR
ONJR) A JXURS: PR 38 B4 45 3107 BIOBE 3 Jor 8 3 A 10 s A 2 e 2F o g

5 B bR EEE

ESmadHEmE Br R i EARE

AN o 461

G 2

oK 1 BEATL 16 4 K et SR XUBR IR E6 ] T B e R MR i . BEALI R
6 K 0475 £ 5% [ T SR B R A BFOK R R 1 2 I [ A P B BT g
MR b FISUBEIR £ . FERERIE B, XUBEIR EhVG YT AT LA/ SRE . BRI
HIT LB AT ARG E R K

FEFERE LI P A3 HYOUBE R 2 — Pt BB T i . B 5 RS2 XU IR
9T R R IEE R XTOS IR o

HAERY], MWOR B AR BERR £ W] S UG T (R iliadr . AT
EVNRTT) BREE, B2 T5 EN3-4F B 12)H — K

= IR FENLIRES LU T R R R RF4 S 45 2 — IR SRR 12 A 4R 2] — IR 4T0472X
96 FRHE Bor, IS R otk R, WORBERREE 1284 24— Ik 554
U — AR, AT AL, SREKAZFAMLL, fEZOOMIRLGH, 4704z 52wk
RIERR T4 R — R 3 B B R N0.22 (95%CT, 0.14%0.29) , H52m
RMR 12 8 — R IR -3 A B8 R0 R N0.26 (95%CI, 0.15~0.37) . TF
CALGB 706041856, 47148 4HISRER A N29.5%, 12f4H N28.6%.
OPTIMIZE-2iR 56, 47248 HHISRER A FN22%, 12J84H523.2%. 472
NCCN& ZH @ W m IR AT 12—k,
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A FH OB PR 6 87 [ i b 7e A A 442 XD, A H 7 E451200~1500 mg, 44
ZD3 400~800 IU. 7£3& FE HEFE A8 ] A 25 9 ME K IR 290 mgi ik 52/
o} SR IR 4 mg kRS 15 min.  BIRIRTFFCHRF SR Kk 244 H . 481,
A PRI 22 R R, YT PRSI (8] o BRI A AU 75
FERFIREE 2 R0 W I LS UL, A SRS DhRERRAIC, M s 2. H AT nilm
PRAR TS 45 SR SR SUBE IR #h 2R 25K FH 22 2248 . B I XUBEIR 5616 77 1] 1)
A REPRALEE 2R AE, (H MARTENG ARIRIE TR .

Wy E T

T DU IR R 10 T W FL B B A% oM BB 3 P B FE 2 2 U AR 28R
JT o AR TR T — OB vl BT 5 R IR A B LI B O 25 SR . 4753
WA BRI B thFe 4k A DA . IR0 ZH 38 252120 mg MUl ALY T
TS, R IR, BRE S R, 6 R AR B 524 mg R A
MR BERRBFASE 1K, IF B s TR EIXTLAIE SRR F B S
I, HMCRBERAEL, Huvh P E XSRER 7] & 2 1E1818% (HR,
0.82; 95%CI, 0.71-0.95; P IEFHAME <0.001; P=0.01, Rzt , Hik
J G 4ESREMII R ZEIR (AL, 0.77; 95%CI, 0.66-0.89; P=0.001) .
R B 55 FE A IR BROS K 25 57 o 475 i R K458 3-6 ] (A i 5 B 4 4 2453k
RIS

IVHIE R R HEFHBEMEHR 1. HER2 BT IR 1 258 16)7

STV U R MR (R4 AE AV HRBAYE . HER2BA P4 8 LA K G P9 f

5 B bR EEE

ESmadHEmE Br R i EARE

QUL o B I A IRIT SR AT I A R 2
g

LAPA 73 W8 Bt RV BV 7 25 R e 1EE PN 0 i3t Fe () e PR AR IO ATV
F/ R R LI O Ve TR AR 32— R 70 IR T

V2 B 20 i AN 2 20 JE HR PR LIRS 2 PR AR 5000 E FR I e B4 Y P 2l i o
Rade UL, XF LA BRI VR T A SN A FUR R 2 M R, iR
e DB IR (RARIRZE) » NAEZID I R IR 45 S AA T 1 N 703k
69T FESECH B N 03B T I BIATT JE 120> H Pt e 1) S8 B Fere 1k
PRI — £ N 0BT T 3t G IR BB AT AR R RN IR, AN
RIS W ESEY) 7= =D N w0 /S e Vg ei0h &8 b 11 NO/AL 1 v
R BEAEIR TR A2 A F R .

VP2 HRFAPE B H MR RANLLZ AT 21 . NCONL KA BUEAHR AR
I (0 2 1k N B2 3 4 (K O SR/ VIR, SRR DL S 4R 28 Ja oA R 7 AT
97 NCONL A CAMiR 7R+ 205 8 e SRy AT A 70 i
IRTT .
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HRH. HER2 B2 BB B % —2676)7

75 A A7) 5 CDK 4/64Mi I A 2. FE4AA I A 22 /i ok

L RS2 O IRREE FHLHRHBE S A S 90 L 06e, 77 & AL B 67 (AD)
5 CDK 4/630055) CURAAPEHR] I {70 s va R BE FH 25 T-AL

M2, W MGEEPFS.,

E— TRITYIRIE 7 A WA PU A 5ok e AT T W 7e, AR REAE RS2 1T i

HIPRIRTT HRAPE . HER2BAT . A4 )5 B ANEEH (1 =6606), 5
Sk B2 AR B, WRAATE R 5 ok it PRIRCS FH 245 ) B PFS . (24.81 Hvs. 14.5
NH: KK EE[HR]0.58, 95%CI10.46-0.72) FIZE M AR (ORR; 42%vs.
35%)o 4TONRAE P 55 Sk H TR FH I U 5 1 FR 3R ANAZRAS R S5 80 B4 rh i
AR GE(66.5%vs. 1.4%) 4B/ AE (24.8%vs. 0%) 7AIML(5.4%vs.
1.8%)FI19E = (1.8%vs. 0.5%). *7°

FEXTHRBAYE . HER2[Y 1 & ME/IV I LR 45 28 )5 1 B3 (n = 668)
FOTTOAA T, 300 %o i R 1 B0 5 S T PR Oy — 2RV T EAT T 9
AL BE26.40 F, S RSRAIEAE L, BRE PR + Sk dhmeya Ty H
ZRIPFSILE (25.3 vs. 16,015 @ EESET HR 50.56, 95%CI
0.45-0.70) , ORRILFE (43%vs. 29%) o 477 3 oA AN R FHEEBE S
09T L AR A R R D E (62% K 1.2% ) 4 A gk 2
(21.3%t00.9%) « HIhaeR & (10.2%H2.4%) o 47

5 B bR EEE

ESmadHEmE Br R i EARE

HTHIMONARCH IR 36 %5 B DI PG R AL CR il s By 38 dlime ) 5 AL 24575
SR THR AT . HER2BA M 7L Lok S8 1 — 2R 97 1ET T AL
SALRMAZAEEL, B UL R) S ARSI IT 506 T PFS CRALE 73 5l Kb
F 514710 H; HRO0.54, 95%CI10.41-0.72) . BEAIRITHIIORRE T AL
DIRITHH(59%vs. 44%). 52 RIFIZHARLE, B DUPG R ZH e W3 g sk A I
ARFMOFEEE (9.5%51.2%) PR REE (21.1%51.2%) .
AN (8%150.6%) A= (2%50%) . 478

KZH W FECDK 4/64011 5755 AU AL F ZAFE AL 5 Lo AL — /)

B U EINHI LB LR Lotk SR, EITHIMONALEESA-7iR %
d1, 672 HRPHTE. HER2FHTE . W S s (1 4 25 A s Rl 2 28 ) 2 ik
BB WBENL AN, H 23 18 G R B 22 R R R S A it M 3 B A ATER
MBS S5 —2iRyT . BCEER P RNAIT G, WERBIPFSHE (HAIPFS,
244 Fvs 1343 HR 0.55, 95%CI0.4-0.69) . 47

FE3.SHERF, R IE 19 76 R AT 235 0S(70%vs. 46%; HR 0.71, 95%CI 0.54-
0.95) “SOPZH Ak I 10% 1 B8 R B3 N4 R F 40046 o Mok 48 i
JE (61%54%) FEARMRIRAE (14%51%) o 47

T FREdE, NCONE FKAH O ALK& CDK 4/630H1575/E JIHR BH 1 |
HER2 [ 5 % M/ TV 3 LR A 48 248 I Lok 5 5 R0 A O SR 64 /4 o ) 4 22
BT etk B E I — &R (12%) .
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AR BEERZGIEYT AR E RS — PO R SR (ERFE U, eI Akt
NEAMPRES —R (5 H250 mg) 5 7ERE 5 19 BE LRSS 3 Ik S & 7
AN E—2IGI7H, RIHELE R BEEORR 1 5 iy S i [R5 3%
(36.0%vs. 35.5%; B, 1.02; 95%CI, 0.56-1.87) . SR HLHimMeAH L,
W52 2] G 4 =] A 1) 22 300 R ) 1) 5ste - O ) R AR o Aor 428 3 R ) 1) 2344
H, FASEMEN13.1H: HR, 0.63; 95%CI, 0.39-1.00; P=.0496) . A
WFFCIBAE T e i B 775500 mg, 2R —k, 3R, ARG 4EFREA &
500 mg, fEH—IK. WER|RLEF BEALH A OSK TR AT fmegl (5414
Hvs. 4841 A HR, 0.70; P=.041) . 483

— DAE R o MEHR PH 1 7L 26 22 J5 21 T J i) SR S T BE AT LRI 7 LU T
FAEF]FES00 mgBR2H — IR 243K, 7 BUH4E R HES00 mg 5 5 4E 7 250
mgfE H —k. #4ER B 500 mg/7 ZHIPFSHAL(HR, 0.80; 95%CI, 0.68-
0.94; P=0.006), 5B KA 4L =) BRI AIE N, ZRARFRERS 3G N, &
LRI, 5250 mgiEAHEL, 500 mgHE AP AIOSIEK (4.1 H)
FET R PEAR(19%) . ALOSH) 71 26.40 H 12234 H(HR, 0.81; 95%CI,
0.69-0.96; P =0.02), 5

Ty — TUR A A AE A T BT o e — 2R YR 9T N 2 WD TE e A VEER BH 1 LI
ABE RIS (FALCON)ZS R B, WA BEV25.0 H, w4ERIRE (B
# &, 500 mg) FEPFST7IHIAR T-FIAR M (16.6 vs. 13.81 1, ik g uk
BETZ HR 0.797, 95%CI0.637-0.999) . *6 pZHIQOLLE JAHML, F 4k =] BE

5 B bR EEE

R 1S e A B s LA BSOS 3 Sl A R R (17 %vs. 10%) AT FS (1T %vs.
10%). 436

SEYE ) RE + CDK 4/6403157):  ENHREMONALEESA-3, BEA: R4%%
ik P9 A6 T BBE AR VR TT IS st JEE Y THR FH P LR 38 (n = 726),

S5 dE I BEERZRIT AR LG, B PR A R F B TT RERGEPFS (214

H vs. 13 H: HR 0.59, 95%CI0.48-0.73) o “87REAE: 2252 Al A4 52 4 70 Wb
BITHEF IPFSIR A — 8. 7E/EL0 i, WEROSEE L. 87142
A AE, BRI R 0SS N57.8% (95% B F X E[CI], 52.0%63.2) ,
IR N45.9% (95%CI, 36.9%54.5) . 488

Z WAL 2 0] CELRE TR AE =) 35 R AT 75 1) B3 35 PR R & 25/ — 2k

JTHIRE ST BIHE, BIRPFSEA S AR E MNGE . FET Monaleesa-3 1501
ZEOUR IR T IHET 4 R, NCONH 40 O 3 4t =1 & CDK 4/6411 il
FUVENHRFAPE . HER2 B8k M/TV 7L e IR 26 28 i 2 1 RO S ) B/
H I aT PR BB I —ZRIR T IERE (120

AEFHE + AR S ARSEAL: B RA S py e 50 245 5 BT A ot 1A + S ] A O AT 7T
e TR A SIS PR OSHRBAYE . R LR A 2 S it
I—2B77 .

FE— T FE(FACT)H, S8 =) B IC G Rl e AN T B 24 B s g (2
HEERHATHR, 0.99; 95% CI, 0.81-1.20; P = .91).48 7€ 5 TR LG
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(SOoFEA)H, TEXT IR B 1A ATSR A PR 24 1) i A L B 8 3 R i 98 77 4
A L 24 B T TS o e B P SEAH I S AR . 401 8% ) R e —
AVWENARENIGTY, s Bt A 27,9 H, 82% ) Ja) Bl e 31/ 4% 1k i
R H B — FRAVE A BhIGTT, W AVRITRTAI919.34 H . B R4
A A e e A 4 BN S E B IO P SE IR AT B BB AL
PFS7rAIN4.8 1 H 44 AF340H o RUWEEFIORR, i AR IK i 2 AN
OSHIZE T o

767G 5 R B E ZL(SWOG) FIS02263R 56 H, BT 1S b PR BB & 4 =] BE I PFS
(HR, 0.80; 95%CI, 0.68-0.94; 7}JZX#(#kP =0.007) AOS (HR, 0.81;
95%CI, 0.65-1.00; 73/ZP=0.049) Ffk. “TEARKMW LM, S5
IRIT AL, BEAE RS A B E 2R A B T I B B AR T IOS IR
R CFRALEY 55224 Avs. 40340 H: KL, 0.73; 95%CI, 0.58-

0.92) . 42

RIS A AR SR R A TS R B SO e B3 TR 1 A N R
HAF . SWOG S02261855 H BEAE TG N 73 h & e CHT IV IR RSP0
(1) E ) 2 FFACTIRE: . FACTIRIGIAN T 3 2 F LML arf4a s
S5 B AN L RS I oM NBE . SOFEARIG AN ZHFRA5-ME PN 43 WA T 24
R GBS 07 B B S Bt i) o @B — P M AR IESE
SWOG S02261 5 45 5

BT FiRBIE, NCONE FKHAMNAEAE T BE VAL G B —2&6
7 (125 .

5 B bR EEE

ESmadHEmE Br R i EARE

A LTIIRLGI T EREITLA, AL AL R R P
B —2its7 Ty i,

IR K AL AT BTG PEREHLIRSRIE S, FTH ADR AR . 3t o5 R dise
HITA L FIIISERM. FEAS22 JRIE AR, ALBRZGIATT IOSH R R T 358 35,
RUEZESEARK . 41501 — I L BB 85 35 5 i P S A s 2 F e P LR,
R PE— 2k Y S WATRT (FIBE LIRS S, PHALZ B (FIPFSEROS ) 2 3

%Ec 499

NCCNXf—2E78/7 HI#E X : X FHR MM HER2 BT 1R K AE TV 7 R 2625
JF L EEZ, NCCN 135 B 7 K59 i B 11014 5l (CDK ) 4/6 71
HIFIE S 77 B BT FNAL ;- T A BEI B B A5 CDK 4/6 IEI7:
WA FFIR G TE S R FEAL . NCCN 24 8 B 77 Z CA I FF 55 TR AL (B 7S it
TeHIE) ;S IRSETT B AN (I PGFER ) I FF 1B 352 1 7
H (I EHFF LIRS o W FLEEFILE, —26 7 700577 (475 94
W VIR FI_L R ZG2E J5 L R I 5 27697 B AR 5 FE M I3 25 52 1 ok
FHAWSERM) .

HRPHM: . HER2 P MEFLNRSE — 28 K G 806 T B ik 7 &=
ERAEE BRI TR
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YA + CDK 4/670%17: 1 FILTRF(PALOMA-3) 7, 5 7]
HEZGIGIT I, YA + CDK 4/6 7 0] ¢ #PFS,  [AUER Y 7 #E-S
CDK 4/6 Pl 7V 57677 7 76 HIAL + — 26167 B & A R 1 & 2

(138) . S NCCN &5 4751, 7877 MR T-BE 17 A 4275 7-CDK 4/6 7/
Vgt

AR IS (PALOMA-3) LA BEAE N 43 WA T Je s it Fé I HRPH % . HER2H
PR 4628 BT s 48 28 5 B AL I R ot 5, R G ) R g 4 =) B R
RZ SR 4Ea B th . B2 aT o F 4 S M B 02 XKEmmiaIT. ke
HITIITRAIPFS 9.5 H T 4E =] #E44.6H (HR 0.46, P<
000001) o SOSWRAT PG A G 248 7 LRI 3/4 AN W T4 = TR T A Ao 400 e ik
DRE (65%H1EE) -

FENDHIREMONARCH 2, 4552 N 73 A6 T S TB] 52 093 12 Fee 1) S8 e B AL
o3 C 22 S 4 R BEIDE B BN A B IS VR 2H . S5 152 a4 R B R 2GR T A
e, 2B IRIT B EPFSINE (16.4vs9.3/NH; HR 0.55, 95%CI 0.45-
0.68) o FEAZIILPERIAI AL =BG YT (1) PJORRE (55 (48%vs. 21%). ™
WAk, SHYE R B ZETT AL, B TER] + SR BEG YT AT EOS H L
(4671 H 537340 H;s HRO0.757 5 95%CI 0.606-0.945), 3

R LR EdE, R iR T I R T, FYE R S CDK
4/63 157 AT B E TP ATPEFS, NCCN 54 O 4k = #EBEACDK 4/6
O E VHRFEM: . HER2 B & R /T 7L s B 4 28 5 Lo 1 A P 55
VIR ANEI 20T 12838 % . & XALIEH, W AECDK4/630 i 57
RIT AR R AR e, A A PR IR SCRE 55— Fh B CDK4/6 M 571 1)
HRIENT—LRIGIT

5 B bR EEE

A L1097 1E B BB ZF 8T I i I B, I Al i
B 2767 B D L A i ] A R 305507 — IR HT BT 75 G 200 H1 i
HYZL R B L EE T BT 5 g Y m] B SV TE R4 P, A AT
FHEEORR 77 [B]-5 K HS i e[ 8¢ (36.0%vs. 35.5%; HEAEH, 1.02;
95%CI, 0.56-1.87; P=0.947) (4 H#n=289, [N =93) . i
AR EL, 0 %% 38 G 4 ) A 30 R B[R] e oo ) e 1 b o S ok FR it
(82923440 H, BTARHIEEA13.140 Hs HR, 0.63; 95%CI, 0.39-1.00; P
=.0496) o AWFFAEHEE500 mg il &E, "2 —k, 3k, AR5
500 mghF H— K. MEERNH4E R AP ALOSK TR AR g (5411 H
vs. 484N H: HR, 0.70; P=.041) . 4

—IULE 757 B AL BN A TT I e ke ) e B AL I A 4 s 2ot AT IR
Y =) FELLIE S0 i G R N 14.3%,  F15120.8% 1) ik B fa e &
oA o FEBRAT 42 3R B4R 05 B A BRI 5067 5t s 4t Fg FRTHR BH
P R S L M 408 22 5 L PR B TR A 78 SR 3H 5 U4 w) B () I PR 3R 2 2R
24 (32.2%vs. 31.5%; P =0.853) . SOTEZHIFH, F4EFHELLS00 mgfhi
T B2, BEJGES 14K, $28 KA T250 mehE, RIGHREH k.

Y] B Walpelisib:  — RGPS 7, B8 W SHHR BH 14 2L AR 48 01F 5K
WEHE IR LR -4,5- SR 3- (AL W o (PIK3CA) REHIEEH (1 =572), AT
A B B R R R s P i 2 L ALVR T« BB NALPIK3CAR A (n = 341)
BAFERPIK3CAAETEAZ BN, BEANBAF BEAL 422 52 F 4 = A sk R LI 3 - S iy
(PBK)#ill Flalpelisib, B 4L R BN B0 . Sm4ErI R Zitatt, 8%
alpelisiby J7 [ PIK3CA [ HZPFSH il . fEHAfE120~ H, alpelisib
HPFSN11.0MH (95%EAFIXIH[CI], 7.5%814.5) , 52k, #5%2
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SRR B ZIRIT NS TN A (95%CLL 3.7%87.4)  GHJEESET HIHR,

0.65; 95%CI, 0.50%20.85; P<.001) ; 7EJCPIK3CAZAZEMRKIBAGIH,

HRN0.85 (95%CI, 0.58%1.25) . fEREAR ABEHF, alpelisib I 4E 7 HE S
TAE I BERRZGIRIT IR, R R A3 AR K F Ay w FE - (36.6%
50.7%) + BE (9.9%503%) MIEE GH)  (6.7%503%) ; Kiki4
RIS 5. 510

IR R I 77207677 HR BT PESE NG L VEXS 1 27 20 76 77 I L AE i T
I 27 T8 TT HEBL T — T L2 I A 5 75 7% 25 HE 2 FImTOR) 5 54 -F
T EE T -

— ISE LI FE VPG T Ath 528 25 B2 VR 9T 5 fth 25 25 5 mTOR H i)
A 5 R R T BEAE 52 0d 55 A A B 77U VR T 7 (FTHR BA 1 HER2PH 4%
P L Lo B T8 SR REVT 13N H R, BIRRIT TR,
by B SR B2 IR PR 3R 25 942.1%(95%CT,  29.1-55.9), B E 2 F ik 4k v
F IR R SR 25 61.1%(95%CL, 46.9-74.1). SAhBEEI5 a7 MEL,
Y 5] 5 A B SR G RTINS AR B AL g R (e . P L
IR 7 s B E 25 B 25 845 H (95%CT, 3.7-8.7), R4S w A 52525 A8.5
A HO95%CI, 6.01-13.9), 511

PEARIE, —DERGAE ARSI A /-G YT ORE . HREHVEFL e 4 22
Ja bk B R EEAT ARG, R 32 1 B AL 73 e 22 5K P4 = mTOR A1
WY S E A AT T, THZEPFSECA %2R (HR,

5 B bR EEE

0.89: 95%CI, 0.75-1.05; XJH#P =0.18).

AL 45 R 5EBOLERO-2AEE 145 RANE (anFAriR) o IX 9 i it AT LI i
FEI12S5E B B R R A, (H AT RE S B IR B REAE N IR T 1IFE
JE 0] A o

— TR 75 (BOLERO-2) W43 32 I 344 588 57 T AV BRI 1) 7736 7 39 1m] i o 20
R FRTHR S P 6 JEA 2L e 466 28 i M B L 2 TG 22 44K 7 9 3H £ mTORFI ] 771 4k 4%
SEAVEST Ho SURALI8A VT fE i A IR A G R B, ARYES R IR PG 3%
WAMHFAIPFS REEF.OHED L2 BFIIMK PSR HA B K, 255018

11.04 A f14.140 H(HR, 0.38; 95%CI, 0.31-0.48; P <0.0001). 324K 4kw

AVAIT I B E R AR RFE (A S SRR B, .
e it 2 A UBEAE » 513148 N AR I I 2 4 23 R i e MR A 2K
P IRN, HE2 B RAESER] 77 VBT B A s IR e AN RS A2 22 AH
L, EERBEIRITHITEL . 2 TBOLERO- 2K LS, NCON% 5

H DN R ZE =) Ik T8 3R AN AF & BOLERO-2 N bk 1 2o 1 Y — N ide

o S S5 B A RIS AR ZE S R AR NIE TN . NCCNE KA IL

fath, WA B KR 7 Ria T WAt ke, v R EdE SCREINA
RYEBLR) 1) N —LRIGTT -
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L

T LTIV F 2 (AR 253607 AL T 4. =FbAl
COTAS M, HeHIERICTTEA) =207 s AT
SIS G A AL — LRI AT RETGE LT, ALRZG 07 7]
BERIT B ZGIHIF I BB T R FALI 7 FTREM 5516
HALE R AL 75K RZ WA

FEIEMERZSE VR T X B ITBT A 269697 /7 24 R 7 — 2
TEIT HIBEBLT T AT T, 2 R R EH I TF A R TRRL R2Z
I 318

NCCNX] 267677 HI#E K : X FHRMTE. HER2 971 &IV AR 2647
JE L1, AT B T R IR A A CDK 4/6 #1477 (palbociclib
ribociclib abemaciclib) (175) , BEX]FMIBFPIK3CA TN &7, #AEA]
FE Bralpelisib KR AIKGAL M EFFRRAERFE: MAEAT L
12 AT BGSERM . 2578 )7 . 7E BETT AR 75 TALHT &2 1 48 i il 2 1 %
SZIEIESRL) B R . A LETE L[ I 1 AL I EE 2210 25

B IR LT AL [ FELE PRI T 2 F] B ARFF RSN o QIR 17 7EPIK3CA S
A, PR ] GERLL TE A ] BE IS EL T 2535 ms-CDK 4/6 #%)
I EmTOR- #i# 77 Zalpelisib .

ERLEG 0] T T THR B HER2 B LR HT 7 %

FERLETEDLN, o BRI P 2, 49310920 i 22 R CAngR
FSER ) AN PG A 24 LB 9 T I EE

5 B bR EEE

ESmadHEmE Br R i EARE

IHAMONARCH L4, 757y y7 AR it e H O 2 M A 5iay7
CPE3M BT 4 BRIT 75D WXEEEHRIAME . HER2 [V 3 A2 M 2L e
3 (n = 132) VP T BEE PO R B 259697 G T 52 90% 1) 5 A N T

A%, 50.8% A 3N LA LI R . P E B BT R R AEYT, Hodh2efl
(19.7%)iE FIER 53 2% fi#, ORRN19.7%(95%CI: 13.3-27.5). SBHAIPFS N6
H(95%Cl: 4.2-7.5)s & HTHE, 184N, A0S H22.3MNH (95%CI:
17.7-ARIEZND o SBIRYG90.2% EE A i WA R FH4F . HAlH WA

R HAF N = (65.2%) B0r(64.4%) M EARIR (45.5%) . 26.9%K) 3 KA
3L AIALE TRk AR AR /D . 523 NCONE 5 41 C0F B 265 3 G R g N BEAE Y

I3 UARTT FE R 5T BRAE AT G S e A IR T IR R

IVHIZR RIEHR BIE. HER2 BTHEZ BB H) £ 57697

X FHER2F M HREAPE S R MEAV I FL e 55, 1697 55 VHER24E AR YT
BAA T . NCONE KA/, FDARHEM A YIIALZ 2 M 22k P
EIEEAA . BAh, i ZER R GTUNLE W BRI EE-oysk B¢ T IE S 0RT 54 C 22 2k
gl S PR RPIR IR 29AHEL, XM T R 2T B A R R &
Y. NCCN 55 0] H s 60,45 F - T-HER2 FH M 3% 4% R LI ) ARR R VR 97
SR A7) BRI ] 2 o

FAZHER2AL AR Y7 Jr 2 Fi X /3 NAZ N J5 SEHER2BL [FVR T, RN 4R 4T
HIHER 23 B /2 A 2 ). HER2HE [A1IA YT AL PR HUR T REAE 45 0BT
SR80 LA K R R R e A 25 m] e ik
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H B AN 28 I A HER2$E [ va 7 1 B 43 3 41 AR R 1 /TV HTHER 2 #E
VG YT I A R A 1] . NCCON % 58 /NH 28N R S HER 28R [F) V697
T ZE PG 3k AN AT R 2 iR

RGPl WE HHIHF7E(CLEOPATRA) 41, LIS08 ZHER2 7 HEFFE 14 AL MR
BELIEBRZRNR,  HLENT-ZH LI R 1R P -5 R
TIRIZE P FENER)— 26787 T RO o S KA I N T B 1 3 85
PRI T R F L R BLTITHIE A (2910%) o 7RG 19
TR GBI, 2 P FE N -2 5 I N2 B 41 -F EPFS 24
= T, 18.5vs 12.4 1N MEZEE[HR]0.62, 95%CI 0.51-0.75, P
<.001) o TEFABETBO IR, AR, EIRHEEDH 7 ROS F L i
FIBFELE, TN IFIE34% (HR,0.66;95%CI,0.52—0.84;P =

0.0008) o SSSEXFIEHAHEL, M2 BREHTAHAR & B mH WA RS IR
(67%vs. 46%)~ FZ325(34%vs. 24%) KB 9 fiE(2T7%vs. 20%) A HE: A ki
YTHIR D (14%vs. 8%)FHEZ R T-1(10%vs. 4%) . Kot BEZH 40 JE 7K b R0 R K
S2AHRZE HR O AN R A B o B WU T i P PR 35 A0 e o S2S A
HITALI AT SQOL L £ . S6fEPERUSEWF L, BEAE A2 45
HIT (A ISATTRRAN) (G THER PP FL IS BoE w2 2 b 38, &8
W B 1 H 1 455 AU A BRI il 2 2R B URTIA 2 BR S BTIR T L AR s ik
BB B i d . AIBE VTS24 R I 4 R, £ TR gE,
SRR 5 A 45 & RV RAZRE R ALPFSH Y (2 TMh3E. HIZEA

5 B bR EEE

H &R A 455 RS RS R A PFS 433 419.6. 23.0f1T8 TN AD & 757
Z RN AL, SR EENEIT 5 E 2 SR (31%vs. 16%) 1,
1H 5585/ ) A o MR 0 D2 (1% s, 11%)FITRE R 8 (14%vs. 25%)AH 5%

IBYHAKE KB T M2 BR AP, THZER A YS 2R pt, LA Bk AP
A 22 PRI & A E AR RV E 25 (RIEAZRE . KFIE) KA T %
AR A 524 o 528920930y 22 B B FT AN AL T3 AN AN HE 22 B BT AR TTDYT 1k 6 1
AR IARIE -

NCCNE FHEVOK IAZEREPT + 2Bk AP S A2 B E NHER2 BH 14 5%
Rk S B LR IBIT IR T &R . WA R BN 2 R BB A 2 T
fHFEEAINCON 125HEYE, BRA A EE/ENCON 2A R

TV I B4 FEHER2 T 1EZL IR 677 77 5 I HAM 7 5

Ado- il Z Bk ELHTUAKEE(T-DM1): T-DMIE —FrHoik- 25 E e,  mrde 2
PREAGRHER2HE PR VE 5 0 ) 7DM T CGRBRRMIATAEYD R4 R

VR EL & .

7E— RIS (MARIANNE) T, 1095451 J53 10 ik 407 sl % 4% L Fl s s
BEALEZZ T-DMI—23877 + I 2Bk BT, Bl BRI G K. &
B PN ML B VA IPFS A2 4 . WF50 R BN, T-DMIBLA A 2 B
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BFUHIPFSAE S AT i Z BRI B (435 9152801371~ H ;. HR,
0.87; 97.5%CI, 0.69-1.08; P=0.14) . ' T-DMI1H.24iA 77 HIPFS NE
FHRCT M Z PR AP+ BAZEE (99)0914.1H013.7; HR,0.91;97.5%CI,
0.73-1.13; P=.31), S ZEREH +ELEEH. T-DMIAMT-DMI +
2 Bk B2 B 3-5 A R R A2 3 N54.1% 45.4%H146.2% .
ith 2 Bk B U S A LI P A A OCQOL 3.9 H . Sz AfiLL,
T-DMI1H AL E0N7.74 HHR, 0.70; 95%CI, 0.57-0.86), T-DM LA
ZIHREHH A9 H(HR, 0.68; 95%CI, 0.55-0.84), #EFRfA] 5 K

531

FFMARIANNER K HHE, T-DMIFIT-DMIBC & IHSZ 2R ARt BB ES
Rk, QOLML T 2Bk Spi + SAZRE, HIMr AWM SZVEw] ge s 4F, 1
NCCNL ZF UK T-DM I/E NHER2 FH PR 11 5L s 28 1R 7 ik 5. 2R,
2 EREST 2R B PUN S A TS SR 2 HER2 A L A% Mo (1 1 3 —
ZIRYT, XA EETUESE L OSH %2 Bk B HTI & 28 S B T 40 R 85dls

AEAE S HILIRTT I EE T, A N B TDM-1E N —=2i677 .

— 2k i 2R BB A R TS HER 2 BA M 4% R 3L e JE 3 [ FL Atk 4%

BEHLBUIGUE R, $HXTHER2FHVER RS VRN 85, HABZGY) (BRI E £
R, SESLPGMIE, PHKFRRES) Bea i ZER Ry A IR . Ak,

FERXFPIFOLN 2 BR RGN R BRI AR T 1 9 & i Z BRI — 207

FWER ST NCONLTFRAINN, R Z IR GRS 2 R A/

5 B bR EEE

ESmadHEmE Br R i EARE

IBRBEILALT T B, BE QIR RN ERN2T%, Z R, Pt

ANGE - HTHE PG R 56 0 2 Ah i i, 932537538

PR — 2 M IR YU ST IR BRI S8 . NCONE R4t
WAKSEFHWTHER o 12 WSS ] T REAEAE A BV 7 18 570 T S8 T 2 2k
GRS WOVHER2FHEH R MR I -8 o LIRS DRSS, fEER &
H 2 BR B HTT S8R YT S5 B R ST Ak 2 BB HTIR T B3R A . SR,
TR GRS KA B P R A R Fp SR I 1] i AN 4

W ZERGE —ZRIBTT AN B FARAR A 3. — Tl TR, 58,
I 70(n = 66) (45 SRR, 022 BR B ORI 2 Bk B0 AV 7 78 AT i 2
BREAHIA T R MHER 2 BH 14 4% 7 M FL e 5 b B V& 1 L 52 1 R o
IR B B R N24.2% (16/6611 ) o M EREEHUA 22k T
BB BT M B R ALPFSH A 15,540 H (GERL 0.9-17.010F ;5 80%Cl,
18311 H) o BEAAIT R (b AL g2 sk st 18 5.8 H (EF: 2.9-
15310 H) 3
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r h
) o
H~ T
- -
N .
-
(]S Tt

N T B E T FE R OSBRI PR R 2 R B H 2 BR BT 259R T IR 2 W 2%

PREAPTE Z BR PTG T RS R, — 4R AT i Z BR U R ST 3

[A) PRI HEJE R EB BB (n = 29)852 T IR PURR 20T, H 2Rt
JERAN T A2 (U BEE . o, BOWRERE B (n = 17)ARELHZ A2 ER T
WA M ZEREPUIRTT « AEEZ IR 2RI 29 B, 20

CRAR AR ARG MG R IR 25 26 03 1) 3.4%H110.3%,  TTEMH Z Bk SLHTIE YT i
Ji& i 13 52 XU TE L K f 8 20 L g R M PR 3R 2 2 70 A1) 9 17.6% A1
41.2%. %

MRIENCONL Z AL, X TS ANE WA 22 BREL U 22 2R HT IR (136 T
Ja LR e B, T RN 252 5 i 2 BR PR PT + IAZERPT, A
AR TEZSY) (I KRAEERIRECRIZ L) (FN—SIaTT o 5 2t b 1t
TR E HER2AE [A1R Y7 AR 45 25T o

T-DMI{E 2i6)7 Pt BoR G . —IBENL. E PR, Zdte. FREcE.
HIHARE FL(EMILIA), 10 BEA: 252 1 il 2 Bk BT AL A2 be i o7 ITHER 2 BH 14
Je F0 G ) L e B B M L S, VPN T-DMIL S H2 R & B BA R Rkt
TR 22 VAT 8. AR E B S EPFS, OSHlZ 4. T-DMILER
B SPFSFOSY ISt B & 3% . T-DM1EE3E T PFS Gllid
MATHBEVHE) , HAPFS N6 H, FilpE JBBE - RIEGMIE 6.4 H 5
FRAT JE PR S 3 R BB TS AUHR H0.65 (95%CI, 0.55-0.77; P <

0.001) . FEEHHHE, T-DMI1it Er0SE#FH % . T-DM1 5+

M e IR R AVEAR L, AT R R S B BET 1 2 JZHR M0.62
(95%C1,0.48-0.81;P=0.0005) . Hilf & JeIk &R KB3 R AR A R
HRAEZRETT-DML(57%vs. 41%). T-DM1ZH /NIRRT AL 3%
RAEEACTTHE R AE R F > 25%) , MHiiaE BB &R Bl
HIEVS . Wels . MR IH AL B0 2T o2 I R A R . 34

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN

5 B bR EEE

ESmadHEmE Br R i EARE

— DA E R 7, DT 2 MR (WHET-DMIVETT) H AW
U SEHTHER2 FH VR RS VEFLR e BN FE 3 (n = 184) 90T &, X fam-
trastuzumab deruxtecan-nxki (53 FM TR BEIFNHFE B HER2BUAA) B3E4T
PEBATHE . S PAFEDI 111 H (GER0.7-19.9) J5, fam-trastuzumab
deruxtecan-nxki ] 457 L2 RS 0] 9 14.8 N H (95%CI, 13.8%16.9) ,
HFIPFSN16.40H (95%CI, 1278 KIEF]D o S HEHREHARFMF 3%
LA D Jyrh R B B R (20.7%) . FEIL(8.7%) SBlr(7.6%)FIIK =
(6%)o *13.6% M EE A T R MEMPEALD) (128%24%-10.9%; 32¢5k4
2-0.5%; 5%4-22%) o FETAHFFRAEEFDAKALME, NCCNE KM WK
FLYNW NHER-2 PH MR A M0 VR I I $E, 48 & H T BE A B 52 it — 285k
PA_FHER2$E VR TT 7 E R B, HAEH TG ILDY S BE 31t
ILDH 5

Frp eI A R B A el th 2 BR AP TR R R & i S BR B PUT R R R
HER2BHVESIR & (1188 .

—TNTAR AL AL T i & Je iR B i 5 R i R 258 e e e 1S 5
RO I 22 BRI R DAL AE e B M B B S B A 2 B R AW AR A
By T I e B B R MR P o e B G L. S RIS R B 2570 T 4
AL, B AR AR R B T R (8.4 Hvs. 441 H; HR,
0.49; 95%CI, 0.34-0.71; P<0.001) . FOYFHZyVAITIAEIERE I B ERE X E
BRARIT 4. X REMOSEE 2 R Ee A 2 IR ik hiin & e
IR EAREA AN A RS iriR& EE IR T A A0S v75.0/4, H#
ZIRITN64.7 (HR, 0.87; 95%CI, 0.71-1.08; P=.210). ¥
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— IR 45 R Eon, BEAEHSZE 2 MinyT IR M3 e (s e
it 2 B B TR T R a2 1 R A R AL 4 O 32 i 2 BR BRI A i
JEERLIA B JE 52457597, PFSABIAZERK Z12/H (P=0.008) . 3OS/
HAR TR, RO e il z ek il b A R iR & 7450, BREIRIT
A0S 14 H, R JB 251697 I A0S H9.51 H (HR, 0.74;
95%CI, 0.57-0.97; P =.026). %% OS5 7 L3 e 170 e 22 HR. 245365 97 IFAE
HEFR I AZ XA 2B AVAIT . 5493 T-Bh = M, & A A UAE 2
ERELHURIRLIA B SR B G IR I Al B A AT .

FE— TR HEATPE . HER2FHPEZOW AN EE RS (92%4% 52 CNSF- AR A/
BRST) B (n =49 IR T, SO RIS R E R iR
7o %25 R IR R 45 M3 EGFR . HER2FTHERAMI 25 — A% (ANA]
) pan-HER TKIM#7. MRAEEARINE BIRITHEE S E. BE
TEIT LI E R IR AN 4 A IICNS B MG iR 2 N49%(95%CT,  32%-

66%)F133%(95%CI, 10%-65%). SORiH % JE 1A 83 1+ A7 PES Al

OS73 I N5.54 1334 H, filn# e 2ih 34 1) - AL PFSMIOS 73

B3N ARSI 29%1 B RAIHIETE . 5

—IHTHEPEREHLIY R (NALA)BEHL B8 (n=621) KR e Bk & R 8
MEE LI B R Bk & R BB it e . S5 A N2 R AE /e 78
WA 2D EHER2FL AR T . £130%IH) B BR A2 i >34k0h

5 B s B B

7o A=0r 2 —WIEE BER A I 2B Pt 2Bk

ESmadHEmE Br R i EARE

ORR(32.8%vs. 26.7%; P =0.1201). If/R3K 2528 (44.5%vs 35.6%; P =0.0328)
AL BRI ST R (8.5 vs 5.6 ) BILICRANE B4 . SRALE e
Bb B T EFCNSH BT TRIT . SRIBE Je 4Lk JE )G FRAK T24% (HR
0.76; 95%CI0.63-0.93; P=.0059) . AEFHITEZ S-S, 64 H A2
ANARE, SRIBE B + R A IOSH A3 5 M90.2%vs 87.5%, il e
BB R B thi 41 N72.5%vs 66.7% (HR =0.88; 95%CI0.72-1.07; P =
2086) o FEPIALIINALARI Y, BRV5 & LEIER, (HIEk

W SR AL PSRN A R A B s (AT IS 83%vs. 66%:

34 IEI524%vs. 13%) -

B TFNALARS 45 RN EGILFDARIHEAE, NCONAEXFFIL MR R E JE
BRE R b E 2 AR #E .

RRIESIVAHR FT1HE. HER2 J1EABBHI 251677

BATVIIES RS CREEYHRFAM: . HER2FH IR D 2 M mT DA
WP HER2HE )R T VR N AT th R — 805 . e A0 FEHER24E 7]
RIS T BB AL Y 4R, B HER2EE AR ERAVRYT .
SHER2EE [T AT M B, gl /346 )7 B S HER2EE [ 5 T R A
RN E . P2 HER2EE A6 7 AN Z3 WG T T I 448 1 2o e
Fe 52 OF ELAM ] 2T o
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IV E K HEHR AT . HER2FA TR 44 5 aothrh, 5ALRZHA L,
TEATH IS 0 i 22 2k S pr s A B JB 2o T PRSI 34

FETANDEMAF Firf, A R MEHRFH T ATHER 2 BH P4 /I8 i 4a 28 )5 Lo 8
& (n = 207) AT 52 ] FIS ity e o 24 iy A0S ffy P B il 2 Bk st ie T . 5 R
B AR AR L, B A VR TT A GEPFS (4.8 vs. 2.44 A3 HR 0.63,95%CI 0.47-
0.84,P=0.0016) . Bx& HA AR NE S (FrAH)) « JHZ@21%vs.
9%). MEVE(20%vs. 8%), MXH(21%vs. 4%)FI R (18%vs. 7%); FHANVAIT4H
HEE (3/4%%) FEHERIF L.

e LECTRATR IR FT 1 Hi 22 BR B UK 2K i PR 7 HER 2 FH PR ATHR BH 1 4
o M LR R (n = 93) T ORI 22 Ak o Sk TP R i 22 BR AT o+ Sk i 2
R A7 28 2 FR N 18] 23 ) 3.3 H 414> He 45 R 5 TAnDEM 6 —
B R, BT ANAARERSEERERD, Bgit 8 (HR,
0.67; 95%CI, 0.35%129; P=023) , 5%

FE— DT RTHER2 BH 14 FTHR BB 46 2 )5 1835 (n = 219) TR 70+,
R MR 25V AR L, RR R JE RSk e — IR T BRI T g
FIX: CHRAZPFS, 8.2 Hv 3.0 H: HR, 0.71, 95%CI, 0.53-0.96; P
=.019) o SRHTPEECA Hh 2 BR A PTII3 BAR Btk R A R EEARSC, S
NEYE(10%vs. 1%)F1 5732 (1%vs. 0%). 5%

LEBENLIEHAT 70 (PERTAIN) Y, 44848 fot0 2o (n = 258) W BENL /0 4, 232 1A

5 B bR EEE

ESmadHEmE Br R i EARE

Z RGN 2 R HTAIAT (R ek e Bl il Z 2k BB mALYE A
—ZIRIT e SRR IPFSA P (18.91M 1 515.84 1 HR 0.65,
95%CI 0.48-0.89) o 555 fifl Z BR B HTUAI 2 BR B PR 5107 20 PO S B HI3 K
BLL AN BRI R AR 2 T BR BT R 2R YT 4L (50%vs. 39%). fHAFVE
B, AT BB 3R TT 18-24)5 JTUA N 73 il ia
J7o FEFPERTAINWRIGHILE I, SSNCONL RAFRH, i LAbyr fiil 2
PRELPT + M ZIR U IRIRYT, by, WIT7E i Z 2R BT + A2 Bk
SRR IR iR dT

EALTERNATIVER K F, HER2PHT. HRBHPEFE RS ML 5 AL ot B
(n=355)BEBEHL 20, HEZRME e il Z ek e hi B G AL hiinE Je mALs ih
ZEREAHUIMANATGATT o S5O3R 50 i) BT 8 RE A S 7E Sl BhiA o7 SR e A 1
PR 157 ok BRI AT« 5 SRR R e 4L,
ERAUKARIEE B hnth 2Bk PTH FIPFSEE LK (11 vs. 5.7 HR
0.62, 95%C10.45-0.88, P =0.0064) . 5l ZERHHTELHIME B BLAVRITHILL,
R B RIT B ILEIAS R A N IEYE (69%, 9%, 51%). KE(36%, 2%, 28%)-
Eals (22%, 9%, 22%) FIHVH % (30%, 0, 15%).

NCCNE Z IR HAB T T N 20 e R 7 L (s 2 =) e el 5 25 15 i

ZIRBPL) , AFNHRIATENTHER2 B R VE R L . 3k 4kZEHER2
BRIFVR YT PO A oK, X SR 1 B 5 A T RS HER 216 7 i BX
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FED B PE BT AEIR B E B 18 . 38 2 N IR T R R B T B3 2
FAZI 5 AN BB 2t RE I HE 52 1 2540

B M RBRCA1RRE N E R ESIVEIRIR K £ SR TT

AR LB, 2005 R R TLIAE 53 L TR (BRCA) RS, i
S AEHER 2 M A H g, 9

PARPHIHIF]:  TIIYIOlympi ADiR S #4485 7 it R BRCA R AR (1 7% P 7 fies i
H (n=3020%) FEHLT4L, $EZPARPHIHIFIEFLIAF(n = 205) 8 5= A4 %
(=97 AT (RIFMhEE. ORI ERE) J697. SN
STRVEE ML, e BRIARA YT I B E PFSIGE[7.0 vs. 42N H ;. HR:
0.58; 95%Cl: 0.43-0.80; P <.001]. SSOARBFAMAFEHTA WA, EIVHRFHM: .
HER2 B M RIBH P800 DL = BAVE R . TERTA T2 Hh S50 42 51 B4y iy )
1BYT JEPFSEGE, fE=FIVE R NBE P B i Ko SR8 VT BT 42 1a)
OSSR REZ R, M FLREE WA Z LN OS. SERAEFEIIAIT
HIEL, BRI AL 0S 23 5N 19.3 4 A A17.14 H  (HR 0.90, 95%CI
0.66-1.23; P=.513) . HAMAMHAKQOLEE L. HMFEENE, Sk
AEBRIIRIT AR L, RSB TS ON BRAE AR B2 I ALT 1Y R R s B i
FGIT G, HALOSIEK T7.940H ., 56

ENHEMBRACARIGH, #4 Fl RBRCARAR H BEA: A< 5 55 T PARPHI
) G SR L e R B AT L4 52 A R L JE (n = 287) B R AR S R K B 245 40T (n
= 144). SUt e e 41 B i A PFS KT X R4 (8.64 H[95%CI, 7.2

~9.3vs. 5.6 A[95%Cl, 42~6.7]; FliikfEaksET, KRG

0.71; P<.001) . ¢

BT FIARTDYRIG 145, FDARLHE K PR P ARPA 1l 77 B R e R th i
MM BB SN 12, & Fh RBRCAL2FEAZ B FH 11k . NCCNEZAFEWNTE
FITA 52 I B R 7L I B85 Th PP RBRCA1/2R 7, DA sE PARPH
HIFNATT 5L B . EIRFDAILAE SRR F e i Jé - T-HER2B 1
P, ENCCN L FAH SR TR P RBRCA1/2 A AH 1 3L e T2

F12K25%: NUHITNTIRIGTE =PIV IE 2ot (n = 376) Ui T 2 VG fh 38 5
R —IRT . ERIEREANFES, REHALZTMIEE G (ORR,
31.4%vs. 34.0%; P=.66) . S2REIN I ZBRCA1/2R AL 8 1) 22 fift W] 2R
T 2L (ORR, 68.0%t33.3%, 4% % %34.7%, P=.03) . Fi &R
BRCA1/253%5 8 5 8% R AHVR T IR PESHAT T e (hAZPFS 6.8 Hvs. 4.4
ANHD %2, RKIMOSZE R X1, RDNAFF/EARLHEBRCA 125841
BEALF I A FFER A

X =B E AV A FL A AR JH ZRBRCA12RAZ %, NCCNE
FAECKHHZRZGY) ORER-RE1) 1ENEERIBTIER. MANEEEX
MIEOLT . PARPHIHIFS EI2R 254040 LL an e
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PD-L1£576)7-1. =Bt BRIV HGH

£ — T E LS (IMpassion 130)4, R MEIRTT I = BAVEFL AR &
(= 902) M FEAL 73 e 42 32 A5 Fr 1 20 i A T IC 44 1 (PD-L 1) ] 1) B i Bk £
PG AEAS S MRS A RAS e MRV Rr. %

NI AT B3 D JTE BEAL S 4 AT 250 120 H Se R BEAE )T ORAT

AR, I BAER BB T REZAT MY . ABE T 129 AR, 4%
A A E AL G AV RERIT I B, B2 Rk STk

HAEAS G EEERIT N EE WPFSEAESI 2R EER (T2 vs. 5.5
ANH; BEREEETHR H0.80, 95%CT0.69-0.92) , OSHH AR E
# (213 vs. 17.61H; ZET-HR 0.84, 95%CI10.69-1.02) . A, 7Eit&l
[IPD-L 135 ieg i A s M, BlRr BR BRI 11 A 45 & AR I
1BITIRPFS (7.5 vs. 5 H; HR0.62, 95%CI10.49-0.78) FIOS (254-H
vs. 15.5~H; HR 0.62, 95%CI10.45-0.86) 3 4tit# 8 EMGE . Fl4FEk
ET+ A E A SRS AM RGN A RS AR KR I

48.7%F1 42. 2% B FH KA T Z3RA R I B2 R Bk LT ia T (1
BH 3R ERAR M AIRAE (5.5%52.7%) » ERAEIFNAIT AT, X
5 AR SR T — B BTARFER ST P 16% IR B A0S HE2H

8% 3 KA T FEUAYT AL REFAE. iR iR Sy A - PD-L1

BH 14 2215>1% 5 PD-L I FG T 145 R A G . %4 BEJS (#1184 H B

Vi ATiE S 7 PD-L1RIA M B35 PFSRIOS IR 2 o 565 Bl Rpk B b i (1 2R
125G RSSO AR SN e 12 e 8 A0 i PD-L 1 4R >1% A W =
A 7L s B 1 1 R VR T

5 B bR EEE

ESmadHEmE Br R i EARE

BRIV RITHGH) £ G IT

BAAMURIR T8 s A I HRAVE R, B A REIRTE N R C
WHREBGHERARZS Qi) s EAT A 233636 77 XEVR TEHR BH AR (1 201 B
e WIT

URTT T TR, NN ST T R REE . SERAMTHLE, BE
AT IE AR A S v ) B R R A A R R I 8] 2RI, BREIT S
RIS INARSS, AAFIRERAR N o BEAh, AR 45 F 5024 T B IR 75 2 A7)
RTTRETE. PR, NCONZ A AR K I N5 IR FHESE R BB A A7 I T
FRBUE iR T Ik, P EURZRIT R B L, HREVRTT R I R EE f 1 5
i ZE PR IFCRE PR AT BB 42 il i) JB 5 T

WHG T LIBT TR, HERNERSIATERZ L. M BE
RRRE L RATEZ T, et — SRR EIIaT . 250
B FERIT AT RE S PRIAS B SN AR 5 LE AT

NCCN% ZAH @, X THERAST I, B8k BRI DAL T 5]
AR A I A A o Sk g P (17 RO 2Bk B BIR YT, R E
BRI T R RATREA KA R 7157
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L

LR RIR, ERKIRTTI [0 B B, XTOS/E A R . 576 /F
I T, W 66645 3 AT T I BHRR B, AT Rkt ik 5
JHEECA PR Lotk g AL, TP ATOSHE N 723% (95% & (=X 8] [CI]9-
38%, P=.01) . TSIE—TRGMLIR T, SEMAFSER ML, Bk
(AT Fr S0 [A] 2 7R O SEE A II(HR, 0.91, 95%CT 0.84-0.99)FIPFS & 3
M (HR 0.66, 95%CI 0.6-0.72). 57

BRI — U HER2BAVE . ML £ (n = 420) B T o, SRAZ R
A DR ER AT — R B B IR TT AN S TELIRYT « [AIEOME S5 I Sk i v Ar
MPFSZr 5 N7.440 AR19.74 A (HRN1.17(95%C1 0.88-1.57). ) o HfiL
OSH17.5MH, il EEIRIT 8209 H, KK A1.38 (95%E (5 X [H]
1.00-1.91) , 57

il 2 A B AT T RPN [ E 5 R T ORI 32 4%, i iR R A A
BB FRSE

RLEHUEHE G2 LA IRTT AR . FERF R R PG, ImpREE A
JSLAE S [ R SR R PP Al IEAE AT AR T A Hefh 4= BHiR YT 1 KU A
Han. BEERRIRSMEE B,

VR R KRR B LT 77 5

5 B bR EEE

NCONE A CURALT T 25450 N =2K-F ik . FAHERE A1
RITRENAMEA, FFEREBEARTT . BRAFEEIFAE. BOmMERT. BEPERHIE.
BERIE, LA T i mr Kk

NCCNL ZX AR N IR 2510 T WIR R bR CERZED) « BMR
(ZREEMZRHEIERA « SUCHY CREIEAS b |
WEE AR R ERR) , H T =FA LM A A ZRBRCA 1/2
RAZ 3 AR5

SR ] DLAEJE 45 25— IR (80 mg/m2) T8 E A = JH 45 25— k(175 mg/m2). — T
Pl J RE = A SR A2 St 28 0 SRV 9 W S0 7L e ) B L T K () 25 26 0
Bon, H5E=RBITHLL, BRI 25 2 EOSKE(HR 0.78, 95%Cl
0.67-0.89), 58

ZFWAE (60275 mg/m2) 38— R E20 mg/m2%EH — X B /RORRTE30E
47%2 ), SIS EHRRFA (50 mg/m2, f4H—00 CHHEHERS
ZRIE (60 mg/m2, 3 —I0 MERIT . EAERIEILIE &3 1)
TR E R A S, 52 RWEM, ZRIERTIRS 2%

B, CoEERME XU P 7%vs. 26%, HR 3.16; 95%CI 1.58-6.31) , &

RARFEAL (37%vs.53%) IR (19%vs. 31%), i & (20%vs. 66%)F1 4144
RLA B9/ D IE (4%vs. 10%) 1R AERBUR. 2RI, SZRLEMIL, HE5%
FRZL I (48%vs. 2%) 1 48 (22%vs. 15%) TR 28 (23%vs. 13%) 1 K4
HBGEAH K, 58
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Z TS DRSS R E AR B M AUIE S R e e skl . 3%
SR EIEIRIT I (n = 126)1—BUF 45 R 28, ORRA28%, Hifir
TTP 49N H, FHIOSHIS2AH (95%CI: 13.5-19.60 ) o S8 4E 57— 15
WEFCH, obk BB (n = 95) BN 2 R SR BB . FH U IGEe AR
BEE(CMF). 587 R HFAhIE B 257597 IORR 15 T-CMF(30%vs. 16%) . P 2H )
AETTPAIOSHIL. %7

SEATRE R AR SR E IR, TR T R R B A B AT
J7 ZEIRTT RS MO (M R M FLI R . BRAR YT B L FE IR S A F gk
KRB RS . AE— TS, R L I R (n = 762) LA2:1 K L
BIBENLH 2 3 B AR R AR R IR T« S AR T 2t (10.610H,
9.3-12.5) FHEL, HZILHAMMIGIT M Zcrtossss (h k1314 H
95%CI 11.8-14.3) , K F#K19%, BASGH5 R X (HR0.81, 95%CI
0.66-0.99; P=.041) , 88

— IR0 AE A% MU B 8 B 7 LAk S R, &5
BN PFPIGRTT FEOSHPFS /5 THIAHML. 32 H A bRANIS 5 Ath s (1) AL PF S
(&) 55 841~ H 4.2 H (HR, 1.08; 95%CI, 0.93-1.25; P=0.30) ,
L HATME REABIEOS 159N H 514.50 ;. HR 0.88, 95%CI0.77-
1.00) , 5%

B EadAh,  BIMEEREAE RS2 KRR T I R ML R o,
SORIKAF BTV E O B2 A BTGk . 01 HA R 1 B 253R 9T,

NCONEFAMN T 5 (LFiflige, o [k HEMRmLEE:

ESmadHEmE Br R i EARE

BIAZE GRIEEE) %) MIGHDILREE-00 Ay HAHERE 7 % .

CUTE J LTG5 4 B e L e 4 ek R TR AR T BHD T B 3 243
7 ARSI R AT 3 M — IRy T AR 2 R 7L
s R 00, REIA K, AS Jor AR B MV 245 P I BT L A SR . R
R R, BMEMRER AL SR AR ST ) s L OSFESERT 7] 4353 g
41.5%(95%C1, 29.4%-54.4%). 821 H (95%Cl, 5.7-10.24H) F122.01
H (95%CL 15.6-27.010H) + BAZKER LW 24 /38 5070 300 0912%
(95%CI 4.7%-26.5%) ~ 104NHAT7.9MH; B2 BN, KEHEM
K RAIRVATT I ERE 2 N T1.5%(95%Cl,  6.3%-18.9%). 5.7/ H Fi18.64
Ho 6V 7EPerez 5 [KIBFFEHT, OO0 3/425 3R YT M o< 7 P EL 45 A R B i e 4 A
(14%) A0 MR 4 B k2D (54%)

NCCN & ZR A KBRS AT T RN R LLF LN A H . BeE 77 Rk a4
Z R R I BEIZ(AC); 20K B/ BB (EC)*™; £ PEAhgeflR
Brfthigg; ST PUAME RIS EE(GT); 055 BRI H 2G04/ 5 R s 1
(CMF); 003 Pt/ 4H: ORI A S RE B 1 B A 45 & TR A2 I
OI-O1RNEAZ I VAR ER e . 013015

ST G167 I %, FEALIIRIS K, —ZRACIEIT HIORRYEE N
47%-54%) , OSZI 20/ H . NBHREHE —ZECH] ORRN55%, PFSH
T10NH, OSH14NH . ORI 5 — 28 R EARIR/ 2 Fifh Z£ IORR A
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53%, ZHFEERECNIINH . 005 — IR L T R iR/ £ 19512
B —2I6YT IR MA IR A T RO 2, 45 EoR, 58420
M FEAHEL, 72 P R I 18] J7 T B W3 (HR, 0.652: 95%CI,
0.545%20.780; P=.0001; H{7%L, 6.1vs.424H) , OS (HR, 0.775;
95%CI, 0.634%0.947; P=.0126; S {i{H, 14.5vs. 11.5/) FIORR (42%v
30%, P=.006) . 68

CLIEBA B R 2B A2 ot BB AT 7 RN R 1 = ) M L e S
AR —RENDART T, FExd BEA: 3 S2 AN P A 1) = B e L e £
o T AR/ AR B AR R WA RAT 5 7 T A R AR AT T L
P34 IFTORRAHAA- 75 P At i/ R 41140 930.2% (95%CI, 24.6%35.8) . 7 7Gfih
/R A0S 1114 A [HR H0.88(95%CI, 0.69-1.12)]. 607

JUIUHB T VPAN T A2 B R E N R MU B — BRI T 2L K
UL AIRIT RIXFRIE I T 1A BOAYT iR BENLIR R mAcity A 7 —2
HASGRVEREIN R FE A4S AU AZ I N 7 AR P AR
RARIT HA M = I AL B . ORISR A E A ATV E RN R
B AZPFS BEK T FE A 45 G AV B/ 5 A (8.3 vs. 5.5 HR,
0.59[95%CI, 0.38-0.92]; P=.02) B P/~ (8.3 vs. 6.0 H; HR,
0.58[95%CI, 0.37-0.90]; P=10.02) . HFEALEMELENRHAKHA0S
BARAGEIELE AT MmE (16.8 A 1214 H: HR,
0.73[95%CI, 0.47-1.13]; P=.16) B Phfthie/ R4 (16.8 vs. 12.6NH; HR,
0.80[95%CI, 0.52-1.22]; P=.29) #EK. ORRZHINT3%. 39%F144%, ©1°

5 B bR EEE

ESmadHEmE Br R i EARE

— Z 50 B e DR BIE R B M AU IR TR E T . E21001K
B6rRE 72218 53 5 Wk m A A Ak L s L MR REATL 3 iC 22 SRS I B B AN R &
DURER BB — LA T 2o SPAIRIGIESE T 5EASRER AL, DR
PUME I EEIGPFS (11.84 Hvs. 5.9 H; HR 0.60; P<.001) #fl. —
BRI N AL T 736/ 85, BN 2 vhAh 2 A DUAER e £
PO AN AT o ZRE ISR T & DR T MPFSIE K (10.1
N Hvs. 2 Pt FE 5254082 H: HR0.77; P=0.006) . ¥ —Tikie
RIBBON-1H1, DUREAHIIM IS REFME . KR AY (2 PifhaE,
FERASGREIZED . BIKLY (FEC. CAF. ACE(EC) , H(H
MAEFAHRIRAYT . RS REoR, TR G R (8.6 H
vs. 5.7/ H5 HR, 0.69; P<.001) , EEAIalEHRLAYH (9.24
Hvs.8.04H; HR, 0.64; P<0.001) IPFSEZEEK, HHIT¥ERE L.
SI4SISTETITHACALGB 40502456 (19 WA 43 AT, 6 T4 78 M = B 1 L Ao
B Mm=201), ARALGEESEDE NSRS —Z&IAIT I A7PFS
HNTANH . o8

NCCNEZRHAIEH, MTERTRE (WHEERED , ARAZGEHEPE
A EARE B2 P 3. WREAUR A R R s Puh e, WA EALS
TR R R R AR 125 mg/m2.
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FIRBENLREE AU, E 2R AT 25 N A DU R B R E B
T AP RIS (B RN SRR o AN [RI 20 0 2 1 25 4000 28 st I TR M W] REAN [
DR BGUR & RAZ R 45 iR FEA B R TE I8 AR Al 2 e XA SR Y 2%
o, X AR R ROSEQOLIE . 19 [k, NCCNL K41k Ul
PGB KA N AR E 1B 0L T A i F%

VERNEEREME B H I —FEsE, ME— =B RCMF. 1% B —&RIGIT
H 5 R B ZTVRIT AT T HLE, A5 R R RORRAMIPFSAHEL. 2RT, S5+
R bk, CMFSEOSYEM (R A%, 224 Hvs 1840 H; HR 0.72,
95%CI 0.55-0.94)

IV IR I FAE R ] 16T FER LG UL T B A

FRZE SR IFLER 8 (32 A (N TR S R il & LT /0 50 W2 e i
7L SR R R ) G P R B ) LT 4 AR, — L DL PR i v A
W WEBEAFI . R FRR ORI T AN e . 620"l i Sk SR A
FAZ(FISH) N —ARI 7 (NGS) B 5 A B [ b (PCR) 4 e NTRK @t Ao 7
B JR 21623 R JRL iy 5 JE 623624 2 [FIFDAHLMEFH T6 P NTRKE: REE & . 6
TR PRI 25 578, BLJG = B ARIA 7 BIR T 5 a3k F 11 S 44088 (¥ P P
NTRKAMHFH] o a5 ANV HIFL e B AP AENTRK RS IR, R
A4 N RSB RIGITBURYT JF iR, T LLIEFENTREKAHIFAIT .

% [FMFDAMAEIRI BT T 3607 A DI sl po bt . pgl_ BOMESSES
(MSI-H) A 16 5 BRI (AMMR) . BEAEI6YT 5 HE R LG 2 B A7 ik

PEIR SRR 25027 CAIESERU M7 BE AL 99 525 K AT (0 R M L B
IS T8 A A 2 0 P IR S 0 (SO SR/ ) B v B

U 628 41 U R M/ TV S5 F % A2 1E MSI-H/MMR 28 g

HEEAE R RO, EEA N B a7 IR 5, AT e PR R A2
HIRIT.

Larllkz 2aS 3

FER LU IR T WD R S A 204l 7R EIR KR A B A UM A R IE
B BRPE IR A BB R A T2 1. X5 RARA BEH
PUERER, BfFEREMRE PR, ERE . WER ARG, L
W, WPLEBERREG . FIhRe. MAHMTHECRIES: JBUR S RUR s ThREM
B VLRGE I R AL bR S . REETEAN RO S5 BUE H 0 NIRTT G B
BLRff . POIRREIE . PR TE DLW BB e o I PR D A2 38 5 A DAt ATAR
2 A AREXNELE, DMES B R IE w2 513 B M UL IR T 5
PR RlEA2. AN, DRIEESHIRE M rTREAH LT &, &AW LUK &

NCCNH R H WAL 2 He 2 ORISR 5 S . Ae e Mgt e,
RECISTHREPMWHORR#E . 0% S I AR 248 HIAH R R PPAG 75 7%
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J7 AR SRR RE A FE 2 PEA 1 A ) BT 3R 1 — ok A, HLA
TR RIS R ) — MCHERE AR NI ARagria T A ) 24 Ze YAl M I 20 A
BT RN - IR AT RNE s DR 2 H B HE PRSI R DAl . L X
AERVE R TR, EROR IR E B T, MEISR AT DARRfK. X8R
TR, ARSI AR W B MA BT B2 JEH o KRR E
BRI E A

EIA IR 40 L (C TC) B G FR DN A (ctDN A )FE B 7% 1 L e v 0 1 A 7 P i A
PENCCONFLIRE i T AN N B VT Al R I o — 2R Ak 38 J5 CTCHRELRIY ey
BFPFSMIOSE ZE . RAECTCHHEURA TG B, HHRRE SR TN E .
—IRRTAETE. BENL. 3HIRIE(SWOG S0500) V- T CTCIELE T ArfE45 1 7L
Jided S IR o SURIERT AR, — A7 38 G CTCRREHS N
B, WA — M ERYT, XPFSEOSILR M.
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YN

I, 5 1 O

FUBRAM 5 5 PO o 52 FLAR S ) — R 52 IR B, ANACER Bz H LR 4 i O
FrE. 2 RINA RS Hill, BUHARA R BT ixm I,

H A5 HAR SRR ARG, H RIS W . 2980% ~90% K1 (5 A A7 7L I oAt 50
BLAIRE o 033035 FHIIEAEA — B AL TNACKHIE, 7] RERDCISER E P4 .

AT Wi PRARAE PRS- L 75 5 O PR30 2 5 22 5 BE I SR RS B S22 W L
PREB AR A . BARFENCONFLER I SIS K6 e, R (5 e &
SE MR AL AT VPO . NACH) B RN AR, LR 2R,
HAEDAUIFAEMIGARZ RNACH — 7. FANACHH KL R i 75 O B
I, BGIEAT FLARMRILAGA 52 PV [ JF PR3 HAR e o

635,636

B LTI A 5 e B R BB R T 1R o 4 R YT DME S (R e 1Y
TP WA SR ALY 2R, RS B 5C 70 R 57 R 3L AR AT T re ] ]
UEHE SR«

D75 Ry B A% e T 4 3L s DIBR NI 5 /9 o ol 5 A AEAH SG LR
IR, L VISR S B R E B . SRR, EHFHIED]
GHIZFIET, VIBRPTA RS A DL NACHI R AL T REE & 2 FLB0T
BRI 2 0 R R B OR . 674 T e BAFAEINEME, IRFLNACTIER
TINTBOTY I B TR 2L i A2 RS 55 8 TR 32 ) 41 i B s 72 DR FL A 5 ey 7 AH
el

5 B bR EEE

ESmadHEmE Br R i EARE

XEFICAE AR CRIJC AT fid S B R BRSSO R B, il fk
PR, GHEVIREHNAC, UISCHUL T AURE LA R A
AL B A IR AR G . PARBIEVIERNAC, DIZBATE, I8 AR
RALBARVIER USRI AE VIS . To F5 RNACHI A Bl s 6 5 72 R — TR b5
A, BOES AT IR LD VIR — & & iRy .

ol RAG T SR VPN RS2 BANACHI 42 R R 5 A A R B i PR 1)

LT, TR TEEDCIS TS 5 Fow,  EHET R AT I A D2 AT
R ESE CALND 7031 BRASRR I VE R % 2 R FL TR, MRS

NCCNii i AR S 73— AT IR E TR . &L B VIRARGTT
o i, RO IR PR o BEAT IR 0 1, BN e AT v A

DCIS |11y JE IR PRSI EYE ) B E REAT RS 70 1. I RN FL 53 IR AR A
(VI 2SR B AT e 22 R BRI, 103U o D) B 2 A i I (10 AT oAk ES 4 Ve
TCAEBEAT o PIIRURIBERIE TE AR 75 A FR I S8 1TV 94 2 5 TR ) v HE T
PESRAL 7 AUEdE . 208 B2 A5 DR B P AR T B B N AR A2 A LT -

MS-74

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

comprehensive  NCCN Guidelines Version 7.2021
M oo BRE

XA IR R4 52 RINIRIEPEFL I B, DRI B K 5 /AR (R 4G,
41 NCCNAE F (TG 7 s T AR FURREE . W R AT AT, N5 RE X DR
(RINACHB AL AT AH 2 A R e S AT S A

A T RAR R ML ) o P R AR AR T R e e AR IS JEAE 70 145 T %l
BhA BT . RA TG R BV 12 52 7L 55 DR B iR T HJEAH 90 Al B X ER
FHAEDCIS [ 22 14 157 2 FE A6k FH At 5 5 S5 PR XS o AT AR SR MR AE 1) R
AR 73 IATHRAR 12 32 4l B 4= EHR T

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE

AT
5 B R FhEE

MS-75



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

L

FLARHAR R

(XK rRERTE)

FLRI PR IR A — o L MR, FR AN b R o R, 64 iR R
FAERME ST REBE Y, AR 23 B I B B I AE ) 447 N b
Y BT SR . 645 23 IR FHORE 114030 Y %o A O JXUG: F) BE BE (DL AN T R
TBITHIATE YIS 1R /D BEAE U BRI K6/ A e ) B AR BT 2 B 2R g - 2
ARIIRE (AR RE A0 A K T 4R 4EiR, B/ N TR SRV, P4 4E
W A0 o 040 43R g 5 38 RCVIE, 8 T o J0 TR R 6 R AL
MEX KT o RN 4E R’ , FNAZHM 5L 2 F AT 2GR AN 2 AT 52
[X 3 IR iR R 2T HEARIRT . 640 [RIk,  7EIfw PR T 4 B 5 K B 3 K (1) 175
T, NEEVIGRERS, DU EHER MRS . Li-Fraumeni%sg &
fEEF (TPS3M AR, WNCCNIB AL/ 505 ey WS PEAG 46 P D - A 3 itk
iR (1) RS S o 647 R R R N 43 IR IR g LI R R TR . K2 4ok
Wb R R AEAER, ] DR S 5 7T B RE A I

IEIRMR CEFE RAIE. SZFEACEIE D fEST R R T AR IR, B
PEVIZ N =1 em. IERUIGRAR S 7> 2L DIBRAR R B IE FAI 5. KA
FEFL 5 IO AR BEL B3 8 0 VIR AR ASREIRAF I PE DI IR L N &LV
BRARA R ER . T IR AR R BUALN, - BRARImPRAS & A B
AL, 5B W BT T RIS I SALNYE 3. 9% TR R K
1, NATR A VIR HAVEVI G258 . — 2 XL R 3 AR VIR R
AR i Xt A A 3L s U B AT R AR YT, BRI S (2B

%K‘:) , 650

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

5 B bR EEE

ESmadHEmE Br R i EARE

RZH o IR IR 1B B2 i S ER(58%) M (31 PR(75%), S'Worilkin
A R IR T TP AR T B CIESE . [RIRE, A UEHE R A Bh 40 i 75
WP RSB R SFE T iR ke . EHRBIE SRR CEEEME) 1F
I A N IRNCON B 2R AR 4 B B AT VR T

MS-76



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

ol

W4 BA L A

50T R R B A= T LR A — o 5 L I R - F o ZE M ¥ — Tizhuce F
Fer, BE100004 15 7= A 1L3FI AL W . OS2 RS20, IEUR AR
LI B DL PR ALN FH M RN B8 K ) SRR R K/ ZHEAE B i o AL e
FEfK, ER/PREAMERZ, Z930%NHER2FHME, 653654 g T 3 Fl R A AR
SERMERR, HAERIZWT

XoF S AR L e P U R S 3 PRI VTN D LR A A 2, AR Sy 7 L A S 3 vk
gk, Al AT A BRI L X, R MR G K T80%. 0SSFL
JURR DX b B2 & 38 75 mT VA AR YE L, ARl T4 S iE k. dRdkiE,
P IS 100% P 3 40 1 18] AR ) FL AR SR DA A S o OSSAT )b AT FLAR AN AT 58
MRELZE FIFNATERE, XA SEFLIR I Hedh A7 4 M 22 VPl . (B2, B EZ
ORI . XL T TR B AL A A L, UUATHR
FIHER2 ) #7 (1) 2 5 2H 21

LB S Y 2B 1) 0 ST OP A ARG e PRI 0 B EAT 1 3o 2 AW ST N B
Goethl, DUSRECD G ) LRE TN X T IE Rk A A PET1-T2 /%, i
MixERA A CABEMRD « FTEIRERTF DhBE PP A2 CBCHI 20 K2 i ). 1
I R B2 45 PR B T3 LR AR (K BB v, B B IR Ab,  IE W] AT AT A A
&, I BT MMEMBEMEMRI 6 & . IEBA ] fe i AT
TR, RSN YRR AR A DE o SEUR VAL N E0 48 ARG J LB 27 5 ) A
X BRAE BEAAR RS R 8 2, A L B PR AN AR AR R IF ARE o B 75
PHEIC IR JVE R K B NGRS 2 E 1. fhitor i I ARl T2 57
ihkle BEAN,  BEIRER Sl B A O T 4R B IL AR AR Al . AT ARILR
T BE SR N EAERATT T R A, BERLS VIR AR BRI TAREL
EERITHIEM . EILRARK - ERSRRRIGAR. EHE, RS
A LUER I 5, PRATFAREATRER, SSZIIRALIG YT LT X BB 1

5 B bR EEE

ESmadHEmE Br R i EARE

T 5N o O30T AT YR25 P B LU EAT FARIS , PRI B & K s e,
FHAE T AEE R LU I DL R SRR T

A 2D B AIRSLI 51l 75 A /N [ J A B 6 T4 SN A 7 3 O 6 5 o ) 1
FYs B RB E XA E UL T % T AR RN 00809, P, B0A 2
% AR 9 FAE g P R I3RSt . 55 AR ARIYI 1A A Y SLINYFAS AR 5% 1)
DRTE R o — 5 58 T IR EES 28 A TR T A28 08 28 S R 2738 45
258, YR30 LT Y20 A NEEEAT AT R A A . 5% T IUR MR R 7
(B, FF99mBRIEAR) AL, DU B & AR ) LR 7 S A T 1A R
B o 61O AN il S B0 10 A8 et I Y S R AT I R A 50

Voo

B 5 1A B AT T & RO 5 AR AR UR P R AR R, R TT AN RLAE IR
B =N H PRI ) 25 24 o 7SR UR B 10450 R SR AL AT T I 2 B0 B %
664,605 I EE )1~ N AT B R B R B, AR ) LR T I RS e o 666:667 71
A AN 2B G ) LR XS 2008 1.3%,  SEEgRIAE R B8 T ik L E
Fto UWIERFFIRAERTT, NIRRT B IRT AT G LIS I . S 4R B 1R 11
PR NLAEEGR 2535 T fa st R o 0 f5 3 7 AT, DIBE S 7 6 39 1) 2 I
IR RIEMI A RENE . R A — TN ATIE M 7SRRI, FACILIT (5-
FU 500 mg/m?1V, ZHIRFFIR, 2RSS0 mg/m? IVEITET2/NT, PR
[%500 mg/m? IV 551K ) AE 4T Y o BAFIAE G g 3012 AR X 22 4 ). 605 FE Gwyn S5 4R
T, SRR AL 38, 50%LL BRI E ONBHIE > B, R LBETS. 683

LA P ERTR T STHITE R BBl G YT SR FACTR YT I Lotk .

WErESTH . REACER/ AR NI A RS 1404 JLERRRIE Ol H IREE AR
JLIBI, SRtk Ch BB . S RAPEXU S PR i) 241

MS-77

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National . . .

comprehensive  NCCN Guidelines Version 7.2021
WNEOE Cancer ~

Network® ?LH%E

PEaliE, X LEARMERE, FEARIRRA . COSOSE P R]EL S5 PUPE Al
Wb FEKAR AT AT T AT L 5 SR K — &R0

GEYRIME HIEAZ KGR AR . o2 an i ], NCCN%L AL,

ARSI A IRARTE AL, WAEZA R WA R4 TR0 . dRIY]E
A5 T i 22 BR LU R B T o 07680 R 2 B 91 41 15 2 ) il Sz R BR AR 2y
Ja KA A BTE K BRI B NG L k. RS -2 R
MBI, N a2 B R WA ZAE AT IR EE ] -

AT 143 T FLISAR Y 7 91 2 L0 5 -0 6 JE T 14 2
HR A BRI 3 e 4, o

GEYRIIAIZE T 20 WA6 T ATBORVR YT « BRI, anE FRAE, e ibiays Al
TR AR R AT o

FERVTLA L B RN R, R A X BEIR R T X
[ ) 3 2 S L

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE

AT
£ BhEp FEEE

MS-78



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

REFLIE

2 ML (Inflammatory breast cancer, IBC)&—F0 5% WL H12 28 14 7L IR
7E S E AL 5 AR B 1%~ 6%, 982683 IBCA—FHIRRZHT, AR
= —BE 2 R TR K R RAED

IBCilHl % JHR B, HER2FHE LB i 19 W) S48 AUl IBCHE R IA
WAURFFUIER, IBCAATERTA WAL, (HIERAFIHER2TS F A R 53 I, . o8+
STHZ IR TRRAJCCIEAE 73 T, R R TR 4552 AR E AR AP A e H5
K IBCH AIIbIA . ISV A FU IR o« ARAE S, IBCI I R A4 i 4 U
FONTAd, BETEFLIR A R B R . SR A0 5 ) I3 e Jikg
JE, ERLURENT, WEBRE M, REMEH T ARIE %M, EIBCHE
AEPE I RARFAE A T Ae 7 HE 28 7 ORI . R 5 BRI 7L
ZH ML B bk B R AR TESRAE , (HIBCHYIZ W &k T HIRIRR I, R ik
MEEZ RIFECHLT, WA DEMZETIBC, o808 %502 M o5 7L IR

W AR AT FLR A

%k, IBCHBE TR AR R0 B 18 2% H N o Bk fEga R ],
HAEJOETE X R A AL R AR E, IBCER IR R B 2250002, JEH K
TR A, 93

NCCNL ZFHAIN, T EIATE ANBCEALRFE FIBTFE, LAFE B #f s
BIBCYEA— AN A T 2 SRR YT - 94995 SR1T,  H AT AIIESE

5 B bR EEE

ESmadHEmE Br R i EARE

AENE N2 ITIBC I B A SR AR B AN T AL AR R

T4d, NO-N3, MO

BE

I /95 B 2212 N IBC HGm AL e 2 (T4d. NO-N3. MO 2 itk &
& LR 2 SR BAEEAT AT 2 VP A

00 73 R 78 B L ARG 7Y, DA CBCAIIIL /MR TH4. AT
PSR, JEAEAST HT N E MV HR-FIHER2-IRAS . HER27EHA E
WELETBC &3 K WHER2HE [y 7 ok i 7 i B /R . NCCN&E %X
H SRR R CAPJR B4R 45 MY (www.cap.org) , FHK4IASCO CAP
SEFHER2KG I 5t 42 61 P REATTHC RIS H 25 SR ARt (i, 096

R E GBI TG S TR A 5 SR AN S m A . BT
SEANBCH] 01 /7 (I TEAN L AU EFEAS W XU FL R 355, 2 5
AR, FEFEAT ILERMREAH .

X AEIR B 72 A AR AL F R (M PP B LFT B 3338 BUR AL SAPET/CT

(2BZS) AL, BEAI A 2 WP ECT RS (2B HAFELENERAEIRET
AT ER 2 W ECT RS (2AZ5)

MS-79

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

L

TEMRERAAR 2 45 RA WA BT SERITE LT, FDG PET/CTH el # . 28
M, FAPRMUEHERB, PET/CTHIAEZIBChR G INA FsBh T8, ik,
TR ZH B SRk L 2 52 RN AL 4 B ) AR B i o 9697697998 SR, FDG
PET/CT 4l H At AR 77 VA0 58 FAS WY B i m] B 8 (7 8 AT REHEAT VS AL,
PABINIVIAZR . FDG PET/CTH/2BRE N . L5 /NMAKILRRE, FDG
PET/CTR] 52 CTRIN #6417 . Wikik4T T FDG PETANZIECT, H P&
LI seon B R, AT AN 7 kAT B S R R L BAPET/CT .

I ARARTENCONE AL/ Z R ey M VE AR R - AL AR 1 3, /B
WA AT A LA ) g RURS A, S UL AT 1A% 5 1)

IBC A 36T RERHUER AR A0iR T FBS2, WIARHT & SHATT P SR
AL OIBRA) FT -

ARET6sT

HIFIBCE — M W, PRI M e PP IBC B4 BRA YT 1K BE AL
Ko AR REBCEE T RIBE AT AN RTHE PEWRFT I EcdE FIHEIBC
Ja il e ) P e PO B0

5 B bR EEE

ESmadHEmE Br R i EARE

FE— T3 BB 23 B Hh 7R T IBC R AR AT 4 5 VR 97 5 FL 55 VIR AR XS TSR
A SRIT IR &, by 1A R0 5 R e B AR o e VAR

IR ik o 099 FEAB S 5 17 K 2 % 510 o 2 A i A H O X 204K [A]IBC A

AT I — TR [l B e 45 SR B, DR 85 3 N 2Rl AT T VI EE IR T R

BEAT RFRIAST CEEOT Bl s VIBRAR, B Sl MBMNIAR ST, 15

FEDFSH 28%. 70

— TR BT TR, AR DL SR G WO BRI VR T 7 R P I A
Feoi 7 ERFIVEMIBC & HIPFSFIOS. — I & Gu kBl i 7 b K 3L T
ARAGEITHE SpCRIFTRENE . 72— U i rh, 2 2HEH12 HALNE:
M HIIBC B h 1252 LA R 20 Bt AT = B2 kel T, 45k
1, SR LA R 25 W) 0 Ak a7 B B F A L, R 25055
IR AR YT 1 B 2 5 3R 45 TpCR. Ak, 57k B I S5 7 A2 1Y) S 38 AH
tt, ALNHpCRIEE BAEHFOSHDFS, 7%

NCCN X0 i WIBC i & WA 107 K AR SR 25 WO S At 1 75 SRk &
ARG R LIART 207 L5/ AR5 VIR AR AT e it
RIALTT o WRARHTAR SEMATT . NIAEARE SE K

MS-80

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

L

IR
AU AT HR PR PETBC 4 38852 5 R 0K B 4 S0 5 0P 4
ZRAIRIT

HER2FHPERIBCHUG AN R o 0807045 T HER2 PH i 1) etk i s, fE R %2
A S ST ROFERE BN 2 BB BT SR AR . 70570 — TR HE PERTE S
FLFEIBCTE I (¥R S0 B FL AR oM SR B L0 2], 232 ARUA 2R 259 h
SRt H R BT £ M 2 ER TR YT 1A, UERTIN A 2k B bRl B
SRR AL F AT . O NCONE R AT 7 A i 22k
BT, HFHEIER THER2BAPEZ B .. o] FH 450 2 B h 2 2R e e 1
AR ], L HORTEIBCLME S . AT, ARG HdE, 5L RK
IR 2 BR B HTIR T IR 14

VTSRS AW, HEARHERIE 250 o 4 2 FL 23k ¥ it

IBC BA IR PRIk . A9 NIBCHE# INEOSPHEREIR S 45 R o, 5 % Bk
BT R0 pCREGIT. RIL, NCON ZAL7EMNEHIEH, HER2BAVER
IBCHHTEAR ML T AW ZER B 7%,

i FE IBCRS i BT 1RO IS I 23 5 A RS 2 AL TS 2 TPA o

5 B bR EEE

ESmadHEmE Br R i EARE

FAR
I PR/93 BEZ WONIBC I 8 MR AE R TTHEZ AT . 2 AR AN O A HE,
P T RIBITAE IWIIRIRIT IBC R FH TG E % . T SLNIE A ZPFEIBC
LR ALNRIR SE 5. TABCHEE RARATF RISEMHBCRALE, AR
HaExw], SIEVIBRARMLL, RMERERE . NEWIBCHEEESZ
TRAIEIT

St B BT S . NCONE AL M F AR AT VIR AR
B VIZALNTS 1o 1332 i R 0HVA 1R 7L 55 VIR R AIIBC 2t
NCCN & K H O EIR T 5 PG5 A vl HER 1 — Fk % . FURVIBRARJF A
A FRERL 5 ] e e AL S VIR ARG 0T 4 e 713

XFFARAT A SR YT R RIIBCREE, — A HERAT AL VIBR AR . XL B N
5 FRATA A BT R/ BUR BT TBOT o XX b IR TT A SRS g S 8

LI VIR AN LR [ 8H877 .

BUT
FEVIBR ARG, A SR IR AT U R TT

MS-81

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

comprehensive  NCCN Guidelines Version 7.2021
M oo BRE

IBC 1 £ 3 JR s DX bk B2 45 52 BRI i O T R R i B2 R R
K, % SRR O i BE AN B b XS EAT TSR YT i SR PR b s 2R
ER N MES, SO RS LR S R FL S TE I
IREGHR RS RS2 8, ) 20 30 B TS 2 5K e 2 758 A FLIbk 2 2 44
NIBEEHATTEFA (33%) o W FHER2PAVESR:, i ZERAHT AT 5507 H
252

IVEIEE R HIBC

IVIHE R

W}
L e 45

KVEIBC 3 NG 2 &MV FLIE R B #1716 T (JLNCCN

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

LEZ. e v b B0 s e
Hqiuyisheng222% 13918529955

R - ..l.
& B iR SR

MS-82



ACTE A Eh S ST A R A %, AN N SR, AR TR, 1 T R B 24/ IR . RRRUA© 2021 National Comprehensive Cancer Network ™2 g e
National

comprehensive  NCCN Guidelines Version 7.2021
Wehl Cancer ?Lﬂﬁﬁ

Network®

AT
£ BhEp FEEE

il 5 L e

IR 83 e 7% 2R DL BB 1R PU R — P A S R B, 42 W AR YT
R T PR SCRPIRUES SR B BR T HERAIE SRR B R b B R 1
A FRECE W RUBER 7T 77 C MR RS2 30k o R AT R H
U I I8 OB 8 e A% 1 2 Mk BB IR 7 8 0 K FL D3 VIR AR AR 8 i L2
SAEAR, HH LRt Ol IR R ST RS S R T
REIEIRTT. 15T

NCCNIE P VR i A I 5 T TG ART SR IR 11k 5 PR T S L 3 ik e 28 8 (112
WA E R A SRR T — N BB R R T RELL T AL R . A2
R, A TS Ik 5 0 2 R bk O 5 B e v B SR R TR R
BiE BREEE L WS, MR, RIS . ORI, B i A s T R
AN IR R AP o P O U SR R AT FL B R S A L e 75 A
.

BRI S AR IEY)s. F4SER/PRATHER2. ER/PRIKF- T AL AR
TR SR A JIIESE . 2 FL X SRS A 75 A 2 AP RE BE I
XA U L 2 B AR B B, N B R FLUIRMRI. MRUGFL R4
ZABUA . MRS IR LS PRE  EA RG B e L AR S A e 1) 0 L BT g
A RS A B . T1OFL BEMRT R B T TR 500 e e ek S ok L e
B ERGE AL, AT VR o etk B e 2 AL I IR AR 2L

AT % 1 B B 1 T B O R B PIBRAR, I SEIARFLIGST o« FE— ik, JCIRFLIRE B, 7EM
BRI B E, KRR RN B MR € . 7!

S DA B P J A A L Ml R8Ol W AE R A aG T A CRLBTIA R ()
FV/EFNA) JGHUS T MR R A AL o X R AR HIEA T HERS 13 B 250 £
e B L, AR, DO AT s AR B

iy, BORATHESAERAR (B, A VTGRSR RIEHt
HERA S B2 W

FLERMRIA B+ 5 BB P FU R, JF HonT AT Blide 3 o7 Al BEMFL S5 V)
BRARAIR G K o BN, 7L — IO 4001 2837 Rk S R e3 #L s 28
FLBRXIR £ S5 I PR BN E ORI T, MRIFET0%) S e 1 IRk
FUBRAAZ . BEAN, LETHIMRIBAVERE 5 4% 52 4 FLALNYS SRR T A
H, ALY 19 I G B R A R AR

NCCNI i 1 Jir e foe 415 7 th oy D Ji 28 L o A A4 £ R 3 A 2 45 e
(EARRHRYE) BEHEE T AUMa R, EAEMAAEARCT, CLEm
AL UESE e R AT FUIRMRIAGEE A h Ao 3 N34T IR 58

FEAGAY .

MS-83

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

Wehl Cancer ?Lﬂﬁﬁ

Network®

comprehensive  NCCN Guidelines Version 7.2021

T R AR DR Ak FLARE R ST

MR IS 7 52 L3 22 FH A28 1) R 3 B 32 A BMIRTS | 3 R A 1A, I
R LRI (I PR 2 W2 52967 . MRS 7955 28 B 1 J8 3 TR T R U2
FTWMELERE . XTT0. NI MOBE £, EFEaHEA S TIRAMN
B3 A S 5 4 B B R R S5V 1N A LIRS R TR . AR YR IY
BRI A4 TS N IAIR YT B Z 2R T, X - T0<
N2-N3. MO N EHHIALST . #hZER B HIAMA 2RI, BEjA
5 JR R0 B — AR HEAT IR S R E5E 1 AN R DTEROR

WE

AR M R I VE AL 8 iR T IR B R R B VPR T, &
AR AEA SR AT B AT AP LRI R AR R S G . B
AEGISME DS, XL R R PRI EAL . IR ARG UG i O 3 T A
FE I AR IR A5 R . SRTIT, Xk LS (9677 i il B IR T RCR ok
s B R OK PR BB D B AN 2R . Ik, RBH /R S S RiHE
PE RS A REORIE B E 2 o HE AR IR YT, I Bh FoGE 18Y7
455 o

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE

AT
£ BEBI HEYE

MS-84



LEZ. e v b B0 s e
«?umynshengzzzﬁlsglsszggss

RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

E =P

1. Siegel RL, Miller KD, Jemal A. Cancer statistics, 2020. CA Cancer J
Clin 2020;70:7-30. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/31912902

2. U.S. National Library of Medicine-Key MEDLINE® Indicators. Available
at: http://www.nlm.nih.gov/bsd/bsd_key.html.

3. http://www.cap.org. Accessed January, 2019.

4. Kerlikowske K, Molinaro AM, Gauthier ML, et al. Biomarker expression
and risk of subsequent tumors after initial ductal carcinoma in situ
diagnosis. J Natl Cancer Inst 2010;102:627-637. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20427430.

5. Stackievicz R, Paran H, Bernheim J, et al. Prognostic significance of
HER-2/neu expression in patients with ductal carcinoma in situ. Isr Med
Assoc J 2010;12:290-295. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20929083.

6. Zhou W, Jirstrom K, Johansson C, et al. Long-term survival of women
with basal-like ductal carcinoma in situ of the breast: a population-based
cohort study. BMC Cancer 2010;10:653. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21118480.

7. Lari SA, Kuerer HM. Biological markers in DCIS and risk of breast
recurrence: A systematic review. J Cancer 2011;2:232-261. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21552384.

8. Kuhl CK, Schrading S, Bieling HB, et al. MRI for diagnosis of pure
ductal carcinoma in situ: a prospective observational study. Lancet
2007;370:485-492. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17693177.

9. Allen LR, Lago-Toro CE, Hughes JH, et al. Is there a role for MRI in the
preoperative assessment of patients with DCIS? Ann Surg Oncol
2010;17:2395-2400. Available at:
https://www.ncbi.nim.nih.gov/pubmed/20217259.

EEWEEB_LﬁEEE

10. Davis KL, Barth RJ, Jr., Gui J, et al. Use of MRl in |

planning for women with newa diagnosed DCIS: risk or benefit? Ann Surg
Oncol 2012;19:3270-3274. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/22911365.

11.-Rilewskie M, Olcese C, Eaton A, et al. Perioperative breast MRI is not
associated with lower locoregional recurrence rates in DCIS patients
treated with or without radiation. Ann Surg Oncol 2014;21:1552-1560.
Available at: https://www.ncbi.nlm.nih.gov/pubmed/24385207.

12. Waddell BE, Stomper PC, DeFazio JL, et al. Postexcision
mammography is indicated after resection of ductal carcinoma-in-situ of
the breast. Ann Surg Oncol 2000;7:665-668. Available at:
http://www.ncbi.nim.nih.gov/pubmed/11034243.

13. Cody HS, Van Zee KJ. Point: sentinel lymph node biopsy is indicated
for patients with DCIS. J Natl Compr Canc Netw 2003;1:199-206.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/19768878.

14. Virnig BA, Tuttle TM, Shamliyan T, Kane RL. Ductal carcinoma in situ
of the breast: a systematic review of incidence, treatment, and outcomes.
J Natl Cancer Inst 2010;102:170-178. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20071685.

15. Edge SB, Sheldon DG. Counterpoint: sentinel lymph node biopsy is
not indicated for ductal carcinoma in situ. J Natl Compr Canc Netw
2003;1:207-212. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19768879.

16. Lyman GH, Giuliano AE, Somerfield MR, et al. American Society of
Clinical Oncology guideline recommendations for sentinel lymph node
biopsy in-early-stage breast cancer. J Clin Oncol 2005;23:7703-7720.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/16157938.

17. Brennan ME, Turner RM, Ciatto S, et al. Ductal carcinoma in situ at
core-needle biopsy: meta-analysis of underestimation and predictors of
invasive breast cancer. Radiology 2011;260:119-128. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21493791.

MS-85

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

18. Bijker N, Meijnen P, Peterse JL, et al. Breast-conserving treatment
with or without radiotherapy in ductal carcinoma-in-situ: ten-year results of
European Organisation for Research and Treatment of Cancer
randomized phase Il trial 10853--a study by the EORTC Breast Cancer
Cooperative Group and EORTC Radiotherapy Group. J Clin Oncol
2006;24:3381-3387. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16801628.

19. Emdin SO, Granstrand B, Ringberg A, et al. SweDCIS: Radiotherapy
after sector resection for ductal carcinoma in situ of the breast. Results of
a randomised trial in a population offered mammography screening. Acta
Oncol 2006;45:536-543. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16864166.

20. Fisher B, Dignam J, Wolmark N, et al. Lumpectomy and radiation
therapy for the treatment of intraductal breast cancer: findings from
National Surgical Adjuvant Breast and Bowel Project B-17. J Clin Oncol
1998;16:441-452. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9469327.

21. Houghton J, George WD, Cuzick J, et al. Radiotherapy and tamoxifen
in women with completely excised ductal carcinoma in situ of the breast in
the UK, Australia, and New Zealand: randomised controlled trial. Lancet
2003;362:95-9102. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12867108.

22. Julien JP, Bijker N, Fentiman IS, et al. Radiotherapy in breast-
conserving treatment for ductal carcinoma in situ: first results of the
EORTC randomised phase lll trial 10853. EORTC Breast Cancer
Cooperative Group and EORTC Radiotherapy Group. Lancet
2000;355:528-533. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/10683002.

23. Cuzick J, Sestak |, Pinder SE, et al. Effect of tamoxifen and
radiotherapy in women with locally excised ductal carcinoma in situ: long-
term results from the UK/ANZ DCIS trial. Lancet Oncol 2011;12:21-29.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/21145284.

5 B bR EEE

24. Wapnir IL, Dignam JJ, Fisher B, et al. Long-term ou
ipsilateral breast tumor recurrences after lumpectomy in NSABP B-17 and
B-24 randomized clinical trials for DCIS. J Natl Cancer Inst 2011;103:478-
488. Available at: http://www.ncbi.nlm.nih.gov/pubmed/21398619.

25.-McCormick B, Winter K, Hudis C, et al. RTOG 9804: a prospective
randomized trial for good-risk ductal carcinoma in situ comparing
radiotherapy with-observation. J Clin Oncol 2015;33:709-715. Available at:
https://www.ncbi.nim.nih.gov/pubmed/25605856.

26. Holmberg L, Garmo H, Granstrand B, et al. Absolute risk reductions for
local recurrence after postoperative radiotherapy after sector resection for
ductal carcinoma in situ of the breast. J Clin Oncol 2008;26:1247-1252.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/18250350.

27. Goodwin A, Parker S, Ghersi D, Wilcken N. Post-operative
radiotherapy for ductal carcinoma in situ of the breast--a systematic review
of the randomised trials. Breast 2009;18:143-149. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19447038.

28. Narod SA, Igbal J, Giannakeas V, et al. Breast Cancer Mortality After a
Diagnosis of Ductal Carcinoma In Situ. JAMA Oncol 2015;1:888-896.
Available at: https://www.ncbi.nlm.nih.gov/pubmed/26291673.

29. Sagara Y, Freedman RA, Vaz-Luis I, et al. Patient Prognostic Score
and Associations With Survival Improvement Offered by Radiotherapy
After Breast-Conserving Surgery for Ductal Carcinoma In Situ: A
Population-Based Longitudinal Cohort Study. J Clin Oncol 2016;34:1190-
1196. Available at: https://www.ncbi.nIm.nih.gov/pubmed/26834064.

30. Bartelink H, Horiot JC, Poortmans PM, et al. Impact of a higher
radiation-dose on'local control and survival in breast-conserving therapy of
early breast cancer: 10-year results of the randomized boost versus no
boost EORTC 22881-10882 trial. J Clin Oncol 2007;25:3259-3265.
Available at: http://www.ncbi.nim.nih.gov/pubmed/17577015.

31. Bartelink H, Maingon P, Poortmans P, et al. Whole-breast irradiation
with or without a boost for patients treated with breast-conserving surgery
for early breast cancer: 20-year follow-up of a randomised phase 3 trial.

MS-86

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

Lancet Oncol 2015;16:47-56. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/25500422.

32. Romestaing P, Lehingue Y, Carrie C, et al. Role of a 10-Gy boost in
the conservative treatment of early breast cancer: results of a randomized
clinical trial in Lyon, France. J Clin Oncol 1997;15:963-968. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9060534.

33. Polgar C, Fodor J, Orosz Z, et al. Electron and high-dose-rate
brachytherapy boost in the conservative treatment of stage I-1l breast
cancer first results of the randomized Budapest boost trial. Strahlenther
Onkol 2002;178:615-623. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/12426672.

34. Moran MS, Zhao Y, Ma S, et al. Association of Radiotherapy Boost for
Ductal Carcinoma In Situ With Local Control After Whole-Breast
Radiotherapy. JAMA Oncol 2017. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/28358936.

35. Di Saverio S, Catena F, Santini D, et al. 259 Patients with DCIS of the
breast applying USC/Van Nuys prognostic index: a retrospective review
with long term follow up. Breast Cancer Res Treat 2008;109:405-416.
Available at: http://www.ncbi.nim.nih.gov/pubmed/17687650.

36. Gilleard O, Goodman A, Cooper M, et al. The significance of the Van
Nuys prognostic index in the management of ductal carcinoma in situ.
World J Surg Oncol 2008;6:61-61. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18564426.

37. Silverstein MJ, Lagios MD, Craig PH, et al. A prognostic index for
ductal carcinoma in situ of the breast. Cancer 1996;77:2267-2274.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/8635094.

38. Silverstein MJ, Lagios MD, Groshen S, et al. The influence of margin
width on local control of ductal carcinoma in situ of the breast. N Engl J
Med 1999;340:1455-1461. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/10320383.

5 B bR EEE

39. Hughes LL, Wang M, Page DL, et al. Local excision
irradiation for ductal carcinoma in situ of the breast: a trial of the Eastern
Cooperative Oncology Group. J Clin Oncol 2009;27:5319-5324. Available
at: http://www.ncbi.nlm.nih.gov/pubmed/19826126.

40.-MacDonald HR, Silverstein MJ, Mabry H, et al. Local control in ductal
carcinoma in-situ treated by excision alone: incremental benefit of larger
margins. Am J Surg 2005;190:521-525. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16164913.

41. Dunne C, Burke JP, Morrow M, Kell MR. Effect of margin status on
local recurrence after breast conservation and radiation therapy for ductal
carcinoma in situ. J Clin Oncol 2009;27:1615-1620. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19255332.

42. Van Zee KJ, Subhedar P, Olcese C, et al. Relationship between
margin width and recurrence of ductal carcinoma in situ: Analysis of 2996
women treated with breast-conserving surgery for 30 years. Ann Surg
2015;262:623-631. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/26366541.

43. Morrow M, Van Zee KJ, Solin LJ, et al. Society of Surgical Oncology-
American Society for Radiation Oncology-American Society of Clinical
Oncology Consensus Guideline on Margins for Breast-Conserving Surgery
With Whole-Breast Irradiation in Ductal Carcinoma in Situ. Pract Radiat
Oncol 2016;6:287-295. Available at:
https://www.ncbi.nim.nih.gov/pubmed/27538810.

44. Fisher B, Costantino JP, Wickerham DL, et al. Tamoxifen for the
prevention of breast cancer: current status of the National Surgical
Adjuvant Breast and Bowel Project P-1 study. J Natl Cancer Inst
2005;97:1652-1662. Available at:
http://www-ncbi.nlm.nih.gov/pubmed/16288118.

45. Fisher B, Costantino JP, Wickerham DL, et al. Tamoxifen for
prevention of breast cancer: report of the National Surgical Adjuvant
Breast and Bowel Project P-1 Study. J Natl Cancer Inst 1998;90:1371-
1388. Available at: http://www.ncbi.nlm.nih.gov/pubmed/9747868.

MS-87

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

46. Tan-Chiu E, Wang J, Costantino JP, et al. Effects of tamoxifen on
benign breast disease in women at high risk for breast cancer. J Natl
Cancer Inst 2003;95:302-307. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12591986.

47. Effects of chemotherapy and hormonal therapy for early breast cancer
on recurrence and 15-year survival: an overview of the randomised trials.
Lancet 2005;365:1687-1717. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15894097.

48. Allred DC, Bryant J, Land S, et al. Estrogen receptor expression as a
predictive marker of the effectiveness of tamoxifen in the treatment of
DCIS: Findings from the NSABP Protocol B-24 [abstract]. Breast Cancer
Res Treat 2002;76(Suppl 1):Abstract A30. Available at:

49. Forbes JF, Sestak |, Howell A, et al. Anastrozole versus tamoxifen for
the prevention of locoregional and contralateral breast cancer in
postmenopausal women with locally excised ductal carcinoma in situ
(IBIS-11 DCIS): a double-blind, randomised controlled trial. Lancet 2015.
Available at: http://www.ncbi.nim.nih.gov/pubmed/26686313.

50. Margolese RG, Cecchini RS, Julian TB, et al. Anastrozole versus
tamoxifen in postmenopausal women with ductal carcinoma in situ
undergoing lumpectomy plus radiotherapy (NSABP B-35):-a randomised,
double-blind, phase 3 clinical trial. Lancet 2015. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/26686957.

51. Louie RJ, Tonneson JE, Gowarty M, et al. Complete blood counts,
liver function tests, and chest x-rays as routine screening in early-stage
breast cancer: value added or just cost? Breast Cancer Res Treat 2015.
Available at: http://www.ncbi.nim.nih.gov/pubmed/26467045.

52. Esserman L. Integration of imaging in the management of breast
cancer. J Clin Oncol 2005;23:1601-1602. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15755961.

53. Gundry KR. The application of breast MRI in staging and screening for
breast cancer. Oncology (Williston Park) 2005;19:159-169. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15770888.

5 B bR EEE

54. Houssami N, Ciatto S, Macaskill P, et al. Accuracy ¢
of magnetic resonance imaging in breast cancer staging: systematic
review and meta-analysis in detection of multifocal and multicentric
cancer. J Clin Oncol 2008;26:3248-3258. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18474876.

55. Weber JJ, Bellin LS, Milbourn DE, et al. Selective preoperative
magnetic resonance imaging in women with breast cancer: no reduction in
the reoperation rate. Arch Surg 2012;147:834-839. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/22987175.

56. Feigelson HS, James TA, Single RM, et al. Factors associated with the
frequency of initial total mastectomy: results of a multi-institutional study. J
Am Coll Surg 2013;216:966-975. Available at:
http://www.ncbi.nim.nih.gov/pubmed/23490543.

57. Katipamula R, Degnim AC, Hoskin T, et al. Trends in mastectomy
rates at the Mayo Clinic Rochester: effect of surgical year and
preoperative magnetic resonance imaging. J Clin Oncol 2009;27:4082-
4088. Available at: http://www.ncbi.nlm.nih.gov/pubmed/19636020.

58. Sorbero ME, Dick AW, Beckjord EB, Ahrendt G. Diagnostic breast
magnetic resonance imaging and contralateral prophylactic mastectomy.
Ann Surg Oncol 2009;16:1597-1605. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19330381.

59. Miller BT, Abbott AM, Tuttle TM. The influence of preoperative MRI on
breast cancer treatment. Ann Surg Oncol 2012;19:536-540. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21751044.

60. Peters NH, van Esser S, van den Bosch MA, et al. Preoperative MRI
and surgical management in patients with nonpalpable breast cancer: the
MONET - randomised controlled trial. Eur J Cancer 2011;47:879-886.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/21195605.

61. Turnbull LW, Brown SR, Olivier C, et al. Multicentre randomised
controlled trial examining the cost-effectiveness of contrast-enhanced high
field magnetic resonance imaging in women with primary breast cancer
scheduled for wide local excision (COMICE). Health Technol Assess

MS-88

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



AT ra b BE ST B AR P g i3, XA
National

NG,

WNEOE Cancer
Network®

FLirE

FEEEH TR, W T 85 247N B
comprehensive  NCCN Guidelines Version 7.2021

. . ] 5
JRAL)H© 2021 National Comprehensive Cancer Network M”ﬁﬁﬁﬁﬁﬁﬁﬁiﬁiﬁ”

2010;14:1-182. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20025837.

62. Fischer U, Zachariae O, Baum F, et al. The influence of preoperative
MRI of the breasts on recurrence rate in patients with breast cancer. Eur
Radiol 2004;14:1725-1731. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15248080.

63. Solin LJ, Orel SG, Hwang W-T, et al. Relationship of breast magnetic
resonance imaging to outcome after breast-conservation treatment with
radiation for women with early-stage invasive breast carcinoma or ductal
carcinoma in situ. J Clin Oncol 2008;26:386-391. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18202414.

64. Bleicher RJ, Ciocca RM, Egleston BL, et al. Association of routine
pretreatment magnetic resonance imaging with time to surgery,
mastectomy rate, and margin status. J Am Coll Surg 2009;209:180-187;
quiz 294-185. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19632594.

65. Turnbull L, Brown S, Harvey |, et al. Comparative effectiveness of MRI
in breast cancer (COMICE) trial: a randomised controlled trial. Lancet
2010;375:563-571. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20159292.

66. White J, Morrow M, Moughan J, et al. Compliance with breast-
conservation standards for patients with early-stage breast carcinoma.
Cancer 2003;97:893-904. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12569588.

67. Wilkinson NW, Shahryarinejad A, Winston JS, et al. Concordance with
breast cancer pathology reporting practice guidelines. J Am Coll Surg
2003;196:38-43. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12517547.

68. Baucom DH, Porter LS, Kirby JS, et al. Psychosocial issues
confronting young women with breast cancer. Breast Dis 2005;23:103-
113. Available at: http://www.ncbi.nlm.nih.gov/pubmed/16823173.

EEWEEB_LﬁEEE

69. Dunn J, Steginga SK. Young women's experience O
defining young and identifying concerns. Psychooncology 2000;9:137- 146
Available at: http://www.ncbi.nim.nih.gov/pubmed/10767751.

70. Ganz PA, Greendale GA, Petersen L, et al. Breast cancer in younger
women: reproductive and late health effects of treatment. J Clin Oncol
2003;21:4184-4193. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/14615446.

71. Gorman JR, Bailey S, Pierce JP, Su HI. How do you feel about fertility
and parenthood? The voices of young female cancer survivors. J Cancer
Surviv 2012;6:200-209. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/22179785.

72. Howard-Anderson J, Ganz PA, Bower JE, Stanton AL. Quality of life,
fertility concerns, and behavioral health outcomes in younger breast
cancer survivors: a systematic review. J Natl Cancer Inst 2012;104:386-
405. Available at: http://www.ncbi.nlm.nih.gov/pubmed/22271773.

73. Kranick JA, Schaefer C, Rowell S, et al. Is preghancy after breast
cancer safe? Breast J 2010;16:404-411. Available at:
http://www.ncbi.nim.nih.gov/pubmed/20522097.

74. Sukumvanich P, Case LD, Van Zee K, et al. Incidence and time course
of bleeding after long-term amenorrhea after breast cancer treatment: a
prospective study. Cancer 2010;116:3102-3111. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20564648.

75. Quinn GP, Block RG, Clayman ML, et al. If you did not document it, it
did not happen: rates of documentation of discussion of infertility risk in
adolescent and young adult oncology patients' medical records. J Oncol
Pract 2015;11:137-144. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/25549654.

76. Yee S, Abrol K, McDonald M, et al. Addressing oncofertility needs:
views of female cancer patients in fertility preservation. J Psychosoc Oncol
2012;30:331-346. Available at:
http://www.ncbi.nim.nih.gov/pubmed/22571247.

MS-89

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.




K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

77. Yeomanson DJ, Morgan S, Pacey AA. Discussing fertility preservation
at the time of cancer diagnosis: dissatisfaction of young females. Pediatr
Blood Cancer 2013;60:1996-2000. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/23836521.

78. Loren AW, Mangu PB, Beck LN, et al. Fertility preservation for patients
with cancer: American Society of Clinical Oncology clinical practice
guideline update. J Clin Oncol 2013;31:2500-2510. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/23715580.

79. Cruz MR, Prestes JC, Gimenes DL, Fanelli MF. Fertility preservation in
women with breast cancer undergoing adjuvant chemotherapy: a
systematic review. Fertil Steril 2010;94:138-143. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19339000.

80. Dunn L, Fox KR. Techniques for fertility preservation in patients with
breast cancer. Curr Opin Obstet Gynecol 2009;21:68-73. Available at:
http://www.ncbi.nim.nih.gov/pubmed/19125006.

81. Oktem O, Oktay K. Fertility preservation for breast cancer patients.
Semin Reprod Med 2009;27:486-492. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19806518.

82. Redig AJ, Brannigan R, Stryker SJ, et al. Incorporating fertility
preservation into the care of young oncology patients. Cancer 2011;117:4-
10. Available at: http://www.ncbi.nIm.nih.gov/pubmed/21235031.

83. Lee S, Ozkavukcu S, Heytens E, et al. Value of early referral to fertility
preservation in young women with breast cancer. J Clin Oncol
2010;28:4683-4686. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20876425.

84. Peate M, Meiser B, Friedlander M, et al. It's now or never: fertility-
related knowledge, decision-making preferences, and treatment intentions
in young women with breast cancer--an Australian fertility decision aid
collaborative group study. J Clin Oncol 2011;29:1670-1677. Available at:
http://www.ncbi.nim.nih.gov/pubmed/21444865.

12 B phaER ST 3B 4
85. Blumenfeld Z, Evron A. Preserving fertility when choosing
chemotherapy regimens - the role of gonadotropin-releasing hormone
agonists. Expert Opin Pharmacother 2015;16:1009-1020. Available at:
http://www.ncbi.nIm.nih.gov/pubmed/25826240.

86. Del Mastro L, Lambertini M. Temporary Ovarian Suppression With
Gonadotropin-Releasing Hormone Agonist During Chemotherapy for
Fertility Preservation: Toward the End of the Debate? Oncologist
2015;20:1233-1235. Available at:
http://www.ncbi.nlm.nih:gov/pubmed/26463868.

87. Lambertini M, Peccatori FA, Moore HC, Del Mastro L. Reply to the
letter to the editor 'Can ovarian suppression with gonadotropin releasing
hormone analogs (GnRHa) preserve fertility in cancer patients?' by
Rodriguez-Wallberg et al. Ann Oncol 2015. Available at:
hitp://www.ncbi.nlm.nih.gov/pubmed/26646756.

88. Moore HC, Unger JM, Phillips KA, et al. Goserelin for ovarian
protection during breast-cancer adjuvant chemotherapy. N Engl J Med
2015;372:923-932. Available at:

89. Moffat R, Guth U. Preserving fertility in patients undergoing treatment
for breast cancer: current perspectives. Breast Cancer (Dove Med Press)
2014;6:93-101. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/25114587.

90. Oktay K, Turan V, Bedoschi G, et al. Fertility Preservation Success
Subsequent to Concurrent Aromatase Inhibitor Treatment and Ovarian
Stimulation in Women With Breast Cancer. J Clin Oncol 2015;33:2424-
2429. Available at: http://www.ncbi.nlm.nih.gov/pubmed/26101247.

91. Baseline staging tests in primary breast cancer: Practice guideline
report # 1-14: Members of the Breast Cancer Disease Site Group.

92. Ravaioli A, Pasini G, Polselli A, et al. Staging of breast cancer: new
recommended standard procedure. Breast Cancer Res Treat 2002;72:53-
60. Available at: http://www.ncbi.nlm.nih.gov/pubmed/12000220.

MS-90

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

93. Puglisi F, Follador A, Minisini AM, et al. Baseline staging tests after a
new diagnosis of breast cancer: further evidence of their limited
indications. Ann Oncol 2005;16:263-266. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15668281.

94. Brothers JM, Kidwell KM, Brown RK, Henry NL. Incidental radiologic
findings at breast cancer diagnosis and likelihood of disease recurrence.
Breast Cancer Res Treat 2016;155:395-403. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/26797222.

95. Kumar R, Chauhan A, Zhuang H, et al. Clinicopathologic factors
associated with false negative FDG-PET in primary breast cancer. Breast
Cancer Res Treat 2006;98:267-274. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16555126.

96. Podoloff DA, Advani RH, Allred C, et al. NCCN task force report:
positron emission tomography (PET)/computed tomography (CT) scanning
in cancer. J Natl Compr Canc Netw 2007;5 Suppl 1:1-1. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17509259.

97. Rosen EL, Eubank WB, Mankoff DA. FDG PET, PET/CT, and breast
cancer imaging. Radiographics 2007;27 Suppl 1:5215-229. Available at:
http://www.ncbi.nim.nih.gov/pubmed/18180228.

98. Wahl RL, Siegel BA, Coleman RE, Gatsonis CG. Prospective
multicenter study of axillary nodal staging by. positron emission
tomography in breast cancer: a report of the staging breast cancer with
PET Study Group. J Clin Oncol 2004;22:277-285. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/14722036.

99. Arriagada R, Le MG, Rochard F, Contesso G. Conservative treatment
versus mastectomy in early breast cancer: patterns of failure with 15 years
of follow-up data. Institut Gustave-Roussy Breast Cancer Group..J Clin
Oncol 1996;14:1558-1564. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/8622072.

100. Clarke M, Collins R, Darby S, et al. Effects of radiotherapy and of
differences in the extent of surgery for early breast cancer on local
recurrence and 15-year survival: an overview of the randomised trials.

5 B bR EEE

Lancet 2005;366:2087-2106. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16360786.

101. Fisher B, Anderson S, Bryant J, et al. Twenty-year follow-up of a
randomized trial comparing total mastectomy, lumpectomy, and
lumpectomy plus irradiation for the treatment of invasive breast cancer. N
Engl J Med 2002;347:1233-1241. Available at:
http://www.nejm.org/doi/full/10.1056/NEJMo0a022152.

102. Veronesi U, Cascinelli N, Mariani L, et al. Twenty-year follow-up of a
randomized study comparing breast-conserving surgery with radical
mastectomy for early breast cancer. N Engl J Med 2002;347:1227-1232.
Available at: http://www.ncbi.nim.nih.gov/pubmed/12393819.

103. Early Breast Cancer Trialists' Collaborative G, Darby S, McGale P, et
al. Effect of radiotherapy after breast-conserving surgery on 10-year
recurrence and 15-year breast cancer death: meta-analysis of individual
patient data for 10,801 women in 17 randomised trials. Lancet
2011;378:1707-1716. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/22019144.

104. Moran MS, Schnitt SJ, Giuliano AE, et al. Society of Surgical
Oncology-American Society for Radiation Oncology consensus guideline
on margins for breast-conserving surgery with whole-breast irradiation in
stages | and Il invasive breast cancer. J Clin Oncol 2014;32:1507-1515.
Available at: htip://www.ncbi.nlm.nih.gov/pubmed/24516019.

105. Fourquet A, Campana F, Zafrani B, et al. Prognostic factors of breast
recurrence in the conservative management of early breast cancer: a 25-
year follow-up. Int'J Radiat Oncol Biol Phys 1989;17:719-725. Available at:
http://www.ncbi.nlm:nih.gov/pubmed/2777661.

106. Komoike Y, Akiyama F, lino Y, et al. Ipsilateral breast tumor
recurrence (IBTR) after breast-conserving treatment for early breast
cancer: risk factors and impact on distant metastases. Cancer
2006;106:35-41. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16333848.

MS-91

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

1 B MhEIRBST S
107. Zhou P, Gautam S, Recht A. Factors affecting outcome for young women Primary operated between 1998 and 2008. Ann-surg oncol

women with early stage invasive breast cancer treated with breast-
conserving therapy. Breast Cancer Res Treat 2007;101:51-57. Available
at: http://www.ncbi.nlm.nih.gov/pubmed/16821084.

108. Golshan M, Miron A, Nixon AJ, et al. The prevalence of germline
BRCA1 and BRCA2 mutations in young women with breast cancer
undergoing breast-conservation therapy. Am J Surg 2006;192:58-62.
Available at: http://www.ncbi.nim.nih.gov/pubmed/16769276.

109. Kroman N, Holtveg H, Wohlfahrt J, et al. Effect of breast-conserving
therapy versus radical mastectomy on prognosis for young women with
breast carcinoma. Cancer 2004;100:688-693. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/14770422.

110. Blichert-Toft M, Nielsen M, During M, et al. Long-term results of
breast conserving surgery vs. mastectomy for early stage invasive breast
cancer: 20-year follow-up of the Danish randomized DBCG-82TM
protocol. Acta Oncol 2008;47:672-681. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18465335.

111. Litiere S, Werutsky G, Fentiman IS, et al. Breast conserving therapy
versus mastectomy for stage |-l breast cancer: 20 year follow-up of the
EORTC 10801 phase 3 randomised trial. Lancet Oncol 2012;13:412-419.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/22373563.

112. Agarwal S, Pappas L, Neumayer L, et al. Effect of breast
conservation therapy vs mastectomy on disease-specific survival for early-
stage breast cancer. JAMA Surg 2014;149:267-274. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24429935.

113. Hwang ES, Lichtensztajn DY, Gomez SL, et al. Survival after
lumpectomy and mastectomy for early stage invasive breast cancer: the
effect of age and hormone receptor status. Cancer 2013;119:1402-1411.
Available at: http://www.ncbi.nim.nih.gov/pubmed/23359049.

114. Hartmann-Johnsen OJ, Karesen R, Schlichting E, Nygard JF.
Survival is better after breast conserving therapy than mastectomy for
early stage breast cancer: A registry-based follow-up study of Norwegian

2015;22:3836-3845. Available at:
http://www.ncbi.nim.nih.gov/pubmed/25743325.

115. Chatterjee A, Pyfer B, Czerniecki B, et al. Early postoperative
outcomes in lumpectomy versus simple mastectomy. J Surg Res
2015;198:143-148. Available at:

116. Recht A. Contralateral prophylactic mastectomy: caveat emptor. J
Clin Oncol 2009;27:1347-1349. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19224834.

117. Bedrosian |, Hu CY, Chang GJ. Population-based study of
contralateral prophylactic mastectomy and survival outcomes of breast
cancer patients. J Natl Cancer Inst 2010;102:401-409. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20185801.

118. Jatoi |, Parsons HM. Contralateral prophylactic mastectomy and its
association with reduced mortality: evidence for selection bias. Breast
Cancer Res Treat 2014;148:389-396. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/25301088.

119. Portschy PR, Kuntz KM, Tuttle TM. Survival outcomes after
contralateral prophylactic mastectomy: a decision analysis. J Natl Cancer
Inst 2014;106. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/25031308

120. Fayanju OM, Stoll CR, Fowler S, et al. Contralateral prophylactic
mastectomy after unilateral breast cancer: a systematic review and meta-
analysis. Ann Surg 2014;260:1000-1010. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24950272.

121. Deutsch' M, Land S, Begovic M, Sharif S. The incidence of arm
edema in women with breast cancer randomized on the National Surgical
Adjuvant Breast and Bowel Project study B-04 to radical mastectomy
versus total mastectomy and radiotherapy versus total mastectomy alone.
Int J Radiat Oncol Biol Phys 2008;70:1020-1024. Available at:
https://www.ncbi.nIim.nih.gov/pubmed/18029105.

MS-92

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

122. Fleissig A, Fallowfield LJ, Langridge Cl, et al. Post-operative arm
morbidity and quality of life. Results of the ALMANAC randomised trial
comparing sentinel node biopsy with standard axillary treatment in the
management of patients with early breast cancer. Breast Cancer Res
Treat 2006;95:279-293. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/16163445.

123. Lucci A, McCall LM, Beitsch PD, et al. Surgical complications
associated with sentinel lymph node dissection (SLND) plus axillary lymph
node dissection compared with SLND alone in the American College of
Surgeons Oncology Group Trial Z0011. J Clin Oncol 2007;25:3657-3663.
Available at: https://www.ncbi.nlm.nih.gov/pubmed/17485711.

124. Ashikaga T, Krag DN, Land SR, et al. Morbidity results from the
NSABP B-32 trial comparing sentinel lymph node dissection versus
axillary dissection. J Surg Oncol 2010;102:111-118. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20648579.

125. Land SR, Kopec JA, Julian TB, et al. Patient-reported outcomes in
sentinel node-negative adjuvant breast cancer patients receiving sentinel-
node biopsy or axillary dissection: National Surgical Adjuvant Breast and
Bowel Project phase Il protocol B-32. J Clin Oncol 2010;28:3929-3936.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/20679600.

126. Mansel RE, Fallowfield L, Kissin M, et al. Randomized multicenter
trial of sentinel node biopsy versus standard axillary treatment in operable
breast cancer: the ALMANAC Trial. J Natl Cancer Inst 2006;98:599-609.
Available at: http://www.ncbi.nim.nih.gov/pubmed/16670385.

127. Veronesi U, Paganelli G, Viale G, et al. A randomized comparison of
sentinel-node biopsy with routine axillary dissection in breast.cancer. N
Engl J Med 2003;349:546-553. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12904519.

128. Giuliano AE, McCall L, Beitsch P, et al. Locoregional recurrence after
sentinel lymph node dissection with or without axillary dissection in
patients with sentinel lymph node metastases: the American College of
Surgeons Oncology Group Z0011 randomized trial. Ann Surg

5 B bR EEE

2010;252:426-432; discussion 432-423. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20739842.

129. Giuliano AE, Hunt KK, Ballman KV, et al. Axillary dissection vs no
axillary dissection in women with invasive breast cancer and sentinel node
metastasis: a randomized clinical trial. JAMA 2011;305:569-575. Available
at: http://www.ncbi.nim.nih.gov/pubmed/21304082.

130. Giuliano AE, Ballman K, McCall L, et al. Locoregional Recurrence
After Sentinel Lymph Node Dissection With or Without Axillary Dissection
in Patients With Sentinel Lymph Node Metastases: Long-term Follow-up
From the American College of Surgeons Oncology Group (Alliance)
ACOSOG Z0011 Randomized Trial. Ann Surg 2016;264:413-420.
Available at:

131. Galimberti V, Cole BF, Zurrida S, et al. Axillary dissection versus no
axillary dissection in patients with sentinel-node micrometastases (IBCSG
23-01): a phase 3 randomised controlled trial. Lancet Oncol 2013;14:297-
305. Available at: https://www.ncbi.nIm.nih.gov/pubmed/23491275.

132. Donker M, van Tienhoven G, Straver ME, et al. Radiotherapy or
surgery of the axilla after a positive sentinel node in breast cancer
(EORTC 10981-22023 AMAROS): a randomised, multicentre, open-label,
phase 3 non-inferiority trial. Lancet Oncol 2014;15:1303-1310. Available
at: https://www.ncbi.nlm.nih.gov/pubmed/25439688.

133. Rocha RD, Girardi AR, Pinto RR, de Freitas VA. Axillary ultrasound
and fine-needle aspiration in preoperative staging of axillary lymph nodes
in patients with invasive breast cancer. Radiol Bras 2015;48:345-352.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/26811550.

134. Axelsson CK, Mouridsen HT, Zedeler K. Axillary dissection of level |
and Il ymph nodes is important in breast cancer classification. The Danish
Breast Cancer Cooperative Group (DBCG). Eur J Cancer 1992;28A:1415-
1418. Available at: http://www.ncbi.nim.nih.gov/pubmed/1515262.

135. Kiricuta Cl, Tausch J. A mathematical model of axillary lymph node
involvement based on 1446 complete axillary dissections in patients with

MS-93

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

breast carcinoma. Cancer 1992;69:2496-2501. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/1568171.

136. Giuliano AE, Hawes D, Ballman KV, et al. Association of occult
metastases in sentinel lymph nodes and bone marrow with survival among
women with early-stage invasive breast cancer. JAMA 2011;306:385-393.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/21791687.

137. American Joint Committee on Cancer (AJCC) Cancer staging
manual, Seventh Edition (2010) published by Springer Science+Business
Media, LLC.

138. Antonini N, Jones H, Horiot JC, et al. Effect of age and radiation dose
on local control after breast conserving treatment: EORTC trial 22881-
10882. Radiother Oncol 2007;82:265-271. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17126434.

139. Bartelink H, Horiot JC, Poortmans P, et al. Recurrence rates after
treatment of breast cancer with standard radiotherapy with or without
additional radiation. N Engl J Med 2001;345:1378-1387. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11794170.

140. Pignol JP, Olivotto I, Rakovitch E, et al. A multicenter randomized
trial of breast intensity-modulated radiation therapy to reduce acute
radiation dermatitis. J Clin Oncol 2008;26:2085-2092. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18285602.

141. Mukesh MB, Barnett GC, Wilkinson JS, et al. Randomized controlled
trial of intensity-modulated radiotherapy for early breast cancer: 5-year
results confirm superior overall cosmesis. J Clin Oncol 2013;31:4488-
4495. Available at: http://www.ncbi.nim.nih.gov/pubmed/24043742.

142. Mulliez T, Veldeman L, van Greveling A, et al. Hypofractionated
whole breast irradiation for patients with large breasts: a randomized trial
comparing prone and supine positions. Radiother Oncol 2013;108:203-
208. Available at: http://www.ncbi.nlm.nih.gov/pubmed/24044803.

143. Group ST, Bentzen SM, Agrawal RK, et al. The UK Standardisation
of Breast Radiotherapy (START) Trial B of radiotherapy hypofractionation

15 B phRER 37 $HEE 4
for treatment of early breast cancer: a randomised trial. Tancet
2008;371:1098-1107. Available at:
http://www.ncbi.nIm.nih.gov/pubmed/18355913.

144. Group ST, Bentzen SM, Agrawal RK, et al. The UK Standardisation
of Breast Radiotherapy (START) Trial A of radiotherapy hypofractionation
for treatment of early breast cancer: a randomised trial. Lancet Oncol
2008;9:331-341. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18356109.

145. Owen JR, Ashton A, Bliss JM, et al. Effect of radiotherapy fraction
size on tumour control in patients with early-stage breast cancer after local
tumour excision: long-term results of a randomised trial. Lancet Oncol
2006;7:467-471. Available at:
http://www.ncbi.nim.nih.gov/pubmed/16750496.

146. Whelan TJ, Pignol JP, Levine MN, et al. Long-term results of
hypofractionated radiation therapy for breast cancer. N Engl J Med
2010;362:513-520. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20147717.

147. Haviland JS, Owen JR, Dewar JA, et al. The UK Standardisation of
Breast Radiotherapy (START) trials of radiotherapy hypofractionation for
treatment of early breast cancer: 10-year follow-up results of two
randomised controlled trials. Lancet Oncol 2013;14:1086-1094. Available
at: http://www.ncbi.nlm.nih.gov/pubmed/24055415.

148. Vrieling C, Collette L, Fourquet A, et al. The influence of patient,
tumor and treatment factors on the cosmetic results after breast-
conserving therapy in the EORTC 'boost vs. no boost' trial. EORTC
Radiotherapy-and Breast Cancer Cooperative Groups. Radiother Oncol
2000;55:219-232. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/10869738.

149. Jones HA, Antonini N, Hart AA, et al. Impact of pathological
characteristics on local relapse after breast-conserving therapy: a
subgroup analysis of the EORTC boost versus no boost trial. J Clin Oncol
2009;27:4939-4947. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19720914.

MS-94

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

150. Whelan TJ, Olivotto IA, Parulekar WR, et al. Regional nodal
irradiation in early-stage breast cancer. N Engl J Med 2015;373:307-316.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/26200977.

151. Poortmans PM, Collette S, Kirkove C, et al. Internal mammary and
medial supraclavicular irradiation in breast cancer. New England Journal
of Medicine 2015;373:317-327. Available at:
http://www.nejm.org/doi/full/10.1056/NEJMoa1415369.

152. McCormick B. Partial-breast radiation for early staged breast
cancers: hypothesis, existing data, and a planned phase lll trial. J Natl
Compr Canc Netw 2005;3:301-307. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16002002.

153. Smith BD, Arthur DW, Buchholz TA, et al. Accelerated partial breast
irradiation consensus statement from the American Society for Radiation
Oncology (ASTRO). Int J Radiat Oncol Biol Phys 2009;74:987-1001.
Available at: http://www.ncbi.nim.nih.gov/pubmed/19545784.

154. Shaitelman SF, Vicini FA, Beitsch P, et al. Five-year outcome of
patients classified using the American Society for Radiation Oncology
consensus statement guidelines for the application of accelerated partial
breast irradiation: an analysis of patients treated on the American Society
of Breast Surgeons MammoSite Registry Trial. Cancer 2010;116:4677-
4685. Available at: http://www.ncbi.nlm.nih.gov/pubmed/20602483.

155. Vicini F, Arthur D, Wazer D, et al. Limitations of the American Society
of Therapeutic Radiology and Oncology consensus panel guidelines on
the use of accelerated partial breast irradiation. Int J Radiat Oncol Biol
Phys 2010. Available at: http://www.ncbi.nlm.nih.gov/pubmed/20510540.

156. Bellon JR, Come SE, Gelman RS, et al. Sequencing of
chemotherapy and radiation therapy in early-stage breast cancer: updated
results of a prospective randomized trial. J Clin Oncol 2005;23:1934-1940.
Available at: http://www.ncbi.nim.nih.gov/pubmed/15774786.

157. Recht A, Come SE, Henderson IC, et al. The sequencing of
chemotherapy and radiation therapy after conservative surgery for early-

15 B phRER 37 $HEE 4
stage breast cancer. N Engl J Med 1996;334:1356-136 T. Avananie ar.
http://www.ncbi.nlm.nih.gov/pubmed/8614420.

158. Hughes KS, Schnaper LA, Berry D, et al. Lumpectomy plus tamoxifen
with or without irradiation in women 70 years of age or older with early
breast cancer. N Engl J Med 2004;351:971-977. Available at:
http://www.nebi.nim.nih.gov/pubmed/15342805.

159. Hughes KS, Schnaper LA, Bellon JR, et al. Lumpectomy plus
tamoxifen with or without irradiation in women age 70 years or older with
early breast cancer: long-term follow-up of CALGB 9343. J Clin Oncol
2013;31:2382-2387. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/23690420.

160. Fyles AW, McCready DR, Manchul LA, et al. Tamoxifen with or
without breast irradiation in women 50 years of age or older with early
breast cancer. N Engl J Med 2004;351:963-970. Available at:
http://www.ncbi.nim.nih.gov/pubmed/15342804.

161. Kunkler IH, Williams LJ, Jack WJ, et al. Breast-conserving surgery
with or without irradiation in women aged 65 years or older with early
breast cancer (PRIME Il): a randomised controlled trial. Lancet Oncol
2015;16:266-273. Available at:
https://www.ncbi:nlm.nih.gov/pubmed/25637340.

162. Hellman S. Stopping metastases at their source. N Engl J Med
1997;337:996-997. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9309106.

163. Overgaard M, Hansen PS, Overgaard J, et al. Postoperative
radiotherapy in high-risk premenopausal women with breast cancer who
receive adjuvant chemotherapy. Danish Breast Cancer Cooperative Group
82b Trial. N Engl J Med 1997;337:949-955. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9395428.

164. Overgaard M, Jensen MB, Overgaard J, et al. Postoperative
radiotherapy in high-risk postmenopausal breast-cancer patients given
adjuvant tamoxifen: Danish Breast Cancer Cooperative Group DBCG 82c

MS-95

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

randomised trial. Lancet 1999;353:1641-1648. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/10335782.

165. Ragaz J, Olivotto IA, Spinelli JJ, et al. Locoregional radiation therapy
in patients with high-risk breast cancer receiving adjuvant chemotherapy:
20-year results of the British Columbia randomized trial. J Natl Cancer Inst
2005;97:116-126. Available at:
http://www.ncbi.nim.nih.gov/pubmed/15657341.

166. Recht A, Edge SB, Solin LJ, et al. Postmastectomy radiotherapy:
clinical practice guidelines of the American Society of Clinical Oncology. J
Clin Oncol 2001;19:1539-1569. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11230499.

167. Early Breast Cancer Trialists' Collaborative G, McGale P, Taylor C, et
al. Effect of radiotherapy after mastectomy and axillary surgery on 10-year
recurrence and 20-year breast cancer mortality: meta-analysis of
individual patient data for 8135 women in 22 randomised trials. Lancet
2014;383:2127-2135. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24656685.

168. Huang EH, Tucker SL, Strom EA, et al. Postmastectomy radiation
improves local-regional control and survival for selected patients with
locally advanced breast cancer treated with neoadjuvant.chemotherapy
and mastectomy. J Clin Oncol 2004;22:4691-4699. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15570071.

169. McGuire SE, Gonzalez-Angulo AM, Huang EH, et al.
Postmastectomy radiation improves the outcome of patients with locally
advanced breast cancer who achieve a pathologic complete response to
neoadjuvant chemotherapy. Int J Radiat Oncol Biol Phys 2007;68:1004-
1009. Available at: http://www.ncbi.nlm.nih.gov/pubmed/17418973.

170. Overgaard M, Nielsen HM, Overgaard J. Is the benefit of
postmastectomy irradiation limited to patients with four or more positive
nodes, as recommended in international consensus reports? A subgroup
analysis of the DBCG 82 b&c randomized trials. Radiother Oncol
2007;82:247-253. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17306393.

5 B bR EEE

171. Nielsen HM, Overgaard M, Grau C, et al. Study of
among high-risk breast cancer patients with or without postmastectomy
radiotherapy in addition to adjuvant systemic therapy: long-term results
from the Danish Breast Cancer Cooperative Group DBCG 82 b and ¢
randomized studies. J Clin Oncol 2006;24:2268-2275. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16618947.

172. Jagsi R, Raad RA, Goldberg S, et al. Locoregional recurrence rates
and prognostic factors for failure in node-negative patients treated with
mastectomy: implications for postmastectomy radiation. Int J Radiat Oncol
Biol Phys 2005;62:1035-1039. Available at:
http://www.ncbi.nlm.nih.gov/ipubmed/15990006.

173. Abdulkarim BS, Cuartero J, Hanson J, et al. Increased risk of
locoregional recurrence for women With T1-2NO triple-negative breast
cancer treated with modified radical mastectomy without adjuvant radiation
therapy compared with breast-conserving therapy. Journal of Clinical
Oncology 2011;29:2852-2858. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21670451.

174. McLaughlin JM, Anderson RT, Ferketich AK, et al. Effect on survival
of longer intervals between confirmed diagnosis and treatment initiation
among low-income women with breast cancer. J Clin Oncol 2012;30:4493-
4500. Available at: http://www.ncbi.nlm.nih.gov/pubmed/23169521.

175. Liu AS, Kao HK, Reish RG, et al. Postoperative complications in
prosthesis-based breast reconstruction using acellular dermal matrix. Plast
Reconstr Surg 2011;127:1755-1762. Available at:
http://www.ncbi.nim.nih.gov/pubmed/21228744.

176. McCarthy CM, Mehrara BJ, Riedel E, et al. Predicting complications
following expander/implant breast reconstruction: an outcomes analysis

based on preoperative clinical risk. Plast Reconstr Surg 2008;121:1886-
1892. Available at: http://www.ncbi.nIm.nih.gov/pubmed/18520873.

177. Cowen D, Gross E, Rouannet P, et al. Immediate post-mastectomy
breast reconstruction followed by radiotherapy: risk factors for
complications. Breast Cancer Res Treat 2010;121:627-634. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20424909.

MS-96

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



LEZ. e v b B0 s e
Hqiuyisheng222% 13918529955

RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

178. Woerdeman LA, Hage JJ, Hofland MM, Rutgers EJ. A prospective
assessment of surgical risk factors in 400 cases of skin-sparing
mastectomy and immediate breast reconstruction with implants to
establish selection criteria. Plast Reconstr Surg 2007;119:455-463.
Available at: http://www.ncbi.nim.nih.gov/pubmed/17230076.

179. Antony AK, McCarthy CM, Cordeiro PG, et al. Acellular human
dermis implantation in 153 immediate two-stage tissue expander breast
reconstructions: determining the incidence and significant predictors of
complications. Plast Reconstr Surg 2010;125:1606-1614. Available at:
http://www.ncbi.nim.nih.gov/pubmed/20517083.

180. Ahmed S, Snelling A, Bains M, Whitworth IH. Breast reconstruction.
BMJ 2005;330:943-948. Available at:
http://www.ncbi.nim.nih.gov/pubmed/15845976.

181. Edlich RF, Winters KL, Faulkner BC, et al. Advances in breast
reconstruction after mastectomy. J Long Term Eff Med Implants
2005;15:197-207. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15777171.

182. Pennington DG. Breast reconstruction after mastectomy: current
state of the art. ANZ J Surg 2005;75:454-458. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15943736.

183. Chang DW. Breast Reconstruction with. Microvascular MS-TRAM and
DIEP Flaps. Arch Plast Surg 2012;39:3-10. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/22783484.

184. Kronowitz SJ, Robb GL. Radiation therapy and breast reconstruction:
a critical review of the literature. Plast Reconstr Surg 2009;124:395-408.
Available at: http://www.ncbi.nim.nih.gov/pubmed/19644254.

185. Tran NV, Chang DW, Gupta A, et al. Comparison of immediate and
delayed free TRAM flap breast reconstruction in patients receiving
postmastectomy radiation therapy. Plast Reconstr Surg 2001;108:78-82.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/11420508.

5 B bR EEE

186. Mehta VK, Goffinet D. Postmastectomy radiation tf
flap breast reconstruction. Breast J 2004;10:118-122. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15009038.

187. Berry T, Brooks S, Sydow N, et al. Complication rates of radiation on
tissue expander and autologous tissue breast reconstruction. Ann Surg
Oncol 2010;17 Suppl 3:202-210. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20853034.

188. Francis SH, Ruberg RL, Stevenson KB, et al. Independent risk
factors for infection in tissue expander breast reconstruction. Plast
Reconstr Surg 2009;124:1790-1796. Available at:
http://www.ncbi.nim.nih.gov/pubmed/19952635.

189. Colwell AS, Damjanovic B, Zahedi B, et al. Retrospective review of
331 consecutive immediate single-stage implant reconstructions with
acellular dermal matrix: indications, complications, trends, and costs. Plast
Reconstr Surg 2011;128:1170-1178. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/22094736.

190. Garcia-Etienne CA, Cody lii HS, Disa JJ, et al. Nipple-sparing
mastectomy: initial experience at the Memorial Sloan-Kettering Cancer
Center and a comprehensive review of literature. Breast J 2009;15:440-
449. Available at: http://www.ncbhi.nlm.nih.gov/pubmed/19496781.

191. Petit JY, Veronesi U, Orecchia R, et al. Nipple sparing mastectomy
with nipple areola intraoperative radiotherapy: one thousand and one
cases of a five years experience at the European institute of oncology of
Milan (EIO). Breast Cancer Res Treat 2009;117:333-338. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19152026.

192. Yueh JH, Houlihan MJ, Slavin SA, et al. Nipple-sparing mastectomy:
evaluation of patient satisfaction, aesthetic results, and sensation. Ann
Plast Surg 2009;62:586-590. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19387167.

193. Chung AP, Sacchini V. Nipple-sparing mastectomy: Where are we
now? Surg Oncol 2008;17:261-266. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18456492.

MS-97

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

194. Gerber B, Krause A, Dieterich M, et al. The oncological safety of skin
sparing mastectomy with conservation of the nipple-areola complex and
autologous reconstruction: an extended follow-up study. Ann Surg
2009;249:461-468. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19247035.

195. Mallon P, Feron JG, Couturaud B, et al. The role of nipple-sparing
mastectomy in breast cancer: a comprehensive review of the literature.
Plast Reconstr Surg 2013;131:969-984. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/23629079.

196. Piper M, Peled AW, Foster RD, et al. Total skin-sparing mastectomy:
A aystematic review of oncologic outcomes and postoperative
complications. Ann Plast Surg 2013. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/23486127.

197. Toth BA, Forley BG, Calabria R. Retrospective study of the skin-
sparing mastectomy in breast reconstruction. Plast Reconstr Surg
1999;104:77-84. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/10597677.

198. Carlson GW, Styblo TM, Lyles RH, et al. The use of skin sparing
mastectomy in the treatment of breast cancer: The Emory experience.
Surg Oncol 2003;12:265-269. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/14998566.

199. Downes KJ, Glatt BS, Kanchwala SK, et al. Skin-sparing mastectomy
and immediate reconstruction is an acceptable treatment option for
patients with high-risk breast carcinoma. Cancer 2005;103:906-913.
Available at: http://www.ncbi.nim.nih.gov/pubmed/15651068.

200. Foster RD, Esserman LJ, Anthony JP, et al. Skin-sparing
mastectomy and immediate breast reconstruction: a prospective cohort
study for the treatment of advanced stages of breast carcinoma. Ann Surg
Oncol 2002;9:462-466. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12052757.

201. Medina-Franco H, Vasconez LO, Fix RJ, et al. Factors associated
with local recurrence after skin-sparing mastectomy and immediate breast

1 B MhEIRBST S
reconstruction for invasive breast cancer. Ann Surg 20022358 T4-5TY.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/12035037.

202. Newman LA, Kuerer HM, Hunt KK, et al. Presentation, treatment, and
outcome of local recurrence afterskin-sparing mastectomy and immediate
breast reconstruction. Ann Surg Oncol 1998;5:620-626. Available at:
http://www.nebi.nim.nih.gov/pubmed/9831111.

203. Clough KB, Kaufman GJ, Nos C, et al. Improving breast cancer
surgery: a classification and quadrant per quadrant atlas for oncoplastic
surgery. Ann Surg Oncol 2010;17:1375-1391. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20140531.

204. Anderson BO, Masetti R, Silverstein MJ. Oncoplastic approaches to
partial mastectomy: an overview of volume-displacement techniques.
Lancet Oncol 2005;6:145-157. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15737831.

205. Huemer GM, Schrenk P, Moser F, et al. Oncoplastic techniques allow
breast-conserving treatment in centrally located breast cancers. Plast
Reconstr Surg 2007;120:390-398. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17632339.

206. Kaur N, Petit J-Y, Rietjens M, et al. Comparative study of surgical
margins in oncoplastic surgery and quadrantectomy in breast cancer. Ann
Surg Oncol 2005;12:539-545. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15889210.

207. Cataliotti L, Buzdar AU, Noguchi S, et al. Comparison of anastrozole
versus tamoxifen as preoperative therapy in postmenopausal women with
hormone receptor-positive breast cancer: the Pre-Operative "Arimidex"
Compared to Tamoxifen (PROACT) trial. Cancer 2006;106:2095-2103.
Available at: http://www.ncbi.nim.nih.gov/pubmed/16598749.

208. Smith IE, Dowsett M, Ebbs SR, et al. Neoadjuvant treatment of
postmenopausal breast cancer with anastrozole, tamoxifen, or both in
combination: the Immediate Preoperative Anastrozole, Tamoxifen, or
Combined with Tamoxifen (IMPACT) multicenter double-blind randomized

MS-98

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

trial. J Clin Oncol 2005;23:5108-5116. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15998903.

209. Eiermann W, Paepke S, Appfelstaedt J, et al. Preoperative treatment
of postmenopausal breast cancer patients with letrozole: A randomized
double-blind multicenter study. Ann Oncol 2001;12:1527-1532. Available
at: http://www.ncbi.nlm.nih.gov/pubmed/11822750.

210. Ellis MJ, Ma C. Letrozole in the neoadjuvant setting: the P024 trial.
Breast Cancer Res Treat 2007;105 Suppl 1:33-43. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17912634.

211. Ellis MJ, Suman VJ, Hoog J, et al. Randomized phase Il neoadjuvant
comparison between letrozole, anastrozole, and exemestane for
postmenopausal women with estrogen receptor-rich stage 2 to 3 breast
cancer: clinical and biomarker outcomes and predictive value of the
baseline PAM50-based intrinsic subtype--ACOSOG Z1031. J Clin Oncol
2011;29:2342-2349. Available at:
http://www.ncbi.nim.nih.gov/pubmed/21555689.

212. Masuda N, Sagara Y, Kinoshita T, et al. Neoadjuvant anastrozole
versus tamoxifen in patients receiving goserelin for premenopausal breast
cancer (STAGE): a double-blind, randomised phase 3 trial. Lancet Oncol
2012;13:345-352. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/22265697.

213. Torrisi R, Bagnardi V, Rotmensz N, et al. Letrozole plus GhnRH
analogue as preoperative and adjuvant therapy.in premenopausal women
with ER positive locally advanced breast cancer. Breast Cancer Res Treat
2011;126:431-441. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21221766.

214. Fontein DB, Charehbili A, Nortier JW, et al. Efficacy of six- month
neoadjuvant endocrine therapy in postmenopausal, hormone receptor-
positive breast cancer patients--a phase |l trial. Eur J Cancer
2014;50:2190-2200. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24970786.

5 B bR EEE

215. Petrelli F, Borgonovo K, Cabiddu M, et al. Neoadjuvant
chemotherapy and concomitant trastuzumab in breast cancer: a pooled
analysis of two randomized trials. Anticancer Drugs 2011;22:128-135.
Available at: http://www.ncbi.nim.nih.gov/pubmed/21218604.

216. Piccart-Gebhart M HA, de Azambuja E, et al. . The association
between event-free survival and pathological complete response to
neoadjuvant lapatinib, trastuzumab or their combination in HER2-positive
breast cancer. Survival follow-up analysis of the NeoALTTO study (BIG 1-
06) [abstract]. SABCS 2013:Abstract S1-01. Available at:

217. Gianni L, Pienkowski T, Im YH, et al. Efficacy and safety of
neoadjuvant pertuzumab and trastuzumab in women with locally
advanced, inflammatory, or early HER2-positive breast cancer
(NeoSphere): a randomised multicentre, open-label, phase 2 trial. Lancet
Oncol 2012;13:25-32. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/22153890.

218. Gianni L, Pienkowski T, Im Y-H, et al. Five-year analysis of the phase
Il NeoSphere trial evaluating four cycles of neoadjuvant docetaxel (D)
and/or trastuzumab (T) and/or pertuzumab (P). ASCO Meeting Abstracts
2015;33:505. Available at:
http://meeting.ascopubs.org/cgi/content/abstract/33/15_suppl/505.

219. Schneeweiss A, Chia S, Hickish T, et al. Pertuzumab plus
trastuzumab in combination with standard neoadjuvant anthracycline-
containing and anthracycline-free chemotherapy regimens in patients with
HER2-positive early breast cancer: a randomized phase Il cardiac safety
study (TRYPHAENA). Ann Oncol 2013;24:2278-2284. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/23704196.

220. Mauri D, Pavlidis N, loannidis JP. Neoadjuvant versus adjuvant
systemic treatment in breast cancer: a meta-analysis. J Natl Cancer Inst
2005;97:188-194. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15687361.

221. Rastogi P, Anderson SJ, Bear HD, et al. Preoperative chemotherapy:
updates of National Surgical Adjuvant Breast and Bowel Project Protocols

MS-99

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

B-18 and B-27. J Clin Oncol 2008;26:778-785. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18258986.

222. Gralow JR, Burstein HJ, Wood W, et al. Preoperative therapy in
invasive breast cancer: pathologic assessment and systemic therapy
issues in operable disease. J Clin Oncol 2008;26:814-819. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18258991.

223. Killelea BK, Yang VQ, Mougalian S, et al. Neoadjuvant chemotherapy
for breast cancer increases the rate of breast conservation: results from
the National Cancer Database. J Am Coll Surg 2015;220:1063-1069.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/25868410.

224. Liedtke C, Mazouni C, Hess KR, et al. Response to neoadjuvant
therapy and long-term survival in patients with triple-negative breast
cancer. J Clin Oncol 2008;26:1275-1281. Available at:
https://www.ncbi.nim.nih.gov/pubmed/18250347.

225. Cortazar P, Zhang L, Untch M, et al. Pathological complete response
and long-term clinical benefit in breast cancer: the CTNeoBC pooled
analysis. Lancet 2014;384:164-172. Available at:
http://www.ncbi.nim.nih.gov/pubmed/24529560.

226. von Minckwitz G, Untch M, Blohmer JU, et al. Definition and impact of
pathologic complete response on prognosis after neoadjuvant
chemotherapy in various intrinsic breast cancer subtypes. J Clin Oncol
2012;30:1796-1804. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/22508812.

227. Loprinzi CL, Thome SD. Understanding the utility of adjuvant
systemic therapy for primary breast cancer. J Clin Oncol 2001;19:972-979.
Available at: http://www.ncbi.nim.nih.gov/pubmed/11181659.

228. Olivotto IA, Bajdik CD, Ravdin PM, et al. Population-based validation
of the prognostic model ADJUVANT! for early breast cancer. J Clin Oncol
2005;23:2716-2725. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15837986.

5 B bR EEE

229. Ravdin PM, Siminoff LA, Davis GJ, et al. Compute
in making decisions about adjuvant therapy for women with early breast
cancer. J Clin Oncol 2001;19:980-991. Available at:
http://www.ncbi.nim.nih.gov/pubmed/11181660.

230. Loprinzi CL, Ravdin PM. Decision-making for patients with resectable
breast cancer: individualized decisions for and by patients and their
physicians. J Natl. Compr Canc Netw 2003;1:189-196. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19768877.

231. Berry DA, Cirrincione C, Henderson IC, et al. Estrogen-receptor
status and outcomes of modern chemotherapy for patients with node-
positive breast cancer. JAMA 2006;295:1658-1667. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16609087.

232. Paik S, Shak S, Tang G, et al. A multigene assay to predict
recurrence of tamoxifen-treated, node-negative breast cancer. N Engl J
Med 2004;351:2817-2826. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15591335.

233. Dowsett M, Cuzick J, Wale C, et al. Prediction of risk of distant
recurrence using the 21-gene recurrence score in node-negative and
node-positive postmenopausal patients with breast cancer treated with
anastrozole or tamoxifen: a TransATAC study. J Clin Oncol 2010;28:1829-
1834. Available at: http://www.ncbi.nim.nih.gov/pubmed/20212256.

234. Mamounas EP, Tang G, Fisher B, et al. Association between the 21-
gene recurrence score assay and risk of locoregional recurrence in node-
negative, estrogen receptor-positive breast cancer: results from NSABP B-
14 and NSABP B-20. J Clin Oncol 2010;28:1677-1683. Available at:
http://www.ncbi.nlm:nih.gov/pubmed/20065188.

235. Albain'KS, Barlow WE, Shak S, et al. Prognostic and predictive value
of the 21-gene recurrence score assay in postmenopausal women with
node-positive, oestrogen-receptor-positive breast cancer on
chemotherapy: a retrospective analysis of a randomised trial. Lancet
Oncol 2010;11:55-65. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20005174.

MS-100

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

236. Paik S, Tang G, Shak S, et al. Gene expression and benefit of
chemotherapy in women with node-negative, estrogen receptor-positive
breast cancer. J Clin Oncol 2006;24:3726-3734. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16720680.

237. Tang G, Shak S, Paik S, et al. Comparison of the prognostic and
predictive utilities of the 21-gene Recurrence Score assay and Adjuvant!
for women with node-negative, ER-positive breast cancer: results from
NSABP B-14 and NSABP B-20. Breast Cancer Res Treat 2011;127:133-
142. Available at: http://www.ncbi.nlm.nih.gov/pubmed/21221771.

238. Sparano J, Gray, RJ, Wood, WC, Makower, DF, Lively, TG,
Saphner, TJ et al. TAILORX: Phase lll trial of chemoendocrine therapy
versus endocrine therapy alone in hormone receptor-positive, HER2-
negative, node-negative breast cancer and an intermediate prognosis 21-
gene recurrence score [Abstract]. J Clin Oncol 2018;36 (suppl; abstr
LBA1) Available at:

http://abstracts.asco.org/214/AbstView 214 212997.html.

239. Nitz U, Gluz O, Christgen M, et al. Reducing chemotherapy use in
clinically high-risk, genomically low-risk pNO and pN1 early breast cancer
patients: five-year data from the prospective, randomised phase 3 West
German Study Group (WSG) PlanB trial. Breast Cancer Res Treat
2017;165:573-583. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/28664507 .

240. Stemmer SM, Steiner M, Rizel S, et al. Clinical outcomes in ER+
HER2 -node-positive breast cancer patients who were treated according to
the Recurrence Score results: evidence from a large prospectively
designed registry. NPJ Breast Cancer 2017;3:32. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/28900632.

241. Gluz O, Nitz UA, Christgen M, et al. West German Study Group
Phase Il PlanB Trial: First Prospective Outcome Data for the 21-Gene
Recurrence Score Assay and Concordance of Prognostic Markers by
Central and Local Pathology Assessment. J Clin Oncol 2016;34:2341-
2349. Available at: https://www.ncbi.nlm.nih.gov/pubmed/26926676.

12 B phaER ST 3B 4
242. https://clinicaltrials.gov/ct2/show/NCT01272037 {Iqentrrer:

NCT01272037}.

243. Cardoso F, van’t Veer LJ, Bogaerts J, et al. 70-gene signature as an
aid to treatment decisions in early-stage breast cancer. New England
Journal of Medicine 2016;375:717-729. Available at:
https://www.nejm.org/doi/full/10.1056/NEJMoa1602253.

244. Dowsett M, Sestak |, Lopez-Knowles E, et al. Comparison of PAM50
risk of recurrence score with oncotype DX and IHC4 for predicting risk of
distant recurrence after endocrine therapy. J Clin Oncol 2013;31:2783-
2790. Available at: http://www.ncbi.nlm.nih.gov/pubmed/23816962.

245. Laenkholm AV, Jensen MB, Eriksen JO, et al. PAM50 Risk of
Recurrence Score Predicts 10-Year Distant Recurrence in a
Comprehensive Danish Cohort of Postmenopausal Women Allocated to 5
Years of Endocrine Therapy for Hormone Receptor-Positive Early Breast
Cancer. J Clin Oncol 2018;36:735-740. Available at:
https://www.ncbi.nim.nih.gov/pubmed/29369732.

246. Sestak |, Buus R, Cuzick J, et al. Comparison of the performance of 6
prognostic signatures for estrogen receptor—positive breast cancer: A
secondary analysis of a randomized clinical trial. JAMA Oncology
2018;4:545-553. Available at:
http://dx.doi.org/10.1001/jamaoncol.2017.5524.

247. Filipits M, Rudas M, Jakesz R, et al. A new molecular predictor of
distant recurrence in ER-positive, HER2-negative breast cancer adds
independent information to conventional clinical risk factors. Clin Cancer
Res 2011;17:6012-6020. Available at:
https://www.necbi.nlm.nih.gov/pubmed/21807638.

248. Ma XJ;, Wang Z, Ryan PD, et al. A two-gene expression ratio predicts
clinical outcome in breast cancer patients treated with tamoxifen. Cancer
Cell 2004;5:607-616. Available at:
https://www.ncbi.nim.nih.gov/pubmed/15193263.

249. Sestak |, Buus R, Cuzick J, et al. Comparison of the Performance of
6 Prognostic Signatures for Estrogen Receptor-Positive Breast Cancer: A

MS-101

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

Secondary Analysis of a Randomized Clinical Trial. JAMA Oncol
2018;4:545-553. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/29450494.

250. Sgroi DC, Sestak I, Cuzick J, et al. Prediction of late distant
recurrence in patients with oestrogen-receptor-positive breast cancer: a
prospective comparison of the breast-cancer index (BCl) assay, 21-gene
recurrence score, and IHC4 in the TransATAC study population.-Lancet
Oncol 2013;14:1067-1076. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24035531.

251. Alired DC, Carlson RW, Berry DA, et al. NCCN Task Force Report:
Estrogen receptor and progesterone receptor testing in breast cancer by
immunohistochemistry. J Natl Compr Canc Netw 2009;7 Suppl 6:S1-S21;
quiz S22-23. Available at: http://www.ncbi.nlm.nih.gov/pubmed/19755043.

252. Tamoxifen for early breast cancer: an overview of the randomised
trials. Early Breast Cancer Trialists' Collaborative Group. Lancet
1998;351:1451-1467. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9605801.

253. Arpino G, Green SJ, Allred DC, et al. HER-2 amplification, HER-1
expression, and tamoxifen response in estrogen receptor-positive
metastatic breast cancer: a southwest oncology group study. Clin Cancer
Res 2004;10:5670-5676. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15355892.

254. Berry DA, Muss HB, Thor AD, et al. HER-2/neu and p53 expression
versus tamoxifen resistance in estrogen receptor-positive, node-positive
breast cancer. J Clin Oncol 2000;18:3471-3479. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11032587.

255. De Laurentiis M, Arpino G, Massarelli E, et al. A meta-analysis on the
interaction between HER-2 expression and response to endocrine
treatment in advanced breast cancer. Clin Cancer Res 2005;11:4741-
4748. Available at: http://www.ncbi.nlm.nih.gov/pubmed/16000569.

256. Eppenberger-Castori S, Kueng W, Benz C, et al. Prognostic and
predictive significance of ErbB-2 breast tumor levels measured by enzyme

5 B bR EEE

immunoassay. J Clin Oncol 2001;19:645-656. Availableat:
http://www.ncbi.nlm.nih.gov/pubmed/11157014.

257. Knoop AS, Bentzen SM, Nielsen MM, et al. Value of epidermal
growth factor receptor, HER2, p53, and steroid receptors in predicting the
efficacy of tamoxifen in high-risk postmenopausal breast cancer patients. J
Clin Oncol 2001;19:3376-3384. Available at:
http://www.ncbi.nim.nih.gov/pubmed/11454885.

258. Mass R. The role of HER-2 expression in predicting response to
therapy in breast cancer. Semin Oncol 2000;27:46-52. Available at:
http://www.ncbi.nlm.nih.gov/ipubmed/11236028.

259. Paik S, Shak S, Tang G, et al. Expression of the 21 genes in the
Recurrence Score assay and tamoxifen clinical benefit in the NSABP

study B-14 of node negative, estrogen receptor positive breast cancer
[abstract]. J Clin Oncol 2005;23(Suppl 16):Abstract 510. Available at:

http://meeting.ascopubs.org/cgi/content/abstract/23/16_suppl/510.

260. Pegram MD, Pauletti G, Slamon DJ. HER-2/neu as a predictive
marker of response to breast cancer therapy. Breast Cancer Res Treat
1998;52:65-77. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/10066073.

261. Piccart MJ, Di Leo A, Hamilton A. HERZ2. a 'predictive factor' ready to
use in the daily management of breast cancer patients? Eur J Cancer
2000;36:1755-1761. Available at:
http://www.ncbi.nim.nih.gov/pubmed/10974622.

262. Dowsett M, Allred C, Knox J, et al. Relationship between quantitative
estrogen and progesterone receptor expression and human epidermal
growth factor receptor 2 (HER-2) status with recurrence in the Arimidex,
Tamoxifen, Alone or in Combination trial. J Clin Oncol 2008;26:1059-1065.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/18227529.

263. Albain KS, Barlow WE, Ravdin PM, et al. Adjuvant chemotherapy and
timing of tamoxifen in postmenopausal patients with endocrine-responsive,
node-positive breast cancer: a phase 3, open-label, randomised controlled

MS-102

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

trial. Lancet 2009;374:2055-2063. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20004966.

264. Early Breast Cancer Trialists' Collaborative G, Davies C, Godwin J, et
al. Relevance of breast cancer hormone receptors and other factors to the
efficacy of adjuvant tamoxifen: patient-level meta-analysis of randomised
trials. Lancet 2011;378:771-784. Available at:
https://www.ncbi.nim.nih.gov/pubmed/21802721.

265. Early Breast Cancer Trialists' Collaborative G. Effects of
chemotherapy and hormonal therapy for early breast cancer on recurrence
and 15-year survival: an overview of the randomised trials. Lancet
2005;365:1687-1717. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15894097.

266. Davies C, Pan H, Godwin J, et al. Long-term effects of continuing
adjuvant tamoxifen to 10 years versus stopping at 5 years after diagnosis
of oestrogen receptor-positive breast cancer: ATLAS, a randomised trial.
Lancet 2013;381:805-816. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/23219286.

267. Gray R, Rea D, Handley K, et al. aTTom: Long-term effects of
continuing adjuvant tamoxifen to 10 years versus stopping at 5 years in
6,953 women with early breast cancer [Abstract]. J Clin Oncol
2013;31(suppl):Abstract 5.

268. Cuzick J, Ambroisine L, Davidson N, et al. Use of luteinising-
hormone-releasing hormone agonists as adjuvant treatment in
premenopausal patients with hormone-receptor-positive breast cancer: a
meta-analysis of individual patient data from randomised adjuvant trials.
Lancet 2007;369:1711-1723. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17512856.

269. Davidson NE, O'Neill AM, Vukov AM, et al. Chemoendocrine therapy
for premenopausal women with axillary lymph node-positive, steroid
hormone receptor-positive breast cancer: results from INT 0101 (E5188). J
Clin Oncol 2005;23:5973-5982. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16087950.

5 B bR EEE

270. Ejlertsen B, Mouridsen HT, Jensen MB, et al. Simi
ovarian ablation compared with cyclophosphamide, methotrexate, and
fluorouracil: from a randomized comparison of premenopausal patients
with node-positive, hormone receptor-positive breast cancer. J Clin Oncol
2006;24:4956-4962. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17075113.

271. Goel S, Sharma R, Hamilton A, Beith J. LHRH agonists for adjuvant
therapy of early breast cancer in premenopausal women. Cochrane
Database Syst Rev. 2009:CD004562. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19821328.

272. Kaufmann M, Jonat W, Blamey R, et al. Survival analyses from the
ZEBRA study. goserelin (Zoladex) versus CMF in premenopausal women
with node-positive breast cancer. Eur J Cancer 2003;39:1711-1717.
Available at: hitp://www.ncbi.nlm.nih.gov/pubmed/12888366.

273. Schmid P, Untch M, Wallwiener D, et al. Cyclophosphamide,
methotrexate and fluorouracil (CMF) versus hormonal ablation with
leuprorelin acetate as adjuvant treatment of node-positive, premenopausal
breast cancer patients: preliminary results of the TABLE-study (Takeda
Adjuvant Breast cancer study with Leuprorelin Acetate). Anticancer Res
2002;22:2325-2332. Available at:
http://'www:.ncbi.nlm.nih.gov/pubmed/12174922.

274. Thomson CS, Twelves CJ, Mallon EA, Leake RE. Adjuvant ovarian
ablation vs CMF chemotherapy in premenopausal breast cancer patients:
trial update and impact of immunohistochemical assessment of ER status.
Breast 2002;11:419-429. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/14965706.

275. von Minckwitz G, Graf E, Geberth M, et al. CMF versus goserelin as
adjuvant therapy for node-negative, hormone-receptor-positive breast
cancer in premenopausal patients: a randomised trial (GABG trial 1V-A-
93). Eur J Cancer 2006;42:1780-1788. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16765589.

276. Castiglione-Gertsch M, O'Neill A, Price KN, et al. Adjuvant
chemotherapy followed by goserelin versus either modality alone for

MS-103

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

premenopausal lymph node-negative breast cancer: a randomized trial. J
Natl Cancer Inst 2003;95:1833-1846. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/14679153.

277. Puhalla S, Brufsky A, Davidson N. Adjuvant endocrine therapy for
premenopausal women with breast cancer. Breast 2009;18 Suppl 3:5122-
130. Available at: http://www.ncbi.nlm.nih.gov/pubmed/19914530.

278. Roche H, Fumoleau P, Spielmann M, et al. Sequential- adjuvant
epirubicin-based and docetaxel chemotherapy for node-positive breast
cancer patients: the FNCLCC PACS 01 Trial. J Clin Oncol 2006;24:5664-
5671. Available at: http://www.ncbi.nim.nih.gov/pubmed/17116941.

279. Boccardo F, Rubagotti A, Amoroso D, et al. Cyclophosphamide,
methotrexate, and fluorouracil versus tamoxifen plus ovarian suppression
as adjuvant treatment of estrogen receptor-positive pre-/perimenopausal
breast cancer patients: results of the Italian Breast Cancer Adjuvant Study
Group 02 randomized trial. boccardo@hp380.ist.unige.it. J Clin Oncol
2000;18:2718-2727. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/10894871.

280. Pagani O, Regan MM, Walley BA, et al. Adjuvant exemestane with
ovarian suppression in premenopausal breast cancer. N Engl J Med
2014;371:107-118. Available at:
http://www.ncbi.nim.nih.gov/pubmed/24881463.

281. Francis PA, Regan MM, Fleming GF, et al. Adjuvant ovarian
suppression in premenopausal breast cancer. N Engl J Med
2015;372:436-446.

282. Bear HD, Tang G, Rastogi P, et al. Neoadjuvant plus adjuvant
bevacizumab in early breast cancer (NSABP B-40 [NRG Oncology]):
secondary outcomes of a phase 3, randomised controlled trial. Lancet
Oncol 2015;16:1037-1048.

283. Coombes RC, Kilburn LS, Snowdon CF, et al. Survival and safety of
exemestane versus tamoxifen after 2-3 years' tamoxifen treatment
(Intergroup Exemestane Study): a randomised controlled trial. Lancet

5 B bR EEE

2007;369:559-570. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17307102.

284. Kaufmann M, Jonat W, Hilfrich J, et al. Improved overall survival in
postmenopausal women with early breast cancer after anastrozole
initiated after treatment with tamoxifen compared with continued
tamoxifen: the ARNO 95 Study. J Clin Oncol 2007;25:2664-2670.
Available at: http://www.ncbi.nim.nih.gov/pubmed/17563395.

285. Goss PE, Ingle JN, Martino S, et al. Randomized trial of letrozole
following tamoxifen as extended adjuvant therapy in receptor-positive
breast cancer: updated findings from NCIC CTG MA.17. J Natl Cancer Inst
2005;97:1262-1271. Available at:
http://www.ncbi.nim.nih.gov/pubmed/16145047.

286. Forbes JF, Cuzick J, Buzdar A, et al. Effect of anastrozole and
tamoxifen as adjuvant treatment for early-stage breast cancer: 100-month
analysis of the ATAC ftrial. Lancet Oncol 2008;9:45-53. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18083636.

287. Thurlimann B, Keshaviah A, Coates AS, et al. A comparison of
letrozole and tamoxifen in postmenopausal women with early breast
cancer. N Engl J Med 2005;353:2747-2757. Available at:
http://www:.ncbi.nlm.nih.gov/pubmed/16382061.

288. Baum M, Budzar AU, Cuzick J, et al. Anastrozole alone or in
combination with tamoxifen versus tamoxifen alone for adjuvant treatment
of postmenopausal women with early breast cancer: first results of the
ATAC randomised trial. Lancet 2002;359:2131-2139. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12090977.

289. Howell A, Cuzick J, Baum M, et al. Results of the ATAC (Arimidex,
Tamoxifen, Alone or in Combination) trial after completion of 5 years'
adjuvant treatment for breast cancer. Lancet 2005;365:60-62. Available at:
http://www.ncbi.nim.nih.gov/pubmed/15639680.

290. Duffy S, Jackson TL, Lansdown M, et al. The ATAC ('Arimidex’,
Tamoxifen, Alone or in Combination) adjuvant breast cancer trial: first
results of the endometrial sub-protocol following 2 years of treatment. Hum

MS-104

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

Reprod 2006;21:545-553. Available at:
http://www.ncbi.nim.nih.gov/pubmed/16210385.

291. Fallowfield L, Cella D, Cuzick J, et al. Quality of life of
postmenopausal women in the Arimidex, Tamoxifen, Alone or in
Combination (ATAC) Adjuvant Breast Cancer Trial. J Clin Oncol
2004;22:4261-4271. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15514369.

292. Eastell R, Adams JE, Coleman RE, et al. Effect of anastrozole on
bone mineral density: 5-year results from the anastrozole, tamoxifen,
alone or in combination trial 18233230. J Clin Oncol 2008;26:1051-1057.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/18309940.

293. Dowsett M, Cuzick J, Howell A, Jackson |. Pharmacokinetics of
anastrozole and tamoxifen alone, and in combination, during adjuvant
endocrine therapy for early breast cancer in postmenopausal women: a
sub-protocol of the 'Arimidex and tamoxifen alone or in combination'
(ATAC) trial. Br J Cancer 2001;85:317-324. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11487258.

294. Buzdar AU, Guastalla JP, Nabholtz JM, et al. Impact of
chemotherapy regimens prior to endocrine therapy: Results from the
ATAC (anastrozole and tamoxifen, alone or in combination) trial. Cancer
2006;107:472-480. Available at:
http://www.ncbi.nim.nih.gov/pubmed/16804925.

295. Mouridsen H, Keshaviah A, Coates AS, et al. Cardiovascular adverse
events during adjuvant endocrine therapy for early breast cancer using
letrozole or tamoxifen: safety analysis of BIG 1-98 trial. J Clin Oncol
2007;25:5715-5722. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17998546.

296. Rabaglio M, Sun Z, Price KN, et al. Bone fractures among
postmenopausal patients with endocrine-responsive early breast cancer
treated with 5 years of letrozole or tamoxifen in the BIG 1-98 trial. Ann
Oncol 2009;20:1489-1498. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19474112.

15 B bR R 7 S 4
297. Mouridsen H, Giobbie-Hurder A, Goldhirsch A, et ar. Letrozoie
therapy alone or in sequence with tamoxifen in women with breast cancer.
N Engl J Med 2009;361:766-776. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19692688.

298. Boccardo F, Rubagotti A, Puntoni M, et al. Switching to anastrozole
versus continued tamoxifen treatment of early breast cancer: preliminary
results of the Italian Tamoxifen Anastrozole Trial. J Clin Oncol
2005;23:5138-5147. Available at:
http://www.ncbi.nlm.nih:.gov/pubmed/16009955.

299. Boccardo F, Rubagotti A, Guglielmini P, et al. Switching to
anastrozole versus continued tamoxifen treatment of early breast cancer.
Updated results of the Italian tamoxifen anastrozole (ITA) trial. Ann Oncol
2006;17 Suppl 7:10-14. Available at:
hitp://www.ncbi.nlm.nih.gov/pubmed/16760270.

300. Coombes RC, Hall E, Gibson LJ, et al. A randomized trial of
exemestane after two to three years of tamoxifen therapy in
postmenopausal women with primary breast cancer. N Engl J Med
2004;350:1081-1092. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15014181.

301. Jakesz R, Jonat W, Gnant M, et al. Switching of postmenopausal
women with endocrine-responsive early breast cancer to anastrozole after
2 years' adjuvant tamoxifen: combined results of ABCSG trial 8 and ARNO
95 trial. Lancet 2005;366:455-462. Available at:
http://www.ncbi.nim.nih.gov/pubmed/16084253.

302. Jonat W, Gnant M, Boccardo F, et al. Effectiveness of switching from
adjuvant tamoxifen to anastrozole in postmenopausal women with
hormone-sensitive early-stage breast cancer: a meta-analysis. Lancet
Oncol 2006:7:991-996. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17138220.

303. van de Velde CJ, Rea D, Seynaeve C, et al. Adjuvant tamoxifen and
exemestane in early breast cancer (TEAM): a randomised phase 3 trial.
Lancet 2011;377:321-331. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21247627.

MS-105

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

304. Pan H, Gray R, Davies C, et al. Predictors of recurrence during years
5-14 in 46,138 women with ER+ breast cancer allocated 5 years only of
endocrine therapy (ET) {Abstract}. J Clin Oncol 34, 2016 (suppl; abstract
505) 2016. Available at: http://meetinglibrary.asco.org/content/166053-
176.

305. Goss PE, Ingle JN, Martino S, et al. A randomized trial of letrozole in
postmenopausal women after five years of tamoxifen therapy for-early-
stage breast cancer. N Engl J Med 2003;349:1793-1802. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/14551341.

306. Jin H, Tu D, Zhao N, et al. Longer-term outcomes of letrozole versus
placebo after 5 years of tamoxifen in the NCIC CTG MA.17 trial: analyses
adjusting for treatment crossover. J Clin Oncol 2012;30:718-721. Available
at: https://www.ncbi.nlm.nih.gov/pubmed/22042967.

307. Goss PE, Ingle JN, Pater JL, et al. Late extended adjuvant treatment
with letrozole improves outcome in women with early-stage breast cancer
who complete 5 years of tamoxifen. J Clin Oncol 2008;26:1948-1955.
Available at: http://www.ncbi.nim.nih.gov/pubmed/18332475.

308. Ingle JN, Tu D, Pater JL, et al. Intent-to-treat analysis of the placebo-
controlled trial of letrozole for extended adjuvant therapy in early breast
cancer: NCIC CTG MA.17. Ann Oncol 2008;19:877-882. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18332043.

309. Perez EA, Josse RG, Pritchard KI, et al. Effect of letrozole versus
placebo on bone mineral density in women with primary breast cancer
completing 5 or more years of adjuvant tamoxifen: a companion study to
NCIC CTG MA.17. J Clin Oncol 2006;24:3629-3635. Available at:
http://www.ncbi.nim.nih.gov/pubmed/16822845.

310. Whelan TJ, Goss PE, Ingle JN, et al. Assessment of quality of life in
MA.17: a randomized, placebo-controlled trial of letrozole after 5 years of
tamoxifen in postmenopausal women. J Clin Oncol 2005;23:6931-6940.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/16157934.

311. Davies C, Pan H, Godwin J, et al. ATLAS - 10 v 5 years of adjuvant
tamoxifen (TAM) in ER+ disease: Effects on outcome in the first and in the

15 B PR HE
second decade after diagnosis. Cancer Research 2012;727ST-Z. Avanaoie
at:

http://cancerres.aacrjournals.org/cgi/content/meeting_abstract/72/24 Meet

ingAbstracts/S1-2.

312. Jakesz R, Greil R, Gnant M, et al. Extended adjuvant therapy with
anastrozole among postmenopausal breast cancer patients: results from
the randomized Austrian Breast and Colorectal Cancer Study Group Trial
6a. J Natl Cancer Inst 2007;99:1845-1853. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18073378.

313. Dowsett M, Cuzick J, Ingle J, et al. Meta-analysis of breast cancer
outcomes in adjuvant trials of aromatase inhibitors versus tamoxifen. J
Clin Oncol 2010;28:509-518. Available at:
http://www.ncbi.nim.nih.gov/pubmed/19949017.

314. Goss PE, Ingle JN, Pritchard KI, et al. Extending aromatase-inhibitor
adjuvant therapy to 10 years. N Engl J Med 2016;375:209-219. Available
at: http://www.ncbi.nlm.nih.gov/pubmed/27264120.

315. Smith IE, Dowsett M, Yap Y-S, et al. Adjuvant aromatase inhibitors
for early breast cancer after chemotherapy-induced amenorrhoea: caution
and suggested guidelines. J Clin Oncol 2006;24:2444-2447. Available at:
http://www:ncbi:nim.nih.gov/pubmed/16735701.

316. Yu B, Douglas N, Ferin MJ, et al. Changes in markers of ovarian
reserve and endocrine function in young women with breast cancer
undergoing adjuvant chemotherapy. Cancer 2010;116:2099-2105.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/20187091.

317. Dowsett M, Nielsen TO, A'Hern R, et al. Assessment of Ki67 in
Breast Cancer: Recommendations from the International Ki67 in Breast
Cancer Working Group. J Natl Cancer Inst 2011. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21960707.

318. Dowsett M, Smith |IE, Ebbs SR, et al. Prognostic value of Ki67
expression after short-term presurgical endocrine therapy for primary
breast cancer. J Natl Cancer Inst 2007;99:167-170. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17228000.

MS-106

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

319. Schroth W, Goetz MP, Hamann U, et al. Association between
CYP2D6 polymorphisms and outcomes among women with early stage
breast cancer treated with tamoxifen. JAMA 2009;302:1429-1436.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/19809024.

320. Leyland-Jones B, Regan M, Bouzyk M, et al. Outcome according to
CYP2D6 genotype among postmenopausal women with endocrine-
responsive early invasive breast cancer randomized in the BIG 1-98 trial
[abstract]. Cancer Res 2010;70(24 Suppl):Abstract nr-S1-8.-Available at:
http://cancerres.aacrjournals.org/cgi/content/short/70/24 - MeetingAbstracts
/S1-8.

321. Rae J, Drury S, Hayes D, et al. Lack of correlation between gene
variants in tamoxifen metabolizing enzymes with primary endpoints in the
ATAC trial [abstract]. Cancer Res 2010;70(24 Suppl):Abstract S1-7.
Available at:
http://cancerres.aacrjournals.org/cgi/content/meeting_abstract/70/24 Meet
ingAbstracts/S1-7?sid=e2c268c0-3fe1-481b-a9¢c9-01b32769a3d9.

322. Higgins MJ, Stearns V. Pharmacogenetics of endocrine therapy for
breast cancer. Annu Rev Med 2011;62:281-293. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21226615.

323. Visvanathan K, Chlebowski RT, Hurley P, et al. American:Society of
Clinical Oncology clinical practice guideline update on the use of
pharmacologic interventions including tamoxifen, raloxifene, and
aromatase inhibition for breast cancer risk reduction. . J Clin Oncol
2009;27:3235-3258. Available at:
http://www.ncbi.nim.nih.gov/pubmed/19470930.

324. Gnant M, Mlineritsch B, Stoeger H, et al. Adjuvant.endocrine therapy
plus zoledronic acid in premenopausal women with early-stage breast
cancer: 62-month follow-up from the ABCSG-12 randomised trial.. The
Lancet. Oncology 2011;12:631-641. Available at:
https://pubmed.ncbi.nim.nih.gov/21641868.

325. Coleman RE, Marshall H, Cameron D, et al. Breast-cancer adjuvant
therapy with zoledronic acid. N Engl J Med 2011;365:1396-1405. Available
at: http://www.ncbi.nlm.nih.gov/pubmed/21995387.

5 B bR EEE

326. Gregory W, Marshall H, Bell R, et al. Adjuvant zole
in postmenopausal women with breast cancer and those rendered
postmenopausal: Results of a meta-analysis. ASCO Meeting Abstracts
2012;30:513. Available at:
http://meeting.ascopubs.org/cgi/content/abstract/30/15_suppl/513.

327. Early Breast Cancer Trialists' Collaborative G, Coleman R, Powles T,
et al. Adjuvant bisphosphonate treatment in early breast cancer: meta-
analyses of individual patient data from randomised trials. Lancet
2015;386:1353-1361. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/26211824.

328. Gnant M, Pfeiler G, Dubsky PC, et al. Adjuvant denosumab in breast
cancer (ABCSG-18): a multicentre, randomised, double-blind, placebo-
controlled trial. Lancet 2015;386:433-443. Available at:

329. Gnant M, Pfeiler G, Dubsky PC, et al. The impact of adjuvant
denosumab on disease-free survival: Results from 3,425 postmenopausal
patients of the ABCSG-18 trial [Abstract} Cancer Res. 2016;76(4
Suppl):Abstract S2- 02 2015. Available at:
http://www.abstracts2view.com/sabcs15/view.php?nu=SABCS15L 443.

330. Goss PE, Barrios CH, Chan A, et al. Denosumab versus placebo as
adjuvant treatment for women with early-stage breast cancer at high risk
of disease recurrence (D-CARE): A global, placebo-controlled,
randomized, double-blind, phase 3 clinical trial [Abstract]. Cancer Res.
2013;73(24 Suppl):Abstract OT2-6-02 2013. Available at:
http://cancerres.aacrjournals.org/content/73/24 Supplement/OT2-6-02.

331. Erban JK, Lau J. On the toxicity of chemotherapy for breast cancer--
the need for vigilance. J Natl Cancer Inst 2006;98:1096-1097. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16912256.

332. Henderson |, Berry D, Demetri G, et al. Improved outcomes from
adding sequential paclitaxel but not from escalating doxorubicin dose in an
adjuvant chemotherapy regimen for patients with node-positive primary
breast cancer. J Clin Oncol 2003;21:976-983. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12637460.

MS-107

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE




RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

333. Mamounas E, Bryant J, Lembersky B, et al. Paclitaxel after
doxorubicin plus cyclophosphamide as adjuvant chemotherapy for node-
positive breast cancer: results from NSABP B-28. J Clin Oncol
2005;23:3686-3696. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15897552.

334. Citron ML, Berry DA, Cirrincione C, et al. Randomized trial of dose-
dense versus conventionally scheduled and sequential versus concurrent
combination chemotherapy as postoperative adjuvant treatment of node-
positive primary breast cancer: first report of Intergroup Trial
C9741/Cancer and Leukemia Group B Trial 9741. J Clin Oncol
2003;21:1431-1439. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12668651.

335. Sparano JA, Wang M, Martino S, et al. Phase Il study of doxorubicin-
cyclophosphamide followed by paclitaxel or docetaxel given-every 3
weeks or weekly in patients with axillary node positive or high risk node
negative breast cancer [abstract]. San Antonio Breast Cancer Symposium
2005:Abstract 48. Available at:

336. Sparano JA, Wang M, Martino S, et al. Phase Il study of doxorubicin-
cyclophosphamide followed by paclitaxel or docetaxel given every 3
weeks or weekly in operable breast cancer: Results of Intergroup Trial
E1199 [abstract]. J Clin Oncol 2007;25 (Suppl_18) Abstract 516.
Available at:
http://meeting.ascopubs.org/cgi/content/abstract/25/18_suppl/516.

337. Sparano J, Wang M, Martino S, et al. Weekly paclitaxel in the
adjuvant treatment of breast cancer. N Engl J Med 2008;358:1663-1671.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/18420499.

338. Jones S, Holmes FA, O'Shaughnessy J, et al. Docetaxel with
cyclophosphamide is associated with an overall survival benefit compared
with doxorubicin and cyclophosphamide: 7-year follow-up of US Oncology
Research trial 9735. J Clin Oncol 2009;27:1177-1183. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19204201.

339. Bang SM, Heo DS, Lee KH, et al. Adjuvant doxorubicin and
cyclophosphamide versus cyclophosphamide, methotrexate, and 5-

5 B bR EEE

fluorouracil chemotherapy in premenopausal women wi
node positive breast carcinoma. Cancer 2000;89:2521-2526. Available at:
http://www.ncbi.nim.nih.gov/pubmed/11135211.

340. Fisher B, Brown AM, Dimitrov NV, et al. Two months of doxorubicin-
cyclophosphamide with and without interval reinduction therapy compared
with 6 months of cyclophosphamide, methotrexate, and fluorouracil in
positive-node breast cancer patients with tamoxifen-nonresponsive
tumors: results from the National Surgical Adjuvant Breast and Bowel
Project B-15. J Clin. Oncol 1990;8:1483-1496. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/2202791.

341. Fisher B, Anderson S, Wickerham DL, et al. Increased intensification
and total dose of cyclophosphamide in a doxorubicin-cyclophosphamide
regimen for the treatment of primary breast cancer: findings from National
Surgical Adjuvant Breast and Bowel Project B-22. J Clin Oncol
1997;15:1858-1869. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9164196.

342. Polychemotherapy for early breast cancer: an overview of the
randomised trials. Early Breast Cancer Trialists' Collaborative Group.
Lancet 1998;352:930-942. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9752815.

343. Wood WC, Budman DR, Korzun AH, et al. Dose and dose intensity of
adjuvant chemotherapy for stage Il, node-positive breast carcinoma. N
Engl J Med 1994;330:1253-1259. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/8080512.

344. Cooke T, Reeves J, Lanigan A, Stanton P. HER2 as a prognostic and
predictive marker for breast cancer. Ann Oncol 2001;12 Suppl 1:23-28.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/11521717.

345. Menard S, Valagussa P, Pilotti S, et al. Response to
cyclophosphamide, methotrexate, and fluorouracil in lymph node-positive
breast cancer according to HER2 overexpression and other tumor biologic
variables. J Clin Oncol 2001;19:329-335. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11208823.

MS-108

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

346. Muss HB, Thor AD, Berry DA, et al. c-erbB-2 expression and
response to adjuvant therapy in women with node-positive early breast
cancer. N Engl J Med 1994;330:1260-1266. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/7908410.

347. Paik S, Bryant J, Tan-Chiu E, et al. HER2 and choice of adjuvant
chemotherapy for invasive breast cancer: National Surgical Adjuvant
Breast and Bowel Project Protocol B-15. J Natl Cancer Inst 2000;92:1991-
1998. Available at: http://www.ncbi.nlm.nih.gov/pubmed/11121461.

348. Thor AD, Berry DA, Budman DR, et al. erbB-2, p53, and efficacy of
adjuvant therapy in lymph node-positive breast cancer. J Natl Cancer Inst
1998;90:1346-1360. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9747866.

349. Watanabe T, Kuranami M, Inoue K, et al. Phase lll trial comparing 4-
cycle doxorubicin plus cyclophosphamide followed by 4-cycle taxan with 8-
cycle taxan as adjuvant therapy for node-positive breast cancer: Results of
N-SAS-BCO02 trial [abstract]. J Clin Oncol 2009;27(Suppl 15):Abstract 516.
Available at: http://meeting.ascopubs.org/cgi/content/abstract/27/15S/516.

350. Piccart MJ, Di Leo A, Beauduin M, et al. Phase Il trial comparing two
dose levels of epirubicin combined with cyclophosphamide with
cyclophosphamide, methotrexate, and fluorouracil in node=positive breast
cancer. J Clin Oncol 2001;19:3103-3110. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11408507.

351. Samuel JA, Wilson JW, Bandos H, et al. Abstract S3-02: NSABP B-
36: A randomized phase lll trial comparing six cycles of 5-fluorouracil (5-
FU), epirubicin, and cyclophosphamide (FEC) to four cycles of adriamycin
and cyclophosphamide (AC) in patients (pts) with node-negative breast
cancer. Cancer Research 2015;75:53-02. Available at:
http://cancerres.aacrjournals.org/content/75/9 Supplement/S3-
02.abstract.

352. Ganz PA, Wilson JW, Bandos H, et al. Abstract P3-12-01: Impact of
treatment on quality of life (QOL) and menstrual history (MH) in the
NSABP B-36: A randomized phase Il trial comparing six cycles of 5-
fluorouracil (5-FU), epirubicin, and cyclophosphamide (FEC) to four cycles

£ BMEER N FEE
ZUTO; IO P3-TZ-

of adriamycin and cyclophosphamide. Cancer Researc
01. Available at:
http://cancerres.aacrjournals.org/content/75/9 Supplement/P3-12-
01.abstract.

353. Levine M, Pritchard K, Bramwell V, et al. Randomized trial comparing
cyclophosphamide, epirubicin, and fluorouracil with cyclophosphamide,
methotrexate, and fluorouracil in premenopausal women with node-
positive breast cancer: update of National Cancer Institute of Canada
Clinical Trials Group Trial MA5. J Clin Oncol 2005;23:5166-5170.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/16051958.

354. Benefit of a high-dose epirubicin regimen in adjuvant chemotherapy
for node-positive breast cancer patients with poor prognostic factors: 5-
year follow-up results of French Adjuvant Study Group 05 Randomized
Trial. J Clin Oncol 2001;19:602-611. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11157009.

355. Ellis P, Barrett-Lee P, Johnson L, et al. Sequential docetaxel as
adjuvant chemotherapy for early breast cancer (TACT): an open-label,
phase lll, randomised controlled trial. Lancet 2009;373:1681-1692.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/19447249.

356. Martin-M, Rodriguez-Lescure A, Ruiz A, et al. Randomized phase 3
trial of fluorouracil, epirubicin, and cyclophosphamide alone or followed by
Paclitaxel for early breast cancer. J Natl Cancer Inst 2008;100:805-814.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/18505968.

357. Sparano JA ZF, Martino S, et al. Ten year update of E1199: Phase llI
study of doxorubicin-cyclophosphamide followed by paclitaxel or docetaxel
given every 3 weeks or weekly in patients with axillary node-positive or
high-risk node-negative breast cancer [abstract]. San Antonio Breast
Cancer Symposium. Oral Presentation Abstract S3-03. 2014.

358. Martin M, Pienkowski T, Mackey J, et al. Adjuvant docetaxel for
node-positive breast cancer. N Engl J Med 2005;352:2302-2313. Available
at: http://www.ncbi.nlm.nih.gov/pubmed/15930421.

MS-109

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

359. Swain SM, Jeong J-H, Geyer CE, et al. NSABP B-30: definitive
analysis of patient outcome from a randomized trial evaluating different
schedules and combinations of adjuvant therapy containing doxorubicin,
docetaxel and cyclophosphamide in women with operable, node-positive
breast cancer [abstract]. Cancer Research 2009;69 (Suppl_1):Abstract 75.
Available at:
http://cancerres.aacrjournals.org/cgi/content/meeting_abstract/69/2 Meeti
ngAbstracts/75.

360. Muss HB, Berry DA, Cirrincione CT, et al. Adjuvant chemotherapy in
older women with early-stage breast cancer. N Engl J Med
2009;360:2055-2065. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19439741.

361. Burstein HJ. The distinctive nature of HER2-positive breast cancers.
N Engl J Med 2005;353:1652-1654. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16236735.

362. Joensuu H, Kellokumpu-Lehtinen P, Bono P, et al. Adjuvant
docetaxel or vinorelbine with or without trastuzumab for breast cancer. N
Engl J Med 2006;354:809-820. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16495393.

363. Joensuu H, Bono P, Kataja V, et al. Fluorouracil, epirubicin, and
cyclophosphamide with either docetaxel or vinorelbine, with or without
trastuzumab, as adjuvant treatments of breast cancer: final results of the
FinHer Trial. J Clin Oncol 2009;27:5685-5692. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19884557.

364. Piccart-Gebhart M, Procter M, Leyland-Jones B, et al. Trastuzumab
after adjuvant chemotherapy in HER2-positive breast cancer.N Engl J
Med 2005;353:1659-1672. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16236737.

365. Goldhirsch A, Piccart-Gebhart M, Procter M, et al. HERA TRIAL: 2
years versus 1 year of trastuzumab after adjuvant chemotherapy in
women with HER2-positive early breast cancer at 8 years of median follow
up. Cancer Research 2012;72:S5-2. Available at:

5 B bR EEE

http://cancerres.aacrjournals.org/cgi/content/meeting_a
ingAbstracts/S5-2.

366. Romond E, Perez E, Bryant J, et al. Trastuzumab plus adjuvant
chemotherapy for operable HER2-positive breast cancer. N Engl J Med
2005;353:1673-1684. Available at:
http://www.ncbi.nIlm.nih.gov/pubmed/16236738.

367. Romond E, Suman V, Jeong J-H, et al. Trastuzumab plus adjuvant
chemotherapy for HER2-positive breast cancer: Final planned joint
analysis of overall survival (OS) from NSABP B-31 and NCCTG N9831.
Cancer Research 2012;72:S5-5. Available at:
http://cancerres.aacrjournals.org/cgi/content/meeting _abstract/72/24 Meet
ingAbstracts/S5-5.

368. Slamon D, Eiermann W, Raobert N, et al. Adjuvant trastuzumab in
HERZ2-positive breast cancer. N Engl J Med 2011;365:1273-1283.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/21991949.

369. Perez EA, Romond EH, Suman VJ, et al. Four-year follow-up of
trastuzumab plus adjuvant chemotherapy for operable human epidermal
growth factor receptor 2-positive breast cancer: joint analysis of data from
NCCTG N9831 and NSABP B-31. J Clin Oncol 2011;29:3366-3373.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/21768458.

370. Gianni L, Dafni U, Gelber RD, et al. Treatment with trastuzumab for 1
year after adjuvant chemotherapy in patients with HER2-positive early
breast cancer: a 4-year follow-up of a randomised controlled trial. Lancet
Oncol 2011;12:236-244. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21354370.

371. Perez EA, Suman VJ, Davidson NE, et al. Cardiac safety analysis of
doxorubicin-and cyclophosphamide followed by paclitaxel with or without
trastuzumab in the North Central Cancer Treatment Group N9831
adjuvant breast cancer trial. J Clin Oncol 2008;26:1231-1238. Available at:
http://www.ncbi.nIm.nih.gov/pubmed/18250349.

372. Tan-Chiu E, Yothers G, Romond E, et al. Assessment of cardiac
dysfunction in a randomized trial comparing doxorubicin and

MS-110

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

cyclophosphamide followed by paclitaxel, with or without trastuzumab as
adjuvant therapy in node-positive, human epidermal growth factor receptor
2-overexpressing breast cancer: NSABP B-31. J Clin Oncol 2005;23:7811-
7819. Available at: http://www.ncbi.nim.nih.gov/pubmed/16258083.

373. Geyer CE, Jr., Bryant JL, Romond EH, et al. Update of cardiac
dysfunction on NSABP B-31, a randomized trial of sequential
doxorubicin/cyclophosphamide (AC)->paclitaxel (T) vs. AC->T with
trastuzumab (H) [abstract]. J Clin Oncol 2006;24(Suppl 18):Abstract 581.
Available at:

http://meeting.ascopubs.org/cgi/content/abstract/24/18 suppl/581.

374. Telli ML, Hunt SA, Carlson RW, Guardino AE. Trastuzumab-related
cardiotoxicity: calling into question the concept of reversibility. J Clin Oncol
2007;25:3525-3533. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17687157.

375. Smith I, Procter M, Gelber RD, et al. 2-year follow-up of trastuzumab
after adjuvant chemotherapy in HER2-positive breast cancer: a
randomised controlled trial. Lancet 2007;369:29-36. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17208639.

376. Spielmann M, Roché H, Delozier T, et al. Trastuzumab for patients
with axillary-node-positive breast cancer: results of the FNCLCC-PACS 04
trial. J Clin Oncol 2009;27:6129-6134. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19917839.

377. Pivot X, Romieu G, Debled M, et al. 6 months versus 12 months of
adjuvant trastuzumab for patients with HER2-positive early breast cancer
(PHARE): a randomised phase 3 trial. Lancet Oncol 2013;14:741-748.
Available at: http://www.ncbi.nim.nih.gov/pubmed/23764181.

378. Goldhirsch A, Gelber RD, Piccart-Gebhart MJ, et al. 2 years versus 1
year of adjuvant trastuzumab for HER2-positive breast cancer (HERA): an
open-label, randomised controlled trial. Lancet 2013;382:1021-1028.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/23871490.

379. Chia S, Norris B, Speers C, et al. Human epidermal growth factor
receptor 2 overexpression as a prognostic factor in a large tissue

1 B MhEIRBST S
microarray series of node-negative breast cancers. J CiinOncol
2008;26:5697-5704. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19001334.

380. Gonzalez-Angulo AM, Litton JK, Broglio KR, et al. High risk of
recurrence for patients with breast cancer who have human epidermal
growth factor receptor 2-positive, node-negative tumors 1 cm or smaller. J
Clin Oncol-2009;27:5700-5706. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19884543.

381. O'Sullivan C, Holmes E, Spielmann M, et al. The prognosis of small
HER2+ breast cancers: A meta-analysis of the randomized trastuzumab
trials [abstract]. San Antonio Breast Cancer Symposium Meeting Abstracts
2013:Abstract S 6-03 Available at:

382. Zhou Q, Yin W, Du Y, Lu J. For or against adjuvant trastuzumab for
pT1a-bNOMO breast cancer patients with HER2-positive tumors: A meta-
analysis of published literatures. PLoS One 2014;9:e83646. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24392090.

383. Tolaney S, Barry W, Dang C, et al. A phase Il study of adjuvant
paclitaxel (T) and trastuzumab (H) (APT trial) for node-negative, HER2-
positive breast cancer (BC) [abstract]. San Antonio Breast Symposium
Meeting Abstract ; Abstract S 1-04 (Oral Presentation. 2013. Available at:

384. Piccart-Gebhart MJ, Holmes AP, Baselga J, et al. First results from
the phase Il ALTTO trial (BIG 2-06; NCCTG [Alliance] NO63D) comparing
one year of anti-HER2 therapy with lapatinib alone (L), trastuzumab alone
(T), their sequence (T->L), or their combination (T+L) in the adjuvant
treatment of HER2-positive early breast cancer (EBC). ASCO Meeting
Abstracts 2014;32:L.BA4. Available at:
http://meeting.ascopubs.org/cgi/content/abstract/32/18 suppl/LBAA4.

385. Curigliano G, Viale G, Bagnardi V, et al. Clinical relevance of HER2
overexpression/amplification in patients with small tumor size and node-
negative breast cancer. J Clin Oncol 2009;27:5693-5699. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19884553.

MS-111

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

386. Perez EA, Romond EH, Suman VJ, et al. Updated results of the
combined analysis of NCCTG N9831 and NSABP B-31 adjuvant
chemotherapy with/without trastuzumab in patients with HER2-positive
breast cancer [abstract]. J Clin Oncol 2007;25(Suppl 18):Abstract 512.
Available at:

http://meeting.ascopubs.org/cgi/content/abstract/25/18 suppl/512.

387. Untch M, Gelber RD, Jackisch C, et al. Estimating the magnitude of
trastuzumab effects within patient subgroups in the HERA trial. Ann Oncol
2008;19:1090-1096. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18296421.

388. Swain S, Kim S-B, Cortes J, et al. Confirmatory overall survival (OS)
analysis of CLEOPATRA: a randomized, double-blind, placebo-controlled
Phase Il study with pertuzumab (P), trastuzumab (T), and docetaxel (D) in
patients (pts) with HER2-positive first-line (1L) metastatic breast cancer
(MBC). Cancer Research 2012;72:P5-18-26. Available at:
http://cancerres.aacrjournals.org/cgi/content/meeting_abstract/72/24 Meet
ingAbstracts/P5-18-26.

389. von MG, Baselga J, Bradbury I, et al. Adjuvant Pertuzumab and
Herceptin IN IniTial TherapY of Breast Cancer: APHINITY (BIG 4—
11/BO25126/TOC4939q) [abstract]. Cancer Res 2011; 71(Suppl 24
):Abstract OT1-02-04.

390. A randomized multicenter, double-blind, placebo-controlled
comparison of chemotherapy plus trastuzumab plus placebo versus
chemotherapy plus trastuzumab plus pertuzumab as adjuvant therapy in
patients with operable HER2-positive primary breast cancer (Clinical Trial
ID: NCT01358877). Available at:
http://clinicaltrials.gov/ct2/show/NCT01358877.

391. Tolaney SM, Barry WT, Dang CT, et al. Adjuvant paclitaxel-and
trastuzumab for node-negative, HER2-positive breast cancer. N Engl J
Med 2015;372:134-141. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/25564897.

392. Aukema TS, Straver ME, Peeters MJ, et al. Detection of extra-axillary
lymph node involvement with FDG PET/CT in patients with stage II-lI

5 B bR EEE

LEZ. e v b B0 s e
Hqiuyisheng222% 13918529955

breast cancer. Eur J Cancer 2010;46:3205-3210. Availapre art:
http://www.ncbi.nim.nih.gov/pubmed/20719497.

393. Fuster D, Duch J, Paredes P, et al. Preoperative staging of large
primary breast cancer with ["®F]fluorodeoxyglucose positron emission
tomography/computed tomography compared with conventional imaging
procedures.J Clin Oncol 2008;26:4746-4751. Available at:
http://www.ncbi.nim.nih.gov/pubmed/18695254.

394. Groheux D, Moretti JL, Baillet G, et al. Effect of ('®)F-FDG PET/CT
imaging in patients with clinical Stage Il and Ill breast cancer. Int J Radiat
Oncol Biol Phys 2008;71:695-704. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18436392.

395. van der Hoeven JJM, Krak NC, Hoekstra OS, et al. '8F-2-fluoro-2-
deoxy-d-glucose positron emission tomography in staging of locally
advanced breast cancer. J Clin Oncol 2004;22:1253-1259. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15051773.

396. Niikura N, Costelloe CM, Madewell JE, et al. FDG-PET/CT compared
with conventional imaging in the detection of distant metastases of primary
breast cancer. Oncologist 2011;16:1111-1119. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21765193.

397. Morris PG, Lynch C, Feeney JN, et al. Integrated positron emission
tomography/computed tomography may render bone scintigraphy
unnecessary to investigate suspected metastatic breast cancer. J Clin
Oncol 2010;28:3154-3159. Available at:
http://www.ncbi.nIim.nih.gov/pubmed/20516453.

398. Alessio AM, Kinahan PE, Cheng PM, et al. PET/CT scanner
instrumentation, challenges, and solutions. Radiol Clin North Am
2004;42:1017-1032. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15488555.

399. Wong TZ, Paulson EK, Nelson RC, et al. Practical approach to
diagnostic CT combined with PET. AJR Am J Roentgenol 2007;188:622-
629. Available at: http://www.ncbi.nlm.nih.gov/pubmed/17312045.

MS-112

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

400. Hortobagyi GN, Singletary SE, Strom EA. Locally advanced breast
cancer. In: Harris JR, Lippman ME, Morrow M, Osborne CK, eds.
Diseases of the Breast. Philadelphia: Lippincott Williams & Wilkins; 2004.

401. https://www.astro.org/Clinical-Practice/Choosing-Wisely/2014-
Choosing-Wisely.aspx Aa. Available at:

402. Impact of follow-up testing on survival and health-related quality of
life in breast cancer patients. A multicenter randomized controlled trial.
The GIVIO Investigators. JAMA 1994;271:1587-1592. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/8182811.

403. Rosselli Del Turco M, Palli D, Cariddi A, et al. Intensive diagnostic
follow-up after treatment of primary breast cancer. A randomized trial.
National Research Council Project on Breast Cancer follow-up. JAMA
1994;271:1593-1597. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/7848404.

404. Smith TJ, Davidson NE, Schapira DV, et al. American Society of
Clinical Oncology 1998 update of recommended breast cancer
surveillance guidelines. J Clin Oncol 1999;17:1080-1082. Available at:
http://www.ncbi.nim.nih.gov/pubmed/10071303.

405. Bast RC, Ravdin P, Hayes DF, et al. 2000 update of
recommendations for the use of tumor markers in breast and colorectal
cancer: clinical practice guidelines of the American Society of Clinical
Oncology. J Clin Oncol 2001;19:1865-1878. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11251019:

406. Kirova YM, Stoppa-Lyonnet D, Savignoni A, et al. Risk of breast
cancer recurrence and contralateral breast cancer in relation.to BRCA1
and BRCA2 mutation status following breast-conserving surgery and
radiotherapy. Eur J Cancer 2005;41:2304-2311. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16140006.

407. Metcalfe K, Lynch HT, Ghadirian P, et al. Contralateral breast cancer
in BRCA1 and BRCA2 mutation carriers. J Clin Oncol 2004;22:2328-2335.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/15197194.

5 B bR EEE

408. Pierce LJ, Levin AM, Rebbeck TR, et al. Ten-year
results of breast-conserving surgery and radiotherapy in BRCA1/2-
associated stage /Il breast cancer. J Clin Oncol 2006;24:2437-2443.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/16636335.

409. ACOG committee opinion. No. 336: Tamoxifen and uterine cancer.
Obstet Gynecol 2006;107:1475-1478. Available at:
http://www.ncbi.nim.nih.gov/pubmed/16738185.

410. Loprinzi CL, Kugler JW, Sloan JA, et al. Venlafaxine in management
of hot flashes in survivors of breast cancer: a randomised controlled trial.
Lancet 2000;356:2059-2063. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11145492.

411. Boekhout AH, Vincent AD, Dalesio OB, et al. Management of hot
flashes in patients who have breast cancer with venlafaxine and clonidine:
a randomized, double-blind, placebo-controlled trial. J Clin Oncol
2011;29:3862-3868. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21911720.

412. Kaplan M, Mahon S, Cope D, et al. Putting evidence into practice:
evidence-based interventions for hot flashes resulting from cancer
therapies. Clin J Oncol Nurs 2011;15:149-157. Available at:
http://iwww:ncbi:nim.nih.gov/pubmed/21444282.

413. Bordeleau L, Pritchard Kl, Loprinzi CL, et al. Multicenter, randomized,
cross-over clinical trial of venlafaxine versus gabapentin for the
management of hot flashes in breast cancer survivors. J Clin Oncol
2010;28:5147-5152. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21060031.

414. Garber K. Tamoxifen pharmacogenetics moves closer to reality. J
Natl CancerInst 2005;97:412-413. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15770000.

415. JinY, Desta Z, Stearns V, et al. CYP2D6 genotype, antidepressant
use, and tamoxifen metabolism during adjuvant breast cancer treatment. J
Natl Cancer Inst 2005;97:30-39. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15632378.

MS-113

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

416. Henry NL, Stearns V, Flockhart DA, et al. Drug interactions and
pharmacogenomics in the treatment of breast cancer and depression. Am
J Psychiatry 2008;165:1251-1255. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18829880.

417. Ahern TP, Pedersen L, Cronin-Fenton DP, et al. No increase in
breast cancer recurrence with concurrent use of tamoxifen and some
CYP2D6-inhibiting medications. Cancer Epidemiol Biomarkers Prev
2009;18:2562-2564. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19690182.

418. Osterberg L, Blaschke T. Adherence to medication. N Engl J Med
2005;353:487-497. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16079372.

419. Dayes IS, Whelan TJ, Julian JA, et al. Randomized trial of
decongestive lymphatic therapy for the treatment of lymphedema in
women with breast cancer. J Clin Oncol 2013;31:3758-3763. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24043733.

420. Warren AG, Brorson H, Borud LJ, Slavin SA. Lymphedema: a
comprehensive review. Ann Plast Surg 2007;59:464-472. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17901744.

421. Hickey M, Peate M, Saunders CM, Friedlander M. Breast cancer in
young women and its impact on reproductive function. Human
Reproduction Update 2009;15:323-339. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19174449.

422. Moran MS, Colasanto JM, Haffty BG, et al. Effects of breast-
conserving therapy on lactation after pregnancy. Cancer J 2005;11:399-
403. Available at: http://www.ncbi.nlm.nih.gov/pubmed/16259870:.

423. Gnant M, Mlineritsch B, Schippinger W, et al. Endocrine therapy plus
zoledronic acid in premenopausal breast cancer. N Engl J Med
2009;360:679-691. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19213681.

5 B bR EEE

424. Li Cl, Daling JR, Porter PL, et al. Relationship bet
modifiable lifestyle factors and risk of second primary contralateral breast
cancer among women diagnosed with estrogen receptor-positive invasive
breast cancer. J Clin Oncol 2009;27:5312-5318. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19738113.

425. Pierce JP, Stefanick ML, Flatt SW, et al. Greater survival after breast
cancer in physically active women with high vegetable-fruit intake
regardless of obesity. J Clin Oncol 2007;25:2345-2351. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17557947.

426. Chlebowski RT BG, et al. . Final survival analysis from the
randomized Women's Intervention Nutrition Study (WINS) evaluating
dietary intervention as adjuvant breast cancer therapy [abstract]. San
Antonio Breast Cancer Symposium 2014;Abstract S5-08. Available at:

427. de Glas NA, Fontein DB, Bastiaannet E, et al. Physical activity and
survival of postmenopausal, hormone receptor-positive breast cancer
patients: results of the Tamoxifen Exemestane Adjuvant Multicenter
Lifestyle study. Cancer 2014;120:2847-2854. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24840230.

428. Courneya KS, Segal RJ, McKenzie DC, et al. Effects of exercise
during adjuvant chemotherapy on breast cancer outcomes. Med Sci
Sports Exerc 2014;46:1744-1751. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24633595.

429. Mishra Sl, Scherer RW, Snyder C, et al. Exercise interventions on
health-related quality of life for people with cancer during active treatment.
Cochrane Database Syst Rev 2012;8:CD008465. Available at:
http://www.ncbi.nlm:nih.gov/pubmed/22895974.

430. Eubank WB, Mankoff D, Bhattacharya M, et al. Impact of FDG PET
on defining the extent of disease and on the treatment of patients with
recurrent or metastatic breast cancer. AJR Am J Roentgenol
2004;183:479-486. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15269044.

MS-114

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

431. Moon DH, Maddahi J, Silverman DH, et al. Accuracy of whole-body
fluorine-18-FDG PET for the detection of recurrent or metastatic breast
carcinoma. J Nucl Med 1998;39:431-435. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9529287.

432. Arslan C, Sari E, Aksoy S, Altundag K. Variation in hormone receptor
and HER-2 status between primary and metastatic breast cancer: review
of the literature. Expert Opin Ther Targets 2011;15:21-30. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21105765.

433. Pusztai L, Viale G, Kelly CM, Hudis CA. Estrogen and HER-2
receptor discordance between primary breast cancer and metastasis.
Oncologist 2010;15:1164-1168. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21041379.

434. Bogina G, Bortesi L, Marconi M, et al. Comparison of hormonal
receptor and HER-2 status between breast primary tumours and relapsing
tumours: clinical implications of progesterone receptor loss. Virchows Arch
2011;459:1-10. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21643691.

435. Fabi A, Di Benedetto A, Metro G, et al. HER2 protein and gene
variation between primary and metastatic breast cancer: significance and
impact on patient care. Clin Cancer Res 2011;17:2055-2064. Available at:
http://www.ncbi.nim.nih.gov/pubmed/21307144.

436. Karlsson E, Lindstrdm LS, Wilking U, et al. Discordance in hormone
receptor status in breast cancer during tumor progression [abstract]. J Clin
Oncol 2010;28:(15_Suppl):Abstract 1009. Available at:
http://www.asco.org/ASCOv2/Meetings/Abstracts?&vmview=abst _detail vi

5 B bR EEE

438. Simmons C, Miller N, Geddie W, et al. Does confir
biopsy alter the management of breast cancer patients with distant
metastases? Ann Oncol 2009;20:1499-1504. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19299408.

439. Gong Y, Booser DJ, Sneige N. Comparison of HER-2 status
determined by fluorescence in situ hybridization in primary and metastatic
breast carcinoma. Cancer 2005;103:1763-1769. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15786420.

440. Tapia C, Savic S, Wagner U, et al. HER2 gene status in primary
breast cancers and matched distant metastases. Breast Cancer Res
2007;9. Available at: http://www.ncbi.nim.nih.gov/pubmed/17511881.

441. Lindstrom LS, Karlsson E, Wilking UM, et al. Clinically used breast
cancer markers such as estrogen receptor, progesterone receptor, and
human epidermal growth factor receptor 2 are unstable throughout tumor
progression. J Clin Oncol 2012;30:2601-2608. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/22711854.

442. Dieci MV, Barbieri E, Piacentini F, et al. Discordance in receptor
status between primary and recurrent breast cancer has a prognostic
impact: a single-institution analysis. Ann Oncol 2013;24:101-108.
Available at: http://www.ncbi.nim.nih.gov/pubmed/23002281.

443, Aurilio G, Disalvatore D, Pruneri G, et al. A meta-analysis of
oestrogen receptor, progesterone receptor and human epidermal growth
factor receptor 2 discordance between primary breast cancer and
metastases. Eur J Cancer 2014;50:277-289. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24269135.

ew&conflD=74&abstractlD=47385.

437. Sari E, Guler G, Hayran M, et al. Comparative study of the
immunohistochemical detection of hormone receptor status and HER-2
expression in primary and paired recurrent/metastatic lesions of patients
with breast cancer. Med Oncol 2011;28:57-63. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20099049.

444. Katz A, Strom EA, Buchholz TA, et al. Locoregional recurrence
patterns after mastectomy and doxorubicin-based chemotherapy:
implications for postoperative irradiation. J Clin Oncol 2000;18:2817-2827.
Available at: http://www.ncbi.nim.nih.gov/pubmed/10920129.

445, van Tienhoven G, Voogd AC, Peterse JL, et al. Prognosis after
treatment for loco-regional recurrence after mastectomy or breast
conserving therapy in two randomised trials (EORTC 10801 and DBCG-

MS-115

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

15 B phRER 37 $HEE 4
82TM). EORTC Breast Cancer Cooperative Group and the Danish Breast cancer at diagnosis. J Clin Oncol 2006;24:2743-2749. Avarapie at.

Cancer Cooperative Group. Eur J Cancer 1999;35:32-38. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/10211085.

446. Cox CE, Furman BT, Kiluk JV, et al. Use of reoperative sentinel
lymph node biopsy in breast cancer patients. J Am Coll Surg 2008;207:57-
61. Available at: http://www.ncbi.nlm.nih.gov/pubmed/18589362.

447. Poodt IGM, Vugts G, Schipper RJ, Nieuwenhuijzen GAP. Repeat
sentinel lymph node biopsy for ipsilateral breast tumor recurrence: A
systematic review of the results and impact on prognosis. Ann Surg Oncol
2018;25:1329-1339. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/29468606.

448. Aebi S, Gelber S, Anderson SJ, et al. Chemotherapy for isolated
locoregional recurrence of breast cancer (CALOR): a randomised trial.
Lancet Oncol 2014;15:156-163. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24439313.

449. Hortobagyi GN. Multidisciplinary management of advanced primary
and metastatic breast cancer. Cancer 1994:74:416-423. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/8004615.

450. Babiera GV, Rao R, Feng L, et al. Effect of primary tumor extirpation
in breast cancer patients who present with stage IV disease and an intact
primary tumor. Ann Surg Oncol 2006;13:776-782. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16614878.

451. Khan SA, Stewart AK, Morrow M. Does aggressive local therapy
improve survival in metastatic breast cancer? Surgery 2002;132:620-626.
Available at: http://www.ncbi.nim.nih.gov/pubmed/12407345.

452. Rao R, Feng L, Kuerer HM, et al. Timing of surgical intervention for
the intact primary in stage IV breast cancer patients. Ann Surg Oncol
2008;15:1696-1702. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18357493.

453. Rapiti E, Verkooijen HM, Vlastos G, et al. Complete excision of
primary breast tumor improves survival of patients with metastatic breast

http://www.ncbi.nlm.nih.gov/pubmed/16702580.

454. Morrow M, Goldstein L. Surgery of the primary tumor in metastatic
breast cancer: closing the barn door after the horse has bolted? J Clin
Oncol 2006;24:2694-2696. Available at:
http://www.nebi.nlm.nih.gov/pubmed/16702578.

455. Olson JA,; Marcom PK. Benefit or bias? The role of surgery to remove
the primary tumor in patients with metastatic breast cancer. Ann Surg
2008;247:739-740. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18438109.

456. Badwe R, Hawaldar R, Nair N, et al. Locoregional treatment versus
no treatment of the primary tumour in metastatic breast cancer: an open-
label randomised controlled trial. Lancet Oncol 2015;16:1380-1388.
Available at: https://www.ncbi.nlm.nih.gov/pubmed/26363985.

457. King TA, Lyman JP, Gonen M, et al. Prognostic Impact of 21-Gene
Recurrence Score in Patients With Stage IV Breast Cancer: TBCRC 013.
J Clin. Oncol 2016;34:2359-2365. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/27001590.

458. King TA, Lyman J, Gonen M, et al. A prospective analysis of surgery
and survival in stage |V breast cancer (TBCRC 013). Journal of Clinical
Oncology 2016;34:1006-1006. Available at:
https://doi.org/10.1200/JC0.2016.34.15_suppl.1006.

459. Soran A, Ozmen V, Ozbas S, et al. Randomized Trial Comparing
Resection of Primary Tumor with No Surgery in Stage IV Breast Cancer at
Presentation: Protocol MFO7-01. Ann Surg Oncol 2018;25:3141-3149.
Availableat: https://www.ncbi.nlm.nih.gov/pubmed/29777404.

460. Higgins MJ, Wolff AC. Therapeutic options in the management of
metastatic breast cancer. Oncology (Williston Park) 2008;22:614-623.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/18561551.

461. Woo S-B, Hellstein JW, Kalmar JR. Narrative [corrected] review:
bisphosphonates and osteonecrosis of the jaws. Ann Intern Med

MS-116

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

2006;144:753-761. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16702591.

462. Diel 1J, Body JJ, Lichinitser MR, et al. Improved quality of life after
long-term treatment with the bisphosphonate ibandronate in patients with
metastatic bone disease due to breast cancer. Eur J Cancer
2004;40:1704-1712. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15251160.

463. Hortobagyi GN, Theriault RL, Lipton A, et al. Long-term prevention of
skeletal complications of metastatic breast cancer with pamidronate.
Protocol 19 Aredia Breast Cancer Study Group. J Clin Oncol
1998;16:2038-2044. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9626201.

464. Hortobagyi GN, Theriault RL, Porter L, et al. Efficacy of pamidronate
in reducing skeletal complications in patients with breast cancer and lytic
bone metastases. Protocol 19 Aredia Breast Cancer Study Group. N Engl
J Med 1996;335:1785-1791. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/8965890.

465. Lipton A, Theriault RL, Hortobagyi GN, et al. Pamidronate prevents
skeletal complications and is effective palliative treatment in women with
breast carcinoma and osteolytic bone metastases: long term follow-up of
two randomized, placebo-controlled trials. Cancer 2000;88:1082-1090.
Available at: http://www.ncbi.nim.nih.gov/pubmed/10699899.

466. McLachlan SA, Cameron D, Murray R, et al. Safety of oral
ibandronate in the treatment of bone metastases from breast cancer :
long-term follow-up experience. Clin Drug Investig 2006;26:43-48.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/17163234.

467. Pecherstorfer M, Rivkin S, Body J-J, et al. Long-term safety of
intravenous ibandronic acid for up to 4 years in metastatic breast cancer:
an open-label trial. Clin Drug Investig 2006;26:315-322. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17163265.

468. Rosen LS, Gordon DH, Dugan W, et al. Zoledronic acid is superior to
pamidronate for the treatment of bone metastases in breast carcinoma

15 B phRER 37 $HEE 4
patients with at least one osteolytic lesion. Cancer 2004;T0U736-4 3.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/14692022.

469. Theriault RL, Lipton A, Hortobagyi GN, et al. Pamidronate reduces
skeletal morbidity in women with advanced breast cancer and lytic bone
lesions: a randomized, placebo-controlled trial. Protocol 18 Aredia Breast
Cancer Study Group. J Clin Oncol 1999;17:846-854. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/10071275.

470. Amadori D, Aglietta M, Alessi B, et al. Efficacy and safety of 12-
weekly versus 4-weekly zoledronic acid for prolonged treatment of patients
with bone metastases from breast cancer (ZOOM): a phase 3, open-label,
randomised, non-inferiority trial. Lancet Oncol 2013;14:663-670. Available
at: https://www.ncbi.nlm.nih.gov/pubmed/23684411.

471. Himelstein AL, Foster JC, Khatcheressian JL, et al. Effect of Longer-
Interval vs Standard Dosing of Zoledronic Acid on Skeletal Events in
Patients With Bone Metastases: A Randomized Clinical Trial. JAMA
2017;317:48-58. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/28030702.

472. Hortobagyi GN, Van Poznak C, Harker WG, et al. Continued
Treatment Effect of Zoledronic Acid Dosing Every 12 vs 4 Weeks in
Women With Breast Cancer Metastatic to Bone: The OPTIMIZE-2
Randomized Clinical Trial. JAMA Oncol 2017;3:906-912. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/28125763.

473. Hortobagyi GN, Lipton A, Chew HK, et al. Efficacy and safety of
continued zoledronic acid every 4 weeks versus every 12 weeks in women
with bone metastases from breast cancer: Results of the OPTIMIZE-2 trial.
ASCO Meeting Abstracts 2014;32:LBA9500. Available at:
http://meeting.ascopubs.org/cgi/content/abstract/32/18 suppl/LBA9500.

474. Rosen LS, Gordon D, Kaminski M, et al. Long-term efficacy and
safety of zoledronic acid compared with pamidronate disodium in the
treatment of skeletal complications in patients with advanced multiple
myeloma or breast carcinoma: a randomized, double-blind, multicenter,
comparative trial. Cancer 2003;98:1735-1744. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/14534891.

MS-117

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

475. Stopeck AT, Lipton A, Body JJ, et al. Denosumab compared with
zoledronic acid for the treatment of bone metastases in patients with
advanced breast cancer: A randomized, double-blind study. J Clin Oncol
2010;28:5132-5139. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21060033.

476. Finn RS, Martin M, Rugo HS, et al. Palbociclib and Letrozole in
Advanced Breast Cancer. N Engl J Med 2016;375:1925-1936. Available
at: https://www.ncbi.nlm.nih.gov/pubmed/27959613.

477. Hortobagyi GN, Stemmer SM, Burris HA, et al. Updated results from
MONALEESA-2, a phase lll trial of first-line ribociclib plus letrozole versus
placebo plus letrozole in hormone receptor-positive, HER2-negative
advanced breast cancer. Ann Oncol 2018;29:1541-1547. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/29718092.

478. Goetz MP, Toi M, Campone M, et al. MONARCH 3: Abemaciclib As
Initial Therapy for Advanced Breast Cancer. J Clin Oncol 2017;35:3638-
3646. Available at: https://www.ncbi.nlm.nih.gov/pubmed/28968163.

479. Tripathy D, Im SA, Colleoni M, et al. Ribociclib plus endocrine
therapy for premenopausal women with hormone-receptor-positive,
advanced breast cancer (MONALEESA-7): a randomised phase 3 trial.
Lancet Oncol 2018;19:904-915. Available at:
https://www.ncbi.nim.nih.gov/pubmed/29804902.

480. Im SA, Lu YS, Bardia A, et al. Overall Survival with Ribociclib plus
Endocrine Therapy in Breast Cancer. N Engl J Med 2019;381:307-316.
Available at: https://www.ncbi.nlm.nih.gov/pubmed/31166679.

481. Robertson JF, Llombart-Cussac A, Rolski J, et al. Activity of
fulvestrant 500 mg versus anastrozole 1 mg as first-line treatment for
advanced breast cancer: results from the FIRST study. J Clin Oncol
2009;27:4530-4535. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19704066.

482. Robertson JF, Lindemann JP, Llombart-Cussac A, et al. Fulvestrant
500 mg versus anastrozole 1 mg for the first-line treatment of advanced
breast cancer: follow-up analysis from the randomized 'FIRST" study.

5 B bR EEE

Breast Cancer Res Treat 2012;136:503-511. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/23065000.

483. Ellis MJ, Llombart-Cussac A, Feltl D, et al. Fulvestrant 500 mg versus
anastrozole 1 mg for the first-Line treatment of advanced breast cancer:
Overall survival analysis from the phase Il FIRST study. J Clin Oncol
2015;33:3781-3787. Available at:
http://www.ncbi.nim.nih.gov/pubmed/26371134.

484. Di Leo A, Jerusalem G, Petruzelka L, et al. Results of the CONFIRM
phase Il trial comparing fulvestrant 250 mg with fulvestrant 500 mg in
postmenopausal women with estrogen receptor-positive advanced breast
cancer. J Clin Oncol 2010;28:4594-4600. Available at:
http://www.ncbi.nIm.nih.gow/pubmed/20855825.

485. Di Leo A, Jerusalem G, Petruzelka L, et al. Final overall survival:
fulvestrant 500 mg vs 250 mg in the randomized CONFIRM ftrial. J Natl
Cancer Inst 2014;106:djt337. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24317176.

486. Robertson JFR, Bondarenko IM, Trishkina E, et al. Fulvestrant 500
mg versus anastrozole 1 mg for hormone receptor-positive advanced
breast cancer (FALCON): an international, randomised, double-blind,
phase 3 trial. Lancet 2016;388:2997-3005. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/27908454.

487. Slamon DJ, Neven P, Chia S, et al. Phase Ill Randomized Study of
Ribociclib and Fulvestrant in Hormone Receptor-Positive, Human
Epidermal Growth Factor Receptor 2-Negative Advanced Breast Cancer:
MONALEESA-3. J Clin Oncol 2018:Jc02018789909.

488. Slamon DJ, Neven P, Chia S, et al. Overall Survival with Ribociclib
plus Fulvestrant in Advanced Breast Cancer. N Engl J Med 2019.
Available at: https://www.ncbi.nlm.nih.gov/pubmed/31826360.

489. Bergh J, Jonsson PE, Lidbrink EK, et al. FACT: an open-label
randomized phase Il study of fulvestrant and anastrozole in combination
compared with anastrozole alone as first-line therapy for patients with
receptor-positive postmenopausal breast cancer. J Clin Oncol

MS-118

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

2012:;30:1919-1925. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/22370325.

490. Johnston SR, Kilburn LS, Ellis P, et al. Fulvestrant plus anastrozole
or placebo versus exemestane alone after progression on non-steroidal
aromatase inhibitors in postmenopausal patients with hormone-receptor-
positive locally advanced or metastatic breast cancer (SoFEA): a
composite, multicentre, phase 3 randomised trial. Lancet Oncol
2013;14:989-998. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/23902874.

491. Mehta RS, Barlow WE, Albain KS, et al. Combination anastrozole
and fulvestrant in metastatic breast cancer. N Engl J Med 2012;367:435-
444, Available at: http://www.ncbi.nlm.nih.gov/pubmed/22853014.

492. Mehta RS, Barlow WE, Albain KS, et al. Overall Survival with
Fulvestrant plus Anastrozole in Metastatic Breast Cancer. N Engl J Med
2019;380:1226-1234. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/30917258.

493. Buzdar A, Douma J, Davidson N, et al. Phase |ll, multicenter, double-
blind, randomized study of letrozole, an aromatase inhibitor, for advanced

breast cancer versus megestrol acetate. J Clin Oncol 2001;19:3357-3366.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/11454883.

494. Buzdar AU, Jonat W, Howell A, et al. Anastrozole versus megestrol
acetate in the treatment of postmenopausal women with advanced breast
carcinoma: results of a survival update based on a combined analysis of
data from two mature phase lll trials. Arimidex Study Group. Cancer
1998:83:1142-1152. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9740079.

495. Campos SM, Guastalla JP, Subar M, et al. A comparative study of
exemestane versus anastrozole in patients with postmenopausal breast
cancer with visceral metastases. Clin Breast Cancer 2009;9:39-44.
Available at: https://www.ncbi.nlm.nih.gov/pubmed/19299239.

496. Sunderland MC, Osborne CK. Tamoxifen in premenopausal patients
with metastatic breast cancer: a review. J Clin Oncol 1991;9:1283-1297.

5 B bR EEE

497. Bonneterre J, Thurlimann B, Robertson JF, et al. A
tamoxifen as first-line therapy for advanced breast cancer in 668
postmenopausal women: results of the Tamoxifen or Arimidex
Randomized Group Efficacy and Tolerability study. J Clin Oncol
2000;18:3748-3757. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11078487.

498. Nabholtz JM, Buzdar A, Pollak M, et al. Anastrozole is superior to
tamoxifen as first-line therapy for advanced breast cancer in
postmenopausal women: results of a North American multicenter
randomized trial. Arimidex Study Group. J Clin Oncol 2000;18:3758-3767.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/11078488.

499. Paridaens RJ, Dirix LY, Beex LV, et al. Phase Ill study comparing
exemestane with tamoxifen as first-line hormonal treatment of metastatic
breast cancer in postmenopausal women: the European Organisation for
Research and Treatment of Cancer Breast Cancer Cooperative Group. J
Clin Oncol 2008;26:4883-4890. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18794551.

500. Vergote |, Bonneterre J, Thurlimann B, et al. Randomised study of
anastrozole versus tamoxifen as first-line therapy for advanced breast
cancer in postmenopausal women. Eur J Cancer 2000;36 Suppl 4:S84-85.
Available at: hitp://www.ncbi.nlm.nih.gov/pubmed/11056332.

501. Mauri D, Pavlidis N, Polyzos NP, loannidis JP. Survival with
aromatase inhibitors and inactivators versus standard hormonal therapy in
advanced breast cancer: meta-analysis. J Natl Cancer Inst 2006;98:1285-
1291. Available at: https://www.ncbi.nIm.nih.gov/pubmed/16985247.

502. Turner NC, Ro J, Andre F, et al. Palbociclib in Hormone-Receptor-
Positive-‘Advanced Breast Cancer. N Engl J Med 2015;373:209-219.
Available at:

503. Cristofanilli M, Turner NC, Bondarenko |, et al. Fulvestrant plus
palbociclib versus fulvestrant plus placebo for treatment of hormone-
receptor-positive, HER2-negative metastatic breast cancer that
progressed on previous endocrine therapy (PALOMA-3): final analysis of
the multicentre, double-blind, phase 3 randomised controlled trial. Lancet

MS-119

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

Oncol 2016;17:425-439. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/26947331.

504. Sledge GW, Jr., Toi M, Neven P, et al. MONARCH 2: Abemaciclib in
Combination With Fulvestrant in Women With HR+/HER2- Advanced
Breast Cancer Who Had Progressed While Receiving Endocrine Therapy.
J Clin Oncol 2017;35:2875-2884. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/28580882.

505. Sledge GW, Jr., Toi M, Neven P, et al. The Effect of Abemaciclib Plus
Fulvestrant on Overall Survival in Hormone Receptor-Positive, ERBB2-
Negative Breast Cancer That Progressed on Endocrine Therapy-
MONARCH 2: A Randomized Clinical Trial. JAMA Oncol 2019. Available
at: https://www.ncbi.nlm.nih.gov/pubmed/31563959.

506. Howell A, Robertson JFR, Quaresma Albano J, et al. Fulvestrant,
formerly ICI 182,780, is as effective as anastrozole in postmenopausal
women with advanced breast cancer progressing after prior endocrine
treatment. J Clin Oncol 2002;20:3396-3403. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12177099.

507. Osborne CK, Pippen J, Jones SE, et al. Double-blind, randomized
trial comparing the efficacy and tolerability of fulvestrant versus
anastrozole in postmenopausal women with advanced breast cancer
progressing on prior endocrine therapy: results of a North American trial. J
Clin Oncol 2002;20:3386-3395. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12177098

508. Ingle JN, Suman VJ, Rowland KM, et al. Fulvestrant in women with
advanced breast cancer after progression on prior aromatase inhibitor
therapy: North Central Cancer Treatment Group Trial NO032..J Clin Oncol
2006;24:1052-1056. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16505423.

509. Chia S, Gradishar W, Mauriac L, et al. Double-blind, randomized
placebo controlled trial of fulvestrant compared with exemestane after
prior nonsteroidal aromatase inhibitor therapy in postmenopausal women
with hormone receptor-positive, advanced breast cancer: results from

5 B bR EEE

EFECT. J Clin Oncol 2008;26:1664-1670. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18316794.

510. Andre F, Ciruelos E, Rubovszky G, et al. Alpelisib for PIK3CA-
Mutated, Hormone Receptor-Positive Advanced Breast Cancer. N Engl J
Med 2019;380:1929-1940. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/31091374.

511. Bachelot T, Bourgier ¢, Cropet C, et al. TAMRAD: A GINECO
randomized phase Il trial of everolimus in combination with tamoxifen
versus tamoxifen alone in patients (pts) with hormone-receptor positive,
HER2 negative metastatic breast Cancer (MBC) with prior exposure to
aromatase inhibitors (Al) [abstract]. Cancer Res 2010;70(24
Supplement):Abstract: S1-6 Available at:
http://cancerres.aacrjournals.org/cgi/content/meeting_abstract/70/24 Meet
ingAbstracts/S1-6.

512. Chow L, Sun Y, Jassem J, et al. Phase 3 study of temsirolimus with
letrozole or letrozole alone in postmenopausal women with locally
advanced or metastatic breast cancer. Breast Cancer Res Treat.
2006;100(Suppl 1):6091. Available at:

513. Yardley DA, Noguchi S, Pritchard KI, et al. Everolimus plus
exemestane in postmenopausal patients with HR(+) breast cancer:
BOLERO-2 final progression-free survival analysis. Adv Ther
2013;30:870-884. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24158787.

514. Baselga J, Campone M, Piccart M, et al. Everolimus in
postmenopausal hormone-receptor-positive advanced breast cancer. N
Engl J Med 2012;366:520-529. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/22149876.

515. Pritchard KI, Burris HA, 3rd, Ito Y, et al. Safety and efficacy of
everolimus with exemestane vs. exemestane alone in elderly patients with
HERZ2-negative, hormone receptor-positive breast cancer in BOLERO-2.
Clin Breast Cancer 2013;13:421-432 e428. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24267730.

MS-120

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

516. Dixon JM, Renshaw L, Langridge C, et al. Anastrozole and letrozole:
an investigation and comparison of quality of life and tolerability. Breast
Cancer Res Treat 2011;125:741-749. Available at:
https://www.ncbi.nim.nih.gov/pubmed/20821047.

517. Rose C, Vtoraya O, Pluzanska A, et al. An open randomised trial of
second-line endocrine therapy in advanced breast cancer. comparison of
the aromatase inhibitors letrozole and anastrozole. Eur J Cancer
2003;39:2318-2327. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/14556923.

518. Thurlimann B, Robertson JF, Nabholtz JM, et al. Efficacy of
tamoxifen following anastrozole ('Arimidex') compared with anastrozole
following tamoxifen as first-line treatment for advanced breast cancer in
postmenopausal women. Eur J Cancer 2003;39:2310-2317. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/14556922.

519. Abrams J, Aisner J, Cirrincione C, et al. Dose-response ftrial of
megestrol acetate in advanced breast cancer: cancer and leukemia group
B phase Il study 8741. J Clin Oncol 1999;17:64-73. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/10458219.

520. Willemse PH, van der Ploeg E, Sleijfer DT, et al. A randomized
comparison of megestrol acetate (MA) and medroxyprogesterone acetate
(MPA) in patients with advanced breast cancer. Eur J Cancer
1990;26:337-343. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/2141491.

521. Buzdar A, Jonat W, Howell A, et al. Anastrozole, a potent and
selective aromatase inhibitor, versus megestrol acetate in
postmenopausal women with advanced breast cancer: results of overview
analysis of two phase lll trials. Arimidex Study Group. J Clin Oncol
1996;14:2000-2011. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/8683230.

522. Ellis MJ, Gao F, Dehdashti F, et al. Lower-dose vs high-dose oral
estradiol therapy of hormone receptor-positive, aromatase inhibitor-
resistant advanced breast cancer: a phase 2 randomized study. JAMA

5 B bR EEE

2009;302:774-780. Available at:
https://www.ncbi.nIm.nih.gov/pubmed/19690310.

523. Dickler MN, Tolaney SM, Rugo HS, et al. MONARCH 1, A Phase Il
Study of Abemaciclib, a CDK4 and CDKG6 Inhibitor, as a Single Agent, in
Patients with Refractory HR(+)/HERZ2(-) Metastatic Breast Cancer. Clin
Cancer Res 2017;23:5218-5224. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/28533223.

524. Baselga J, Cortes J, Kim SB, et al. Pertuzumab plus trastuzumab
plus docetaxel for metastatic breast cancer. N Engl J Med 2012;366:109-
119. Available at: http://www.ncbi.nlm.nih.gov/pubmed/22149875.

525. Ewer M, Baselga J, Clark E, et al. Cardiac tolerability of pertuzumab
plus trastuzumab plus docetaxel in patients with HER2-positive metastatic
breast cancer in the CLEOPATRA study [abstract]. J Clin Oncol 2012;30
(Suppl_15):Abstract 533. Available at:
http://www.asco.org/ASCOv2/Meetings/Abstracts?&vmview=abst_detail_vi
ew&conflD=114&abstractiD=95049.

526. Cortés J, Baselga J, Im Y, et al. Quality of life assessment in
CLEOPATRA, a phase Il study combining pertuzumab with trastuzumab
and docetaxel in metastatic breast cancer [abstract]. J Clin Oncol 2012 30
(Suppl_15)-Abstract 598 Available at:
http://www.asco.org/ASCOv2/Meetings/Abstracts?&vmview=abst_detail_vi
ewd&conflD=114&abstractlD=95084.

527. Bachelot T, Ciruelos E, Schneeweiss A, et al. Preliminary safety and
efficacy of first-line pertuzumab combined with trastuzumab and taxane
therapy for HER2-positive locally recurrent or metastatic breast cancer
(PERUSE). Ann Oncol 2019;30:766-773. Available at:
https://www.ncbi.nim.nih.gov/pubmed/30796821.

528. Datko F, D'Andrea G, Dickler M, et al. Phase Il study of pertuzumab,
trastuzumab, and weekly paclitaxel in patients with metastatic HER2-
overexpressing metastatic breast cancer [abstract]. Cancer Research
2012;72:Abstract P5-18-20. Available at:
http://cancerres.aacrjournals.org/cgi/content/meeting_abstract/72/24 Meet
ingAbstracts/P5-18-20.

MS-121

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



AT ra b BE ST B AR P g i3, XA
National

NG,

WNEOE Cancer
Network®

FLirE

FEEEH TR, W T 85 247N B
comprehensive  NCCN Guidelines Version 7.2021

frA)He 2021 National Comprehensive Cancer Networ

%uluylsheng222ﬁl.3918529955

529. Paclitaxel, trastuzumab, and pertuzumab in the treatment of
metastatic HER2-positive breast cancer (Clinical Trial ID: NCT01276041).
Available at: http://clinicaltrials.gov/show/NCT01276041. .

530. Perez E, Lopez-Vega J, Mastro L, et al. A combination of
pertuzumab, trastuzumab, and vinorelbine for first-line treatment of
patients with HER2-positive metastatic breast cancer: An open-label, two-
cohort, phase Il study (VELVET) [abstract]. J Clin Oncol 2012;30
(Suppl_15):Asbtract TPS653. Available at:
http://www.asco.org/ASCOv2/Meetings/Abstracts?&vmview=abst _detail vi

EEWEEB_L%TEEE

assignment to trastuzumab or not in HER-2 nonoverex
results of Cancer and Leukemia Group B protocol 9840. J Clin Oncol
2008;26:1642-1649. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18375893.

536. Schaller G, Bangemann N, Weber J, et al. Efficacy and safety of
trastuzumab plus capecitabine in a German multicentre phase Il study of
pre-treated metastatic breast cancer [abstract]. J Clin Oncol
2005;23(Suppl 16):Abstract 717. Available at:
http://meeting.ascopubs.org/cgi/content/abstract/23/16_suppl/717.

ew&conflD=114&abstractlD=93917.

531. Ellis PA, Barrios CH, Eiermann W, et al. Phase lll, randomized study
of trastuzumab emtansine (T-DM1) {+/-} pertuzumab (P) vs trastuzumab +
taxane (HT) for first-line treatment of HER2-positive MBC: Primary results
from the MARIANNE study. ASCO Meeting Abstracts 2015;33:507.
Available at:

http://meeting.ascopubs.org/cgi/content/abstract/33/15 suppl/507.

532. Slamon DJ, Leyland-Jones B, Shak S, et al. Use of chemotherapy
plus a monoclonal antibody against HER2 for metastatic breast cancer
that overexpresses HER2. N Engl J Med 2001;344:783-792. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11248153.

533. Burstein HJ, Keshaviah A, Baron AD, et al. Trastuzumab plus
vinorelbine or taxane chemotherapy for HER2-overexpressing metastatic
breast cancer: the trastuzumab and vinorelbine or taxane study. Cancer
2007;110:965-972. Available at:
http://www.ncbi.nim.nih.gov/pubmed/17614302.

534. Robert N, Leyland-Jones B, Asmar L, et al. Randomized phase llI
study of trastuzumab, paclitaxel, and carboplatin compared with
trastuzumab and paclitaxel in women with HER-2-overexpressing
metastatic breast cancer. J Clin Oncol 2006;24:2786-2792. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16782917.

535. Seidman A, Berry DA, Cirrincione C, et al. Randomized phase Il trial
of weekly compared with every-3-weeks paclitaxel for metastatic breast
cancer, with trastuzumab for all HER-2 overexpressors and random

537. Yamamoto D, lwase S, Kitamura K, et al. A phase Il study of
trastuzumab and capecitabine for patients with HER2-overexpressing
metastatic breast cancer: Japan Breast Cancer Research Network
(JBCRN) 00 Trial. Cancer Chemother Pharmacol 2008;61:509-514.
Available at: http://www.ncbi.nim.nih.gov/pubmed/17516068.

538. Seidman A, Hudis C, Pierri MK, et al. Cardiac dysfunction in the
trastuzumab clinical trials experience. J Clin Oncol 2002;20:1215-1221.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/11870163.

539. Bartsch R, Wenzel C, Altorjai G, et al. Capecitabine and trastuzumab
in heavily pretreated metastatic breast cancer. J Clin Oncol 2007;25:3853-
3858. Availableat: http://www.ncbi.nIm.nih.gov/pubmed/17679724.

540. von Minckwitz G, du Bois A, Schmidt M, et al. Trastuzumab beyond
progression in human epidermal growth factor receptor 2-positive
advanced breast cancer: a german breast group 26/breast international
group 03-05 study. J Clin'‘Oncol 2009;27:1999-2006. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19289619.

541. Von-Minckwitz G, Zielinski C, Maarteense E, et al. Capecitabine vs.
capecitabine + trastuzumab in patients with HER2-positive metastatic
breast cancer progressing during trastuzumab treatment: The TBP phase
Il study (GBG 26/BIG 3-05) [abstract]. J Clin Oncol 2008;26(Suppl
15):Abstract 1025. Available at:
http://meeting.ascopubs.org/cgi/content/abstract/26/15_suppl/1025.

MS-122

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

LEZ. e v b B0 s e




K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

542. Baselga J, Gelmon KA, Verma S, et al. Phase Il trial of pertuzumab
and trastuzumab in patients with human epidermal growth factor receptor
2-positive metastatic breast cancer that progressed during prior
trastuzumab therapy. J Clin Oncol 2010;28:1138-1144. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20124182.

543. Cortes J, Fumoleau P, Bianchi GV, et al. Pertuzumab monotherapy
after trastuzumab-based treatment and subsequent reintroduction of
trastuzumab: activity and tolerability in patients with advanced human
epidermal growth factor receptor 2-positive breast cancer. J Clin Oncol
2012;30:1594-1600. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/22393084.

544. Verma S, Miles D, Gianni L, et al. Trastuzumab emtansine for HER2-
positive advanced breast cancer. N Engl J Med 2012;367:1783-1791.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/23020162.

545. Modi S, Saura C, Yamashita T, et al. Trastuzumab deruxtecan in
previously treated HER2-positive breast cancer. N Engl J Med 2019.
Available at: https://www.ncbi.nim.nih.gov/pubmed/31825192.

546. Geyer C, Forster J, Lindquist D, et al. Lapatinib plus capecitabine for
HERZ2-positive advanced breast cancer. N Engl J Med 2006;355:2733-
2743. Available at: http://www.ncbi.nlm.nih.gov/pubmed/17192538.

547. Cameron D, Casey M, Oliva C, et al. Lapatinib plus capecitabine in
women with HER-2-positive advanced breast cancer: final survival
analysis of a phase IIl randomized trial. Oncologist 2010;15:924-934.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/20736298.

548. Blackwell KL, Burstein HJ, Storniolo AM, et al. Randomized study of
lapatinib alone or in combination with trastuzumab in women with-ErbB2-
positive, trastuzumab-refractory metastatic breast cancer. J Clin.Oncol
2010;28:1124-1130. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/20124187.

549. Blackwell KL, Burstein HJ, Storniolo AM, et al. Overall survival benefit
with lapatinib in combination with trastuzumab for patients with human
epidermal growth factor receptor 2-positive metastatic breast cancer: final

15 B phRER 37 $HEE 4
results from the EGF104900 Study. J Clin Oncol 2012;3072585-259Z.
Available at: http://www.ncbi.nim.nih.gov/pubmed/22689807.

550. Freedman RA, Gelman RS, Anders CK, et al. TBCRC 022: A phase Il
trial of neratinib and capecitabine for patients with human epidermal
growth factor receptor 2-positive breast cancer and brain metastases. J
Clin Oncol 2019;37:1081-1089. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/30860945.

551. Saura C, Oliveira M, Feng Y-H, et al. Neratinib + capecitabine versus
lapatinib + capecitabine in patients with HER2+ metastatic breast cancer
previously treated with 2 2 HER2-directed regimens: Findings from the
multinational, randomized, phase Il NALA trial. Journal of Clinical
Oncology 2019;37:1002-1002. Available at:
https://ascopubs.org/doi/abs/10.1200/JC0O.2019.37.15 suppl.1002.

552. Kaufman B, Mackey JR, Clemens MR, et al. Trastuzumab plus
anastrozole versus anastrozole alone for the treatment of postmenopausal
women with_ human epidermal growth factor receptor 2-positive, hormone
receptor-positive metastatic breast cancer: results from the randomized
phase lll TANDEM study. J Clin Oncol 2009;27:5529-5537. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/19786670.

553. Huober J, Fasching PA, Barsoum M, et al. Higher efficacy of letrozole
in combination with trastuzumab compared to letrozole monotherapy as
first-line treatment in patients with HER2-positive, hormone-receptor-
positive metastatic breast cancer - results of the eLECTRA trial. Breast
2012;21:27-33. Available at:
https://www.ncbi.nim.nih.gov/pubmed/21862331.

554. Johnston'S, Pippen J, Pivot X, et al. Lapatinib combined with
letrozole versus-letrozole and placebo as first-line therapy for
postmenopausal hormone receptor-positive metastatic breast cancer. J
Clin Oncol 2009;27:5538-5546. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19786658.

555. Rimawi M, Ferrero JM, de la Haba-Rodriguez J, et al. First-Line
trastuzumab plus an aromatase inhibitor, with or without pertuzumab, in
human epidermal growth factor receptor 2-positive and hormone receptor-

MS-123

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

1 B MhEIRBST S
positive metastatic or locally advanced breast cancer (PERTAIN): A 562. Tutt A, Tovey H, Cheang MCU, et al. Carboplatin inBRTATIZ-

randomized, open-label phase Il trial. J Clin Oncol 2018;36:2826-2835.
Available at: https://www.ncbi.nlm.nih.gov/pubmed/30106636.

556. Gradishar WJ, Hegg R, Im S-A, et al. Phase Il study of lapatinib (L)
plus trastuzumab (T) and aromatase inhibitor (Al) vs T+Al vs L+Al in
postmenopausal women (PMW) with HER2+, HR+ metastatic breast
cancer (MBC): ALTERNATIVE. Journal of Clinical Oncology
2017;35:1004-1004. Available at:
https://ascopubs.org/doi/abs/10.1200/JC0O.2017.35:15 _suppl.1004.

557. Malone KE, Daling JR, Doody DR, et al. Prevalence and predictors of
BRCA1 and BRCA2 mutations in a population-based study of breast
cancer in white and black American women ages 35 to 64 years. Cancer
Res 2006;66:8297-8308. Available at:
https://www.ncbi.nim.nih.gov/pubmed/16912212.

558. Kurian AW, Gong GD, John EM, et al. Performance of prediction
models for BRCA mutation carriage in three racial/ethnic groups: findings
from the Northern California Breast Cancer Family Registry. Cancer
Epidemiol Biomarkers Prev 2009;18:1084-1091. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/19336551.

559. Robson M, Im SA, Senkus E, et al. Olaparib for Metastatic Breast
Cancer in Patients with a Germline BRCA Mutation. N Engl J Med
2017:;0:null. Available at: https://www.ncbi.nIm.nih.gov/pubmed/28578601.

560. Robson ME, Tung N, Conte P, et al. OlympiAD final overall survival
and tolerability results: Olaparib versus chemotherapy treatment of
physician's choice in patients with a germline BRCA mutation and HER2-
negative metastatic breast cancer. Ann Oncol 2019;30:558-566. Available
at: https://www.ncbi.nlm.nih.gov/pubmed/30689707.

561. Litton JK, Rugo HS, Ettl J, et al. Talazoparib in Patients with
Advanced Breast Cancer and a Germline BRCA Mutation. N Engl J Med
2018;379:753-763. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/30110579.

mutated and triple-negative breast cancer BRCAness subgroups: the TNT
Trial. Nat Med 2018;24:628-637. Available at:
https://www.ncbi.nim.nih.gov/pubmed/29713086.

563. Schmid P, Adams S, Rugo HS, et al. Atezolizumab and Nab-
Paclitaxel in-Advanced Triple-Negative Breast Cancer. N Engl J Med
2018;379:2108-2121. Available at:
https://www.ncbi.nlm:nih.gov/pubmed/30345906.

564. Emens LA, Cruz C, Eder JP, et al. Long-term Clinical Outcomes and
Biomarker Analyses of Atezolizumab Therapy for Patients With Metastatic
Triple-Negative Breast Cancer: A Phase 1 Study. JAMA Oncol 2019;5:74-
82. Available at: https://www.ncbi.nim.nih.gov/pubmed/30242306.

565.. Schmid P, Adams S, Rugo HS, et al. IMpassion130: updated overall
survival (OS) from a global, randomized, double-blind, placebo-controlled,
Phase lll study of atezolizumab (atezo) + nab-paclitaxel (nP) in previously
untreated locally advanced or metastatic triple-negative breast cancer
(mTNBC). Journal of Clinical Oncology 2019;37:1003-1003. Available at:
https://doi.org/10.1200/JC0O.2019.37.15 suppl.1003.

566. Albain KS, Nag S, Calderillo-Ruiz G, et al. Global phase Il study of
gemcitabine plus paclitaxel (GT) vs. paclitaxel (T) as frontline therapy for
metastatic breast cancer (MBC): First report of overall survival [Abstract]. J
Clin Oncol 2004:;22:Abstract 510 Available at:
http://meeting.ascopubs.org/cgi/content/abstract/22/14 suppl/510.

567. Carrick S, Parker S, Wilcken N, et al. Single agent versus
combination chemotherapy for metastatic breast cancer. Cochrane
Database Syst Rev-2005. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15846660.

568. O'Shaughnessy J, Miles D, Vukelja S, et al. Superior survival with
capecitabine plus docetaxel combination therapy in anthracycline-
pretreated patients with advanced breast cancer: phase lll trial results. J
Clin Oncol 2002;20:2812-2823. Available at:
https://www.ncbi.nim.nih.gov/pubmed/12065558.

MS-124

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

569. Sledge GW, Neuberg D, Bernardo P, et al. Phase lll trial of
doxorubicin, paclitaxel, and the combination of doxorubicin and paclitaxel
as front-line chemotherapy for metastatic breast cancer: an intergroup trial
(E1193). J Clin Oncol 2003;21:588-592. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12586793.

570. Gennari A, Stockler M, Puntoni M, et al. Duration of chemotherapy for
metastatic breast cancer: a systematic review and meta-analysis of
randomized clinical trials. J Clin Oncol 2011;29:2144-2149. Available at:
https://www.ncbi.nim.nih.gov/pubmed/21464403.

571. Giarratano T, Frezzini S, Zanocco M, et al. Use of scalp cooling
device to prevent alopecia for early breast cancer patients receiving
chemotherapy: A prospective study. Breast J 2019. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/31837103.

572. Kruse M, Abraham J. Management of Chemotherapy-Induced
Alopecia With Scalp Cooling. J Oncol Pract 2018;14:149-154. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/29529389.

573. Nangia J, Wang T, Osborne C, et al. Effect of a Scalp Cooling Device
on Alopecia in Women Undergoing Chemotherapy for Breast Cancer: The
SCALP Randomized Clinical Trial. JAMA 2017:317:596-605. Available at:

https://www.ncbi.nim.nih.gov/pubmed/28196254.

574. Rugo HS, Klein P, Melin SA, et al. Association Between Use of a
Scalp Cooling Device and Alopecia After Chemotherapy for Breast
Cancer. Jama 2017;317:606-614.

575. Rugo HS, Melin SA, Voigt J. Scalp cooling with adjuvant/neoadjuvant
chemotherapy for breast cancer and the risk of scalp metastases:
systematic review and meta-analysis. Breast Cancer Res Treat
2017;163:199-205. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/28275922.

576. Stockler MR, Wilcken NJC, Coates AS. Chemotherapy for Advanced
Breast Cancer — How Long Should it Continue? Breast Cancer Research
and Treatment 2003;81:49-52. Available at:
https://doi.org/10.1023/A:1026316806601.

5 B bR EEE

577. Claessens AKM, Bos M, Lopez-Yurda M, et al. Inte
continuous first-line treatment for HER2-negative metastatic breast
cancer: the Stop & Go study of the Dutch Breast Cancer Research Group
(BOOG). Breast Cancer Res Treat 2018;172:413-423. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/30121808.

578. Perez EA, Vogel CL, Irwin DH, et al. Multicenter phase |l trial of
weekly paclitaxel-in women with metastatic breast cancer. J Clin Oncol
2001;19:4216-4223. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11709565.

579. Seidman AD, Berry D, Cirrincione C, et al. Randomized phase Il trial
of weekly compared with every-3-weeks paclitaxel for metastatic breast
cancer, with trastuzumab for all HER-2 overexpressors and random
assignment to trastuzumab or not in HER-2 nonoverexpressors: final
results of Cancer and Leukemia Group B protocol 9840. J Clin Oncol
2008;26:1642-1649. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/18375893.

580. Mauri D, Kamposioras K, Tsali L, et al. Overall survival benefit for
weekly vs. three-weekly taxanes regimens in advanced breast cancer: A
meta-analysis. Cancer Treat Rev 2010;36:69-74. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/19945225.

581. Chan S, Friedrichs K, Noel D, et al. Prospective randomized trial of
docetaxel versus doxorubicin in patients with metastatic breast cancer. J
Clin Oncol 1999;17:2341-2354. Available at:
http://www.ncbi.nim.nih.gov/pubmed/10561296.

582. Gasparini G, Dal Fior S, Panizzoni GA, et al. Weekly epirubicin
versus doxorubicin as second line therapy in advanced breast cancer. A
randomized clinical trial. Am J Clin Oncol 1991;14:38-44. Available at:
http://www:ncbi.nlm.nih.gov/pubmed/1987737.

583. Norris B, Pritchard KI, James K, et al. Phase I|lIl comparative study of
vinorelbine combined with doxorubicin versus doxorubicin alone in
disseminated metastatic/recurrent breast cancer: National Cancer Institute
of Canada Clinical Trials Group Study MAS8. J Clin Oncol 2000;18:2385-
2394.

MS-125

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

584. Andersson M, Daugaard S, von der Maase H, Mouridsen HT.
Doxorubicin versus mitomycin versus doxorubicin plus mitomycin in
advanced breast cancer: a randomized study. Cancer Treat Rep
1986;70:1181-1186.

585. O'Brien ME, Wigler N, Inbar M, et al. Reduced cardiotoxicity and
comparable efficacy in a phase lll trial of pegylated liposomal doxorubicin
HCI (CAELYX/Doxil) versus conventional doxorubicin for first-line
treatment of metastatic breast cancer. Ann Oncol 2004;15:440-449.
Available at: https://www.ncbi.nlm.nih.gov/pubmed/14998846.

586. Fumoleau P, Largillier R, Clippe C, et al. Multicentre, phase Il study
evaluating capecitabine monotherapy in patients with anthracycline- and
taxane-pretreated metastatic breast cancer. Eur J Cancer 2004;40:536-
542. Available at: https://www.ncbi.nim.nih.gov/pubmed/14962720.

587. Oshaughnessy JA, Blum J, Moiseyenko V, et al. Randomized, open-
label, phase Il trial of oral capecitabine (Xeloda) vs. a reference arm of
intravenous CMF (cyclophosphamide, methotrexate and 5-fluorouracil) as
first-line therapy for advanced/metastatic breast cancer. Ann Oncol
2001;12:1247-1254. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/11697835.

588. Cortes J, O'Shaughnessy J, Loesch D, et al. Eribulin-monotherapy
versus treatment of physician's choice in patients with metastatic breast
cancer (EMBRACE): a phase 3 open-label randomised study. Lancet
2011;377:914-923. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21376385.

589. Kaufman PA, Awada A, Twelves C, et al. Phase Il open-label
randomized study of eribulin mesylate versus capecitabine in patients with
locally advanced or metastatic breast cancer previously treated with-an
anthracycline and a taxane. J Clin Oncol 2015;33:594-601. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/25605862.

590. Vernieri C, Prisciandaro M, Milano M, et al. Single-Agent
Gemcitabine vs. Carboplatin-Gemcitabine in Advanced Breast Cancer: A
Retrospective Comparison of Efficacy and Safety Profiles. Clin Breast

5 B bR EEE

Cancer 2019;19:e306-e318. Available at:
https://www.ncbi.nIm.nih.gov/pubmed/30635175.

591. Jones S, Winer E, Vogel C, et al. Randomized comparison of
vinorelbine and melphalan in anthracycline-refractory advanced breast
cancer. J Clin Oncol 1995;13:2567-2574. Available at:
https://www:ncbi.nIm.nih.gov/pubmed/7595708.

592. Fumoleau P, Delgado FM, Delozier T, et al. Phase Il trial of weekly
intravenous vinorelbine in first-line advanced breast cancer chemotherapy.
J Clin Oncol 1993;11:1245-1252. Available at:
https://www.ncbi.nim.nih.gov/pubmed/8315421.

593. Martin M, Ruiz A, Munoz M, et al. Gemcitabine plus vinorelbine
versus vinorelbine monotherapy in patients with metastatic breast cancer
previously treated with anthracyclines and taxanes: final results of the
phase lll Spanish Breast Cancer Research Group (GEICAM) trial. Lancet
Oncol 2007;8:219-225. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/17329192.

594. Jones SE, Erban J, Overmoyer B, et al. Randomized phase Il study
of docetaxel compared with paclitaxel in metastatic breast cancer. J Clin
Oncol 2005;23:5542-5551. Available at:
https://www:ncbi:nlm.nih.gov/pubmed/16110015.

595. Ibrahim NK, Samuels B, Page R, et al. Multicenter phase Il trial of
ABI-007, an albumin-bound paclitaxel, in women with metastatic breast
cancer. J Clin Oncol 2005;23:6019-6026. Available at:
https://www.ncbi.nlm:nih.gov/pubmed/16135470.

596. Gradishar WJ, Tjulandin S, Davidson N, et al. Phase lll trial of
nanoparticle albumin-bound paclitaxel compared with polyethylated castor
oil-based paclitaxel in women with breast cancer. J Clin Oncol
2005;23:7794-7803. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16172456.

597. Gradishar WJ, Krasnojon D, Cheporov S, et al. Significantly longer
progression-free survival with nab-paclitaxel compared with docetaxel as

MS-126

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

first-line therapy for metastatic breast cancer. J Clin Oncol 2009;27:3611-
3619. Available at: https://www.ncbi.nlm.nih.gov/pubmed/19470941.

598. Bastholt L, Dalmark M, Gjedde SB, et al. Dose-response relationship
of epirubicin in the treatment of postmenopausal patients with metastatic
breast cancer: a randomized study of epirubicin at four different dose
levels performed by the Danish Breast Cancer Cooperative Group. J Clin
Oncol 1996;14:1146-1155. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/8648369.

599. Roche H, Yelle L, Cognetti F, et al. Phase Il clinical trial of
ixabepilone (BMS-247550), an epothilone B analog, as first-line therapy in
patients with metastatic breast cancer previously treated with
anthracycline chemotherapy. J Clin Oncol 2007;25:3415-3420. Available
at: http://www.ncbi.nlm.nih.gov/pubmed/17606972.

600. Thomas E, Tabernero J, Fornier M, et al. Phase Il clinical trial of
ixabepilone (BMS-247550), an epothilone B analog, in patients with
taxane-resistant metastatic breast cancer. J Clin Oncol 2007;25:3399-
3406. Available at: http://www.ncbi.nlm.nih.gov/pubmed/17606975.

601. Perez EA, Lerzo G, Pivot X, et al. Efficacy and safety of ixabepilone
(BMS-247550) in a phase Il study of patients with advanced breast cancer
resistant to an anthracycline, a taxane, and capecitabine: J Clin Oncol
2007;25:3407-3414. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17606974.

602. Nabholtz JM, Falkson C, Campos D, et al. Docetaxel and doxorubicin
compared with doxorubicin and cyclophosphamide as first-line
chemotherapy for metastatic breast cancer: results of a randomized,
multicenter, phase Il trial. J Clin Oncol 2003;21:968-975. Available at:
https://www.ncbi.nim.nih.gov/pubmed/12637459.

603. Biganzoli L, Cufer T, Bruning P, et al. Doxorubicin and paclitaxel
versus doxorubicin and cyclophosphamide as first-line chemotherapy in
metastatic breast cancer: The European Organization for Research and
Treatment of Cancer 10961 Multicenter Phase 11l Trial. J Clin Oncol
2002;20:3114-3121. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/12118025.

5 B bR EEE

604. Langley RE, Carmichael J, Jones AL, et al. Phase
plus paclitaxel compared with epirubicin plus cyclophosphamide as first-
line chemotherapy for metastatic breast cancer: United Kingdom National
Cancer Research Institute trial ABO1. J Clin Oncol 2005;23:8322-8330.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/16293863.

605. Albain KS, Nag SM, Calderillo-Ruiz G, et al. Gemcitabine plus
paclitaxel versus paclitaxel monotherapy in patients with metastatic breast
cancer and prior anthracycline treatment. J Clin Oncol 2008;26:3950-
3957. Available at: http://www.ncbi.nlm.nih.gov/pubmed/18711184.

606. Stockler MR, Harvey VJ, Francis PA, et al. Capecitabine versus
classical cyclophosphamide, methotrexate, and fluorouracil as first-line
chemotherapy for advanced breast cancer. J Clin Oncol 2011;29:4498-
4504. Available at: https://www.ncbi.nlm.nih.gov/pubmed/22025143.

607. O'Shaughnessy J, Schwartzberg L, Danso MA, et al. Phase Il study
of iniparib plus gemcitabine and carboplatin versus gemcitabine and
carboplatin in patients with metastatic triple-negative breast cancer. J Clin
Oncol 2014;32:3840-3847. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/25349301.

608. Yardley DA, Brufsky A, Coleman RE, et al. Phase Il/lll weekly nab-
paclitaxel plus gemcitabine or carboplatin versus gemcitabine/carboplatin
as first-line treatment of patients with metastatic triple-negative breast
cancer (the tnAcity study): study protocol for a randomized controlled trial.
Trials 2015;16:575. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/26673577.

609. Nelli F, Moscetti L, Natoli G, et al. Gemcitabine and carboplatin for
pretreated metastatic breast cancer: the predictive value of
immunohistochemically defined subtypes. Int J Clin Oncol 2013;18:343-
349. Available at: https://www.ncbi.nlm.nih.gov/pubmed/22350024.

610. Yardley DA, Coleman R, Conte P, et al. nab-Paclitaxel plus
carboplatin or gemcitabine versus gemcitabine plus carboplatin as first-line
treatment of patients with triple-negative metastatic breast cancer: results
from the tnAcity trial. Ann Oncol 2018;29:1763-1770. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/29878040.

MS-127

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

611. Perez EA, Hillman DW, Stella PJ, et al. A phase Il study of paclitaxel
plus carboplatin as first-line chemotherapy for women with metastatic
breast carcinoma. Cancer 2000;88:124-131. Available at:
https://www.ncbi.nim.nih.gov/pubmed/10618614.

612. Fountzilas G, Kalofonos HP, Dafni U, et al. Paclitaxel and epirubicin
versus paclitaxel and carboplatin as first-line chemotherapy in patients
with advanced breast cancer: a phase Il study conducted by the-Hellenic
Cooperative Oncology Group. Ann Oncol 2004;15:1517-1526. Available
at: https://www.ncbi.nlm.nih.gov/pubmed/15367413.

613. Miller K, Wang M, Gralow J, et al. Paclitaxel plus bevacizumab
versus paclitaxel alone for metastatic breast cancer. N Engl J Med
2007;357:2666-2676. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18160686.

614. Robert NJ, Dieras V, Glaspy J, et al. RIBBON-1: Randomized,
double-blind, placebo-controlled, phase Il trial of chemotherapy with or
without bevacizumab (B) for first-line treatment of HER2-negative locally
recurrent or metastatic breast cancer (MBC) [abstract]. J Clin Oncol
2009;27(Suppl 15):Abstract 1005. Available at:
http://meeting.ascopubs.org/cgi/content/abstract/27/15S/1005.

615. Robert NJ, Dieras V, Glaspy J, et al. RIBBON-1: randomized, double=
blind, placebo-controlled, phase Il trial of chemotherapy with or without
bevacizumab for first-line treatment of human epidermal growth factor
receptor 2-negative, locally recurrent or metastatic breast cancer. J Clin
Oncol 2011;29:1252-1260. Available at:
http://www.ncbi.nim.nih.gov/pubmed/21383283.

616. Mavroudis D, Papakotoulas P, Ardavanis A, et al. Randomized phase
Il trial comparing docetaxel plus epirubicin versus docetaxel plus
capecitabine as first-line treatment in women with advanced breast
cancer. Ann Oncol 2010;21:48-54. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19906761.

617. Miles DW, Chan A, Dirix LY, et al. Phase lll study of bevacizumab
plus docetaxel compared with placebo plus docetaxel for the first-line
treatment of human epidermal growth factor receptor 2-negative

5 B MRS FE
metastatic breast cancer. J Clin Oncol 2010;28:3239-3Zz47. Avananie ar;
http://www.ncbi.nlm.nih.gov/pubmed/20498403.

618. Rugo HS, Barry WT, Moreno-Aspitia A, et al. Randomized Phase llI
Trial of Paclitaxel Once Per Week Compared With Nanoparticle Albumin-
Bound Nab-Paclitaxel Once Per Week or Ixabepilone With Bevacizumab
As First-Line.Chemotherapy for Locally Recurrent or Metastatic Breast
Cancer: CALGB 40502/NCCTG NO063H (Alliance). J Clin Oncol
2015;33:2361-2369. Available at:

619. O'Shaughnessy'J, Miles D, Gray RJ, et al. A meta-analysis of overall
survival data from three randomized trials of bevacizumab (BV) and first-
line chemotherapy as treatment for patients with metastatic breast cancer
(MBC) [abstract]. J Clin Oncol 2010;28(Suppl 15):Abstract 1005. Available
at: http://meeting.ascopubs.org/cgi/content/abstract/28/15 suppl/1005.

620. Stransky N, Cerami E, Schalm S, et al. The landscape of kinase
fusions in cancer. Nat Commun 2014;5:4846.

621. Drilon A, Laetsch TW, Kummar S, et al. Efficacy of Larotrectinib in
TRK Fusion-Paositive Cancers in Adults and Children. N Engl J Med
2018;378:731-739. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/29466156.

622. Meric-Bernstam F, Shukla N, Peled N, et al. Abstract P6-20-02:
Activity of larotrectinib, a highly selective inhibitor of tropomyosin receptor
kinase, in TRK fusion breast cancers. Cancer Research 2019;79:P6-20-
02.

623. Drilon A. TRK inhibitors in TRK fusion-positive cancers. Ann Oncol
2019;30:viii23-viii30. Available at:
https://www.ncbi:nim.nih.gov/pubmed/31738426.

624. Demetri GD, Paz-Ares L, Farago AF, et al. Efficacy and safety of
entrectinib in patients with NTRK fusion-positive tumours: Pooled analysis
of STARTRK-2, STARTRK-1, and ALKA-372-001. Annals of Oncology
2018;29. Available at: https://doi.org/10.1093/annonc/mdy483.003.

MS-128

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



A RS ER A A B8, OB N2 SR, R T, 3T R EUR 24/ B

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

LEZ. e v b B0 s e
«?umynshengzzzﬁlsglsszggss

frA)He 2021 National Comprehensive Cancer Networ

625. Adams S, Loi S, Toppmeyer D, et al. Pembrolizumab monotherapy
for previously untreated, PD-L1-positive, metastatic triple-negative breast
cancer: cohort B of the phase 1| KEYNOTE-086 study. Ann Oncol
2019;30:405-411. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/30475947.

626. Phan K, Charif M. Pembrolizumab for PD-L1-Positive Breast Cancer
Refractory to Chemotherapy. Am J Ther 2019. Available at:
https://www.ncbi.nlm.nih.gov/pubmed/31219807.

627. Nanda R, Chow LQ, Dees EC, et al. Pembrolizumab in Patients With

Advanced Triple-Negative Breast Cancer: Phase |Ib KEYNOTE-012 Study.

J Clin Oncol 2016;34:2460-2467. Available at:
https://www.ncbi.nIm.nih.gov/pubmed/27138582.

628. Alva AS, Mangat PK, Garrett-Mayer E, et al. Pembrolizumab (P) in
patients (pts) with metastatic breast cancer (MBC) with high tumor
mutational burden (HTMB): Results from the Targeted Agent and Profiling
Utilization Registry (TAPUR) Study. Journal of Clinical Oncology
2019;37:1014-1014. Available at:
https://ascopubs.org/doi/abs/10.1200/JC0.2019.37.15 suppl.1014.

629. Eisenhauer EA, Therasse P, Bogaerts J, et al. New response
evaluation criteria in solid tumours: revised RECIST guideline (version
1.1). Eur J Cancer 2009;45:228-247. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19097774.

630. Miller AB, Hoogstraten B, Staquet M, Winkler A. Reporting results of
cancer treatment. Cancer 1981:47:207-214. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/7459811.

631. Smerage JB, Barlow WE, Hortobagyi GN, et al. Circulating tumor
cells and response to chemotherapy in metastatic breast cancer. SWOG
S0500. J Clin Oncol 2014;32:3483-3489. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/24888818.

632. Sakorafas GH, Blanchard K, Sarr MG, Farley DR. Paget's disease of
the breast. Cancer Treat Rev 2001;27:9-18. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11237774.

EEWEEB_LﬁEEE

633. Kollmorgen DR, Varanasi JS, Edge SB, Carson W
of the breast: a 33-year experience. J Am Coll Surg 1998 187:171-177.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/9704964.

634. Marcus E. The management of Paget's disease of the breast. Curr
Treat Options Oncol 2004;5:153-160. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/14990209.

635. Morrogh M, Morris EA, Liberman L, et al. MRI identifies otherwise
occult disease in select patients with Paget disease of the nipple. J Am
Coll Surg 2008;206:316-321. Available at:
http://www.ncbi.nim.nih.gov/pubmed/18222386.

636. Frei KA, Bonel HM, Pelte M-F, et al. Paget disease of the breast:
findings at magnetic resonance imaging and histopathologic correlation.
Invest Radiol 2005;40:363-367. Available at:
http://www.ncbi.nim.nih.gov/pubmed/15905723.

637. Bijker N, Rutgers EJ, Duchateau L, et al. Breast-conserving therapy
for Paget disease of the nipple: a prospective European Organization for
Research and Treatment of Cancer study of 61 patients. Cancer
2001;91:472-477. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11169928.

638. Kawase K, Dimaio DJ, Tucker SL, et al. Paget's disease of the
breast: there is a role for breast-conserving therapy. Ann Surg Oncol
2005;12:391-397. Available at:
http://www.ncbi.nim.nih.gov/pubmed/15915373.

639. Marshall JK, Griffith KA, Haffty BG, et al. Conservative management
of Paget disease of the breast with radiotherapy: 10- and 15-year results.
Cancer 2003;97:2142-2149. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12712465.

640. Pierce LJ, Haffty BG, Solin LJ, et al. The conservative management
of Paget's disease of the breast with radiotherapy. Cancer 1997;80:1065-
1072. Available at: http://www.ncbi.nlm.nih.gov/pubmed/9305706.

MS-129

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.




RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

LEZ. e v b B0 s e
Hqiuyisheng222% 13918529955

rl ek

641. Singh A, Sutton RJ, Baker CB, Sacks NP. Is mastectomy
overtreatment for Paget's disease of the nipple? Breast 1999;8:191-194.
Available at: http://www.ncbi.nim.nih.gov/pubmed/14731439.

642. Laronga C, Hasson D, Hoover S, et al. Paget's disease in the era of
sentinel lymph node biopsy. Am J Surg 2006;192:481-483. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16978954.

643. Sukumvanich P, Bentrem DJ, Cody HS, et al. The role of sentinel
lymph node biopsy in Paget's disease of the breast. Ann'Surg Oncol
2007;14:1020-1023. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17195914.

644. Telli ML, Horst KC, Guardino AE, et al. Phyllodes tumors of the
breast: natural history, diagnosis, and treatment. J Natl Compr Canc Netw
2007;5:324-330. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17439760.

645. Anderson BO, Lawton TJ, Lehman CD, Moe RE. Phyllodes tumors.
In: Harris JR, Lippman ME, Morrow M, Osborne CK, eds. Diseases of the
Breast (ed 3rd). Philadelphia: Lippincott Williams & Wilkins; 2004.

646. Salvadori B, Cusumano F, Del Bo R, et al. Surgical treatment of
phyllodes tumors of the breast. Cancer 1989;63:2532-2536. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/2541890.

647. Birch JM, Alston RD, McNally RJ, et al. Relative frequency and
morphology of cancers in carriers of germline TP53 mutations. Oncogene
2001;20:4621-4628. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11498785.

648. Chaney AW, Pollack A, McNeese MD, et al. Primary treatment of
cystosarcoma phyllodes of the breast. Cancer 2000;89:1502-1511.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/11013364.

649. Mangi AA, Smith BL, Gadd MA, et al. Surgical management of
phyllodes tumors. Arch Surg 1999;134:487-492. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/10323420.

5 B bR EEE

650. Pandey M, Mathew A, Kattoor J, et al. Malignant p
Breast J 2001;7:411-416. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11843853.

651. Tse GMK, Lee CS, Kung FYL, et al. Hormonal receptors expression
in-epithelial cells of mammary phyllodes tumors correlates with pathologic
grade of the tumor: a multicenter study of 143 cases. Am J Clin Pathol
2002;118:522-526. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12375638.

652. Smith LH, Dalrymple JL, Leiserowitz GS, et al. Obstetrical deliveries
associated with maternal malignancy in California, 1992 through 1997. Am
J Obstet Gynecol 2001;184:1504-1512. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11408874.

653. Gwyn K, Theriault R. Breast cancer during pregnancy. Oncology
(Williston Park) 2001;15:39-46. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11271981.

654. Middleton LP, Amin M, Gwyn K, et al. Breast carcinoma in pregnant
women: assessment of clinicopathologic and immunohistochemical
features. Cancer 2003;98:1055-1060. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12942575.

655. Yang WT, Dryden MJ, Gwyn K, et al. Imaging of breast cancer
diagnosed and treated with chemotherapy during pregnancy. Radiology
2006;239:52-60. Available at:
http://www.ncbi.nIm.nih.gov/pubmed/16484353.

656. Kuerer HM, Gwyn K, Ames FC, Theriault RL. Conservative surgery
and chemotherapy for breast carcinoma during pregnancy. Surgery
2002;131:108-110. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11812971.

657. Annane K, Bellocq JP, Brettes JP, Mathelin C. Infiltrative breast
cancer during pregnancy and conservative surgery. Fetal Diagn Ther
2005;20:442-444. Available at:
http://www.ncbi.nIm.nih.gov/pubmed/16113569.

MS-130

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

658. Khera SY, Kiluk JV, Hasson DM, et al. Pregnancy-associated breast
cancer patients can safely undergo lymphatic mapping. Breast J
2008;14:250-254. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18476883.

659. Mondi MM, Cuenca RE, Ollila DW, et al. Sentinel lymph node biopsy
during pregnancy: initial clinical experience. Ann Surg Oncol 2007;14:218-
221. Available at: http://www.ncbi.nlm.nih.gov/pubmed/17066225.

660. Filippakis GM, Zografos G. Contraindications of sentinel lymph node
biopsy: are there any really? World J Surg Oncol 2007;5:10. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17261174.

661. Gentilini O, Cremonesi M, Trifiro G, et al. Safety of sentinel node
biopsy in pregnant patients with breast cancer. Ann Oncol 2004;15:1348-
1351. Available at: http://www.ncbi.nlm.nih.gov/pubmed/15319240.

662. Keleher A, Wendt R, Delpassand E, et al. The safety of lymphatic
mapping in pregnant breast cancer patients using Tc-99m sulfur colloid.
Breast J 2004;10:492-495. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15569204.

663. Pandit-Taskar N, Dauer LT, Montgomery L, et al. Organ and fetal
absorbed dose estimates from 99mTc-sulfur colloid lymphoscintigraphy
and sentinel node localization in breast cancer patients. J Nucl Med
2006;47:1202-1208. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16818956.

664. Germann N, Goffinet F, Goldwasser F. Anthracyclines during
pregnancy: embryo-fetal outcome in 160 patients. Ann Oncol
2004;15:146-150. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/14679135.

665. Johnson PH, Gwyn K, Gordon N, et al. The treatment of pregnant
women with breast cancer and the outcomes of the children exposed to
chemotherapy in utero [abstract]. J Clin Oncol 2005;23(Suppl 16):Abstract
540. Available at:
http://meeting.ascopubs.org/cgi/content/abstract/23/16_suppl/540.

5 B bR EEE

666. Doll DC, Ringenberg QS, Yarbro JW. Antineoplast
pregnancy. Semin Oncol 1989;16:337-346. Available at:
http://www.ncbi.nim.nih.gov/pubmed/2678485.

667. Ebert U, Loffler H, Kirch W. Cytotoxic therapy and pregnancy.
Pharmacol Ther 1997;74:207-220. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9336023.

668. Hahn KME, Johnson PH, Gordon N, et al. Treatment of pregnant
breast cancer patients and outcomes of children exposed to
chemotherapy in utero. Cancer 2006;107:1219-1226. Available at:
http://www.ncbi.nIm.nih.gov/ipubmed/16894524.

669. Gainford MC, Clemons M. Breast cancer in pregnancy: are taxanes
safe? Clinical Oncol (R Coll Radiol) 2006;18:159. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16523825.

670. Garcia-Manero M, Royo MP, Espinos J, et al. Pregnancy associated
breast cancer. Eur J Surg Oncol 2009;35:215-218. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18550321.

671. Gonzalez-Angulo AM, Walters RS, Carpenter RJ, et al. Paclitaxel
chemotherapy in a pregnant patient with bilateral breast cancer. Clin
Breast Cancer 2004;5:317-319. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15507181.

672. Mir O, Berveiller P, Ropert S, et al. Emerging therapeutic options for
breast cancer chemotherapy during pregnancy. Ann Oncol 2008;19:607-
613. Available at: http://www.ncbi.nlm.nih.gov/pubmed/17921242.

673. Bader AA, Schlembach D, Tamussino KF, et al. Anhydramnios
associated with administration of trastuzumab and paclitaxel for metastatic
breast cancer during pregnancy. Lancet Oncol 2007;8:79-81. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17196514.

674. Fanale MA, Uyei AR, Theriault RL, et al. Treatment of metastatic
breast cancer with trastuzumab and vinorelbine during pregnancy. Clin
Breast Cancer 2005;6:354-356. Available at:
http://www.ncbi.nim.nih.gov/pubmed/16277887.

MS-131

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE




RIS EA BN, (AN AEIER, 2R TE, BT RG24/ k. BR#UT© 2021 National Comprehensive Cancer Network

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

Hqiuyisheng2228K 13918529955
]

rl ek

675. Pant S, Landon MB, Blumenfeld M, et al. Treatment of breast cancer
with trastuzumab during pregnancy. J Clin Oncol 2008;26:1567-1569.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/18349415.

676. Sekar R, Stone PR. Trastuzumab use for metastatic breast cancer in
pregnancy. Obstet Gynecol 2007;110:507-510. Available at:
http://www.ncbi.nim.nih.gov/pubmed/17666645.

677. Shrim A, Garcia-Bournissen F, Maxwell C, et al. Favorable
pregnancy outcome following Trastuzumab (Herceptin) use during
pregnancy--Case report and updated literature review. Reprod Toxicol
2007;23:611-613. Available at:
http://www.ncbi.nim.nih.gov/pubmed/17399946.

678. Waterston AM, Graham J. Effect of Adjuvant Trastuzumab on
Pregnancy. J Clin Oncol 2006;24:321-322. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16401684.

679. Watson WJ. Herceptin (trastuzumab) therapy during pregnancy:
association with reversible anhydramnios. Obstet Gynecol 2005;105:642-
643. Available at: http://www.ncbi.nlm.nih.gov/pubmed/15738038.

680. Witzel ID, Mdller V, Harps E, et al. Trastuzumab in pregnancy
associated with poor fetal outcome. Ann Oncol 2008;19:191-192.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/18084047.

681. Kelly H, Graham M, Humes E, et al. Delivery of a healthy baby after
first-trimester maternal exposure to lapatinib. Clin Breast Cancer
2006;7:339-341. Available at:
http://www.ncbi.nim.nih.gov/pubmed/17092403.

682. Dawood, S, Cristofanilli M. What progress have we made in
managing inflammatory breast cancer? Oncology 2007;21:673-679.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/17564325

683. Jaiyesimi IA, Buzdar AU, Hortobagyi G. Inflammatory breast cancer:
a review. J Clin Oncol 1992:10:1014-1024. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/1588366.

5 B bR EEE

684. Bertucci F, Finetti P, Rougemont J, et al. Gene ex
identifies molecular subtypes of inflammatory breast cancer. Cancer Res
2005;65:2170-2178. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15781628.

685. Van Laere SJ, Van den Eynden GG, Van der Auwera |, et al.
Identification-of cell-of-origin breast tumor subtypes in inflammatory breast
cancer by-gene expression profiling. Breast Cancer Res Treat
2006;95:243-255. Available at:
http://www.ncbi.nlm.nih:gov/pubmed/16261404.

686. Zell JA, Tsang WY, Taylor TH, et al. Prognostic impact of human
epidermal growth factor-like receptor 2 and hormone receptor status in
inflammatory breast cancer (IBC): analysis of 2,014 IBC patient cases
from the California Cancer Registry. Breast Cancer Res 2009;11:R9.
Available at: http://www.ncbi.nlm.nih.gov/pubmed/19228416.

687. Parton M, Dowsett M, Ashley S, et al. High incidence of HER-2
positivity in inflammatory breast cancer. Breast 2004;13:97-103. Available
at: http://www.ncbi.nlm.nih.gov/pubmed/15019688.

688. Edge SB, Byrd DR, Compton CC, et al., eds. AJCC Cancer Staging
Manual, 7th Edition. New York: Springer; 2010.

689. Haagensen CD. Inflammatory Carcinoma. Diseases of the Breast.
Philadelphia: WB Saunders; 1956:488-498.

690. Cristofanilli M, Valero V, Buzdar AU, et al. Inflammatory breast
cancer (IBC) and patterns of recurrence: understanding the biology of a
unique disease. Cancer 2007;110:1436-1444. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17694554.

691. Panades M, Olivotto IA, Speers CH, et al. Evolving treatment
strategies for inflammatory breast cancer: a population-based survival
analysis. J Clin Oncol 2005;23:1941-1950. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15774787.

692. Dawood S, Ueno NT, Valero V, et al. Differences in survival among
women with stage Il inflammatory and noninflammatory locally advanced

MS-132

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

ESmadHEmE Br R i EARE



K E B ST R A R A i, AN S, AR TR, W T FEUE 24N MRk . BAUH© 2021 National Comprehensive Cancer Networl ®*MaAZmEPHuSaE Lot

National

WNEOE Cancer
Network®

FLirE

comprehensive  NCCN Guidelines Version 7.2021

rl ek

breast cancer appear early: a large population-based study. Cancer
2011;117:1819-1826. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/21509759.

693. Hance KW, Anderson WF, Devesa SS, et al. Trends in inflammatory
breast carcinoma incidence and survival: the surveillance, epidemiology,
and end results program at the National Cancer Institute. J Natl Cancer
Inst 2005;97:966-975. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15998949.

694. Bleicher RJ, Morrow M. Inflammatory breast cancer: Still poorly
characterized. The Dawood/Cristofanilli article reviewed. Oncology
2007;21:679-680. Available at: http://www.cancernetwork.com/breast-
cancer/content/article/10165/61508.

695. Nguyen DM, Sam K, Tsimelzon A, et al. Molecular heterogeneity of
inflammatory breast cancer: a hyperproliferative phenotype. Clin Cancer
Res 2006;12:5047-5054. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16951220.

696. Wolff AC, Hammond MEH, Schwartz JN, et al. American Society of
Clinical Oncology/College of American Pathologists guideline
recommendations for human epidermal growth factor receptor 2 testing in
breast cancer. J Clin Oncol 2007;25:118-145. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17159189.

697. Carkaci S, Macapinlac HA, Cristofanilli M, et al. Retrospective study
of 18F-FDG PET/CT in the diagnosis of inflammatory breast cancer:
preliminary data. J Nucl Med 2009;50:231-238. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/19164229.

698. Chia S, Swain SM, Byrd DR, Mankoff DA. Locally advanced and
inflammatory breast cancer. J Clin Oncol 2008;26:786-790. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18258987.

699. Fleming RY, Asmar L, Buzdar AU, et al. Effectiveness of mastectomy
by response to induction chemotherapy for control in inflammatory breast
carcinoma. Ann Surg Oncol 1997;4:452-461. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9309333.

15 B phRER 37 $HEE 4
700. Ueno NT, Buzdar AU, Singletary SE, et al. Combinea-moaary
treatment of inflammatory breast carcinoma: twenty years of experience at
M. D. Anderson Cancer Center. Cancer Chemother Pharmacol
1997;40:321-329. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/9225950.

701. Cristofanilli M, Gonzalez-Angulo AM, Buzdar AU, et al. Paclitaxel
improves the prognosis in estrogen receptor negative inflammatory breast
cancer: the M. D. Anderson Cancer Center experience. Clin Breast
Cancer 2004:4:415-419. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/15023242.

702. Kim T, Lau J, Erban J. Lack of uniform diagnostic criteria for
inflammatory breast cancer limits interpretation of treatment outcomes: a
systematic review. Clin Breast Cancer 2006;7:386-395. Available at:
http://iwww.ncbi.nlm.nih.gov/pubmed/17239263.

703. Hennessy BT, Gonzalez-Angulo AM, Hortobagyi GN, et al. Disease-
free and overall survival after pathologic complete disease remission of
cytologically proven inflammatory breast carcinoma axillary lymph node
metastases after primary systemic chemotherapy. Cancer 2006;106:1000-
1006. Available at: http://www.ncbi.nlm.nih.gov/pubmed/16444747.

704. Dawood S, Broglio K, Gong Y, et al. Prognostic significance of HER-2
status in women with inflammatory breast cancer. Cancer 2008;112:1905-
1911. Available at: http://www.ncbi.nlm.nih.gov/pubmed/18300243.

705. Gianni L, Eiermann W, Semiglazov V, et al. Neoadjuvant
chemotherapy with trastuzumab followed by adjuvant trastuzumab versus
neoadjuvant chemotherapy alone, in patients with HER2-positive locally
advanced breast cancer (the NOAH ftrial): a randomised controlled
superiority trial with a parallel HER2-negative cohort. The Lancet
2010;375:377-384. Available at:
http://linkinghub.elsevier.com/retrieve/pii/S0140673609619644.

706. Hurley J, Doliny P, Reis I, et al. Docetaxel, cisplatin, and trastuzumab
as primary systemic therapy for human epidermal growth factor receptor
2-positive locally advanced breast cancer. J Clin Oncol 2006;24:1831-
1838. Available at: http://www.ncbi.nlm.nih.gov/pubmed/16549824.

MS-133

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.



AT ra b BE ST B AR P g i3, XA
National

NG,

WNEOE Cancer
Network®

FLirE

FEEEH TR, W T 85 247N B
comprehensive  NCCN Guidelines Version 7.2021

LEZ. e v b B0 s e
«?umynshengzzzﬁlsglsszggss

frA)He 2021 National Comprehensive Cancer Networ

EEWEEB_L%TEEE

707. Burstein HJ, Harris LN, Gelman R, et al. Preoperative therapy with
trastuzumab and paclitaxel followed by sequential adjuvant
doxorubicin/cyclophosphamide for HER2 overexpressing stage Il or lll
breast cancer: a pilot study. J Clin Oncol 2003;21:46-53. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12506169.

708. Limentani SA, Brufsky AM, Erban JK, et al. Phase Il study of
neoadjuvant docetaxel, vinorelbine, and trastuzumab followed by surgery
and adjuvant doxorubicin plus cyclophosphamide in women with human
epidermal growth factor receptor 2-overexpressing locally advanced
breast cancer. J Clin Oncol 2007;25:1232-1238. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17296975.

709. Van Pelt AE, Mohsin S, Elledge RM, et al. Neoadjuvant trastuzumab
and docetaxel in breast cancer: preliminary results. Clin Breast Cancer
2003;4:348-353. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/14715110.

710. Boussen H, Cristofanilli M, Zaks T, et al. Phase Il study to evaluate
the efficacy and safety of neoadjuvant lapatinib plus paclitaxel in patients
with inflammatory breast cancer. Journal of Clinical Oncology
2010;28:3248-3255. Available at:
http://jco.ascopubs.org/content/28/20/3248.abstract.

711. Kell MR, Morrow M. Surgical aspects of inflammatory breast cancer.
Breast Dis 2005;22:67-73. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/16735788.

712. Stearns V, Ewing CA, Slack R, et al. Sentinel lymphadenectomy after
neoadjuvant chemotherapy for breast cancer may reliably represent the
axilla except for inflammatory breast cancer. Ann Surg Oncol 2002;9:235-
242. Available at: http://www.ncbi.nlm.nih.gov/pubmed/11923129.

713. Motwani SB, Strom EA, Schechter NR, et al. The impact of
immediate breast reconstruction on the technical delivery of
postmastectomy radiotherapy. Int J Radiat Oncol Biol Phys 2006;66:76-
82. Available at: http://www.ncbi.nlm.nih.gov/pubmed/16765534.

7 14 Btanchard DK Shetty PB;Hitsenbeck SG, Effedge

of surgery with improved survival in stage IV breast cancer patlents Ann
Surg 2008;247:732-738. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/18438108.

715. Olson JA, Morris EA, Van Zee KJ, et al. Magnetic resonance imaging
facilitates breast conservation for occult breast cancer. Ann Surg Oncol
2000;7:411-415. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/10894136.

716. Varadarajan R, Edge SB, Yu J, et al. Prognosis of occult breast
carcinoma presenting as isolated axillary nodal metastasis. Oncology
2006;71:456-459. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/17690561.

717. Schelfout K, Kersschot E, Van Goethem M, et al. Breast MR imaging
in a patient with unilateral axillary lymphadenopathy and unknown primary
malignancy. Eur Radiol 2003;13:2128-2132. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/12928964.

718. Bhatia SK, Saclarides TJ, Witt TR, et al. Hormone receptor studies in
axillary metastases from occult breast cancers. Cancer 1987;59:1170-
1172. Available at: http://www.ncbi.nlm.nih.gov/pubmed/3815292.

719. Bleicher RJ, Morrow M. MRI and breast cancer: role in detection,
diagnosis, and staging. Oncology (Williston Park) 2007;21:1521-1528,
1530; discussion 1530, 1532-1523. Available at:
http://www.ncbi.nim.nih.gov/pubmed/18077995.

720. Stomper PC, Waddell BE, Edge SB, Klippenstein DL. Breast MRI in
the Evaluation of Patients with Occult Primary Breast Carcinoma. Breast J
1999;5:230-234. Available at:
http://www.ncbi.nlm.nih.gov/pubmed/11348292.

721.-Buchanan CL, Morris EA, Dorn PL, et al. Utility of breast magnetic
resonance imaging in patients with occult primary breast cancer. Ann Surg
Oncol 2005;12:1045-1053. Available at:
http://www.ncbi.nim.nih.gov/pubmed/16244803.

MS-134

Version 7.2021 © 2021 National Comprehensive Cancer Network® (NCCN®), Al rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.




	NCCN患者指南®，网址：www.nccn.org/patients
	*Meena S. Moran,MD/Vice-Chair §
	Jame Abraham,MD ‡  †  
	Rebecca Aft,MD,PhD ¶ 
	Doreen Agnese,MD ¶ 
	Kimberly H. Allison,MD ≠
	Sarah L. Blair,MD ¶ 
	Chau Dang,MD † 
	Anthony D. Elias,MD † 
	Sharon H. Giordano,MD,MPH † 
	Lori J. Goldstein,MD ‡ 
	Sara A. Hurvitz,MD † 
	Sara H. Javid,MD ¶ 
	Jairam Krishnamurthy,MD † 
	Marilyn Leitch,MD ¶ 
	Janice Lyons,MD §
	P. Kelly Marcom,MD † 
	Ingrid A. Mayer,MD † 
	Joanne Mortimer,MD † 
	Sameer A. Patel，MD Ÿ
	Hope S. Rugo,MD † 
	Amy Sitapati,MD Þ
	Karen Lisa Smith,MD,MPH † 
	Mary Lou Smith,JD,MBA ¥
	Hatem Soliman,MD † 
	Erica M. Stringer-Reasor,MD † ‡ 
	Melinda L. Telli,MD † Þ 
	Kari B. Wisinski,MD † 
	Jessica S. Young,MD ¶ 
	NCCN乳腺癌指南7.2021版较6.2021版更新包括：
	•HR阳性、HER2阴性肿瘤，如果 1）辅助化疗后≥4个阳性淋巴结（2A类），或 2）术前治疗后残留病
	•删除脚注：
	NCCN乳腺癌指南3.2021版较2.2021版的更新包括：
	•修改分支：
	•治疗
	•添加脚注：在RS < 26的绝经前患者中，与单一内分泌治疗相比，内分泌治疗联合化疗的远处复发率较低，
	•治疗方案的修改：
	NCCN乳腺癌指南2.2021版较1.2021版更新包括：
	►预测性：是N/A等待RxPONDER研究结果
	•修改脚注：基因表达分析提供预后和治疗预测信息，补充T、N、M和生物标志物信息。分期不需要这些试验。对
	•添加脚注：具有已知或疑似乳腺癌遗传易感性的患者可能增加同侧乳腺癌复发或保乳术后的侧乳腺癌的风险。这些
	►线路移到BINV-I：当有化疗指征时，化疗后放疗很常见。（也在BINV-3中）
	•RT建议，修改语言以保持一致性。
	NCCN乳腺癌指南1.2021版较6.2020版更新包括：
	•添加脚注：无相关常规浸润的包裹性乳头状癌(EPC)分期为pTis，因为其行为与DCIS相似（根据AJ
	•删除脚注：如果淋巴结状态的确定将影响手术和/或全身治疗的选择，可以考虑在术前全身治疗之前进行前哨淋
	•修改项目符号：生物标志物检测全面的生殖系和体细胞分析，以确定其他靶向治疗的候选者，参见复发性或IV期
	•添加脚注：对于接受芳香化酶抑制剂治疗的骨质疏松风险患者（例如，年龄 > 65岁、家族史、长期使用类固
	•增加：US引导FNA或空芯针穿刺组织活检±放置银夹
	•修改第2个项目符号：对于乳腺X线检查发现DCIS伴微钙化，应通过对切缘分析和对标本进行影像学检查来证
	•修改第3个项目符号：对于浸润性乳腺癌患者，经BCS后，如果切缘在显微镜下呈局灶性阳性，在无EIC的情
	•第2个项目符号
	•移除脚注：回顾性证据表明，在HER2阳性肿瘤患者中，以蒽环类药物为基础的化疗方案可能优于以非蒽环类药
	NCCN乳腺癌指南1.2021版较6.2020版更新包括：
	►在AC给药条件下，增加：对于剂量密集：每14天为一个周期，持续4个周期
	•修改最后一个项目符号：肿瘤……最好在手术前完成标准治疗方案应该给予标准治疗方案。如果术前未完成所有预
	在辅助内分泌治疗的基础上加用辅助全身化疗
	•HR阴性/HER2阴性乳腺癌
	►叶状肿瘤，包括良性、交界性或和恶性
	•将骨扫描从2B类改为2A类。
	DCIS术后治疗监测/随访
	•病史和体格检查
	非转移(M0)浸润性乳腺癌
	cT1–3、cN0或cN +、M0乳腺癌 a,q的局部治疗：保乳手术
	腋窝淋巴结
	cT1–3、cN0或cN +、M0乳腺癌的局部治疗a,q：乳房切除术后放疗
	推荐胸壁放疗n。对于高风险患者，考虑对锁骨上区域/锁骨下区域、内乳淋巴结和任何腋窝高危区放疗 s。
	组织学HR状态HER2状态bb全身辅助治疗
	ER-阳性x,y
	和/或
	ER阴性
	和
	或
	ER阴性和PR阴性
	全身辅助治疗：激素受体阳性-HER2阳性乳腺癌d,q,y
	联合曲妥珠单抗dd,ee（2B类证据）
	辅助化疗bb,cc联合曲妥珠单抗dd
	（1类证据）和内分泌治疗z,aa,ff
	或辅助化疗bb,cc联合曲妥珠单抗dd 
	+ 帕妥珠单抗和内分泌治疗z,aa,ff 
	全身辅助治疗：HR阳性-HER2阴性d,q,y绝经后gg的pT1–3并pN0或pN + 乳腺癌
	•导管/NSTt
	全身辅助治疗：HR阳性-HER2阴性d,q,y绝经前gg的pT1–3和pN0乳腺癌患者
	全身辅助治疗：HR阳性-HER2阴性d,q,y绝经前gg的pT1–3和pN + 乳腺癌患者
	辅助化疗bb 继以内分泌治疗z,aa,kk
	全身辅助治疗：HR阴性-HER2阳性的乳腺癌d,q,y
	•导管/NSTt
	辅助化疗cc，nn联合
	曲妥珠单抗z （1类证据）
	辅助化疗cc，nn联合曲妥珠单抗z + 帕妥珠单抗
	全身辅助治疗：HR阴性-HER2阴性的乳腺癌d,q,y
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