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I Reedg 5 OHER2 <4 - HER2 22 #& + 4 'wre 4 £ T3 5
& Ei e o L BRI I’Lsiiébfﬂﬁr,sme A B9 -
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¥R (FISH) 2 £ i egsk ™ 3% fm G MEZ GIEE O EE[9, 10] -
m #73} 2 Triple Negative & F o A T AR MR E R X (& % E_estrogen
receptor, ER £ prosgesterone receptor PR)2 HER2 % &1+ ; & Triple positive B 4p
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Thteinf o R Rip s S B I RA PR RAFERIRFAT 2P
SRR AL RR L 0 1995 2 B R RSB T3 8 (NCCN)2017 # %
51[11] st e T

! NCCN categories of Evidence and Consensus

Category 1: Based upon high-level evidence, there is uniform NCCN consensus that the intervention is
appropriate

Category 2A : Based upon lower-level evidence, there is uniform NCCN consensus that the
intervention is appropriate

Category 2B: Based upon lower-level evidence, there is NCCN consensus that the intervention is
appropriate
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2. zsp- FEMEYE CHER2 B ~ T o S (E R 185 B~ 8
x ;ﬁ_ﬁ’ﬁcl 3 FH>2mm): %S et & & trastuzumab Vo (R 3

1L BB FRE S S AEEREE HER2 B~ 3 @ ) A i
| EHIFFAGER AR BT R

i drm N AR A AR T A g Rt N s tHER2 fR e iR &
VB LRk o (FHEE Y 2A %)
ii. Pertuzumab & i trastuzumab % £ & taxane (f &) ~ &
Ado-trastuzumab emtansine (T-DM1) ~ 7= g¢ Trastuzumab & & it £ /5
B2 15 8 HER2 453w ok o dof5i 3 =op Fikde ok v B B
& ECOG performance >3 : 2 4 g fmee 3 v E 0%k @4 3
TRk (FEIFEY 2A %)
R % 5 Al T K“Ef‘%‘é‘i\;—ﬁ. B fe @ gk ¢ Pertuzumab & &
trastuzumab 2 £ & taxane (7 i ) # Ado-trastuzumab emtansine
(T-DM1) ~ 7= & Trastuzumab & & it 8 /58 5 2 15 %5 HER2 3 ;55 o
dois i 3 F ki s v e B & ECOG performance >3 F % g 4%
Frwmed LB R AL X RIS c (FEEEY 2A K)

7 ESMO & HER2 5 15 s 4 22 ki o BIA %[>0 2015 11 2 2017 &
B 4 o 1945 2015 & #0342 5 WA R R 51 [12]°F 0 ESMO #-3 v TRk R

Category 3: Based upon any level of evidence, there is major NCCN disagreement that the
intervention is appropriate

2 ESMO level of evidence and grades of recommendations

Levels of evidence

I Evidence from at least one large, randomised, controlled trial of good methodological quality (low
potential for bias) or meta-analyses of well-conducted, randomised trials without heterogeneity

11 Small, randomised trials or large, randomised trials with a suspicion of bias (lower methodological
quality) or metaanalyses of such trials or of trials with demonstrated heterogeneity

111 Prospective cohort studies

IV Retrospective cohort studies or case—control studies

V Studies without the control group, case reports, experts opinions
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Binf b o ESMO 23R4 4 HER2 B & £ gp ¢ » %7 trastuzumab & & i &
Fiz o APRATH PR Y P BB ET RS- LB B 10%r 2l I AR
Bpamy E %10 & 3RS (RES & EREEA) PR R 7
# (NO)* . >1cm 2 5 4 -

i E R s aER it trastuzumab - £ > B2ZRF - B (FINHER 325%).% %
Bor ¢ % 9% fhtrastuzumab 22 i * 1 & _’rﬁtrastuzumab %R g (FHEE & s
FEREBA) BT G - BE%R(HERA #5%)% % Kor & * 2 & chtrastuzumab % %
A g iR+ 1 # chtrastuzumab o F t%ﬁ%lféfgif% FeERL L ERLIGEF o

ok s 74 2w F 4 trastuzumab # ¥ anthracyclines & 4 & ¢ * (F %
Fnlx~ZFZE 5B t¥taxane £ @ §. & 20 5 ERFFHI(FHES
Bl EHE B A)

2017 # ESMO #*4F85 # 5 J%(advanced breast cancer) iy 51[13]:& 3% » £ 4¢
HER2 51+ ~ & IR & L8P 3“&-@5 Aos R %S taxane & B HER2 &&= 5% (F
BHEB & ZRE R A); FPFICE 5 (anthracycline-based)» 234 & & & * (7
HERIBZREEA) D F L ELRES S T RFFSS HER2 fRie 5

R(AHEE5 I 5 E2HKEBA) -

HER2 i ;5 cnis 3 23k 1 B 4o™ (1T & A o~ & RE L [expert opinion]
EE o W BRI BBEREERF 2452 R)

L $ts P ik HER2 B e g 4 > 2 3k- =45 HER2 fhiv il (24

ESMO grades of recommendations

A Strong evidence for efficacy with a substantial clinical benefit, strongly recommended

B Strong or moderate evidence for efficacy but with a limited clinical benefit, generally recommended
C Insufficient evidence for efficacy or benefit does not outweigh the risk or the disadvantages (adverse
events, costs,...), optional

D Moderate evidence against the efficacy or for adverse outcomes, generally not recommended

E Strong evidence against the efficacy or for adverse outcomes, never recommended
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34 1 & %% CADTH/pCODR ~ PBAC % NICE 1%5-'}%% FHRIFREFEL 2
é;;—gﬁxt. TR OARFEHHEE Fg)%‘yfi#: J‘-lp.,F 3§ £, &% Cochrane
Library/PubMed/Embase #p i v/ﬁk » B fEL R f}%ﬁi;}i i e Um LERE
PAanAp TRk AT L F % o

(=) % £+ (CADTH)[17]

£3 2018 % 1% 10 p 2+ » & & B2 & % & &% trastuzumab (Herceptin® )£ =
AIRAN ZAPE F R HTEHRL

(=) ;& (PBAC)[18]
=i p #p 1 2015# 7% (minor submission)

PBAC F & trastuzumab (Herceptin® ) & ™ /2 544 3] &2 @ jz ' | = (> £ 5
trastuzumab ## %L 54 H| A T F AR SRR > WL EHSH KR 2 &
BT o

LRGSR SR TREL S 2P RPA R BRAR P R
e oo P3RSk ik trastuzumab A T 3 E4(600mg/5ml) £ trastuzumab # % 3 b
(8mg/Kg loading dose %g 6mg/Kg continuing dose) » ** HER2 F& 4+ ~ 7 £ jiF ~ L R
B NS R A o A R RGT RIS LT L ik B R & (pre-surgery
serum trough concentrations, Cyougn) 3 14 % F % > 73 > gL+ = > F
(pathological complete response) o @ = & >z th s @ FHBEE 2 F B~ B
FRE-IFBFEF-RTEG3EF - FHERF  WERZZLFRAEERR
ﬂﬂ“?’ﬁ.’zﬁfé?ﬁﬁﬁ 2R BRRE SE 2R AR L“éféfﬁi G~ 596 g 4 o H
® 299 25 A X F % trastuzumab 3 &4 0§ 297 = i A = trstuzumab £ T ;
Bfoop 4 LD A B3R g 8 1R kB i R £ trastuzumab 'E?’?‘\'ylﬂ‘fTE\'
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FRAHFEGEL A TR
A TFibto i 5+ 21 % %4 docetaxel 75mg/m P AFH SR FF 21 2 B3
5-FU 500mg/m? ~ epirubicin 75mg/ m? 12 % cyclophosphamide 500mg/ m*(FEC) - %

LS 4 e 10 B0 2 trastuzumab B 8L T LB 2 5 RS A IR 1L 2
T T A

# = ~HannaH 2% 2 1 & 3= g ¥%(1* £ 3+ & * ¥ per protocol population)

PK parameter Trastuzumab IV Trastuzumab SC
(n=235) (n=234)

T3 gk Ok K& (Lg/ml) 57.8 78.7

b= x’:a -'L 358 (ug/ml ; % coefficient of 51.8 (52.5%) 69.0 (55.8%)

variation)

A i T 3adcs 5 (90% CI) 1.33 (1.24, 1.44)

ClI = confidence interval; IV = intravenous; PK = pharmacokinetic; SC = subcutaneous; * #25 it
% & & =Mean observed serum Cygygn ; & i@ L 328c= Geometric mean; # fr L 3584 5 = Geometric

mean ratio

d P 7 SR EP > L T3 g trastuzumab T A 4 e S i 20 FAR L kq‘ﬁ*fl
A2 A mliggw\:: %1337 % O5% L ® 2 B M E 5 1.24 0 REIERZ
0.8 m 4+ JL},% TP Z 2k BV R(GrR Z) 0 Bke PR T s
trastuzumab I % 7 3% 3 6t

# = ~HannaH #% ¢ BIL2 2 25 g (% & 3% ¥ ¥ per protocol population)

Trastuzumab 1V Trastuzumab SC
(n =263) (n =260)
R = 2 F (%) 107 (40.7%) 118 (45.4%)
95% 13 #f W R 34.7%, 46.9% 39.2%, 51.7%
:JI%IE'—_F’%}_F i3 4.70
BERIE = >k g2 97.5%F if —4.0
TR BRMELR

RN J&= pathological complete response (pCR) ; RN J& £ £ = Difference in pCR
rates; & mIL b > F 2 97.5% 1 #f F A B 1 £ £ = Lower bound of the one-sided 97.5% ClI

for the difference in pCR rates

B REMA A EEAFEAT PHMFLL LV FRE AL 3 2
F O™t AT A S UG W b (LT Lbt 47.8% Vs, $F 9% stz 37.2%) 0 Bk 2

FGA B-AA; va

ERE R DL T LS PR ORE E 2 A YR 2 BRI S
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ME:  FE R L
B AR AR A A AT

Al> £ B 3us HannaH i85 & A3 dU AL TR BRI A gk Fahdk d oo 4 AR
B A LT R A e shd d o 2 i & At pertuzumab e @ ¥ o
0 4 T L b2 trastuzumab s 4 iE B PE R A Y 0% A2 4 i HEPE R R

ﬂ%i%%%%’WMCﬁﬁﬂ—%A@%ﬁ?%ii’%éRTﬁ%?
i A LR S PE R ]];’5 HIFTUAREL SR 3P TP RUAFRF AR
BEH 2 PP B e R RSP R LB &2 P T F R Bt 4
Aot o i A x 4&1“}*‘”?»1&}#@??'1?‘;'] TR ERB AR FLAP A G
gL HELASE Y o F etk G L e

PBAC £ f A3k

1. PBACA B2 p » e 225 » 0 HER2Z B2~ 3 8 ~ b oLty 2 #
%ﬁ%%%‘°

2. & f B R AT L trastuzumab * 3t X X 3§ trastuzumab io g 2 s A ¥ ehE
iﬁ%ﬁ*f“ﬂ%Wﬂww’Em;%&*ﬁuaﬁT@%wﬂ?%%a
A2 23 TR RFEL R dp gk TR VR N TRA L
BF L5 R EE S R ENERY AR NS L o

3. BEAREPT A T ASRAIRA 2 fBE X v EZ R 2T L | ivad
I SR uﬁz_ f%rﬁ:;}ia A ET T P T OIS G T BES AR
Hk R o

4. Hvp A RSO AEL L 0 & f L5 o~ AT IL 5 trastuzumab #-i 3 o
A - TELATRES o RN L kS LA ancF 4R g;}f@g’,@a °

5. PBAC F g & Fi; ATk 2 v R 5 FF %1 b2 trastuzumab o éﬁ“%’i; w#&

Z_ HannaH #5% . f*% A& Y W H- g T2 g5 A 0 TRA L ,@

&.ﬁ&P@&@ga%W:ﬁwlﬁ4ﬂT LA 23R - R

3RS Xk g PLE R iy o Flt R F R T - 2% PreHer & %
Ed B riREE AT L TR T T ’i‘ R SR (e P RSk
AREETEGFEF T
6. iﬁﬁﬁplﬁgiiyf%&%miiﬂ'%ﬁﬂﬂfﬁlk’ﬂTiﬁ
RS Ty

IR SEC S RSP
R L TSR s 4 F L R A
Wit 2B ER -
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7. 4 B %=kt 3 (7 Safety Net 20 Day Rule & B
(=) #R(NICE)[19]

#2013 & 3 7 3 A TRk 4% I8 4 (evidence summary)®s £ 3% + *t 2012
Eo gl R R (EMA)E D ut B % 2 HER2 15 1~ 5 ) 82 45 14 5 o

EHABT RA L R EHUE ER S LJE"P B ] 2010 # g seet ¢ A
A5 Bk L R AUR(49,961 4 5 (b 5 i 99% AR T R (m k2 5765 A ) o

RS 1 B% 4 ATH ST R 3 R LS wsp, 7 0% B2 B 3RS A K €
B ERER R LR EE A RS B E R R 55 e @ HER2
Bt Z R ik 15% o

PR R g 0 E WY i o

1. SHim

L % 3NAFIS 1R (A ) 1L B g 18

I, * %4t ~ 22 doxorubicine 2 cyclophosphamide & B4 ;5% 15 > 22 paclitaxel =
docetaxel & 5 & *

I1l. & % docetaxel 2 carboplatin 3 #2414 i o

V. >k 2% I—z—-’é e =L }j%,i‘ L Fﬂ—: A2 T L )%‘ @ [E: ﬁ_@j’ ']“_J;/‘;)%‘ TR "'&‘ﬁg_
%5 HER2 4v 55 -

2. EHMEIRK

. BRLICABO TR E - |§ # 2 HER2 +ﬂtw;;:f,¢foftrf,¢fg¢§a & 7

z anthracycline % taxane( éf/, SIE) ¥R R R MWL 2 E
AL F T R T A g AEE
II. 2 paclitaxel & & @ #* 3% X 236 % 2 #8145 % 2 4 anthracycline £ #
&I Jp A
Il £ docetaxel & & @& * »® A 4% 3 1 Fr 2 @A 125 T s *
IV. 2 Aromatase inhibitors * >t iz {8 Eja i F LML~ 2 L5 AR E

trastuzumab 2_ & 4% {254 g 4 e

YRR AR FIEF R TS 5 PBS AR SRR 1§ FA Eehp HEEers ko0 AT
di4p B e 2 e 3 (safety net threshold) o 4 & e ¥ 5p— 3R+ 5 (safety net entitlement/
concession card) » 14 9@%@”&%3 Hatpe érﬂ'}i?f 11 Safety Net 20 Day rule » # 7% 7 *
AR P 1 20 R 2R ‘xAF‘B"@"r-r‘ -7 Bb—‘r X >R R L o

> Early and metastatic HER2-positive breast cancer: subcutaneous trastuzumab (Evidence summary).
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P11 = /\ngjér\—’,‘;ﬁggﬁ "~
Fop PR AR A A

F¥taE ’i;"*‘ 73 d1enip #:(listing price £1222.200 & 8 S s RN E A R
%ﬂzmm*$1&&#%ﬂﬂﬁ%§ﬁ#%ﬂLWHmé112&%)

FRFRET R ERET RN 2 A% P (HannaH) - 4p B 5 % @ 22 5%
BE5 BT 191" 3 &F trastuzumab SR 2o & > M 2 4 AT EE %1 84 trastuzumab o
WARFRRERY AFRA BB L FRBIER 2 F R P B SR R P
B ezt VPR LR A A% 2P s BF Lt LR RS FUER S vE \c%’:l
Mo T EHN LA NI ER oA BFURT - B U Bt bAp Y
(52%) ; @B ® £ 3 A7 > B 2 ARG EINHAPM 1L p A L eI
Ba¥ 1 AFA Pl ik od $F A RET LR oo A YA T LB F
Gl ¥ RPBE AR AE Y By LT R FE Y P i KT A A D
W e

iR Tk 2 #F PR IL 5 trastuzumab 7 E ¢ ﬁfl] Q) 2%1¢ A% bt
trastuzumab % % % 2 NYHAIl I IV %z w3 (8 B % ) > >0k e » @4
A Tistie IR 2 o A #F4 NYHA &% 1l 2 w3 'I“,*_’ e 2 m A T EEER
LR G ER RS 2 b S ES R R LY ER R £ L
trastuzumab £ anthracycline & # i€ * 25 4 3.5 % 4p 01

W E EMA G PR G s iRk 0 1 &3 4 % 4 47 (per-protocol analysis)
B2 2R 2§ Blief E A 17 (intent-to treatment analysis) & & 4p 17 > T2 F] K & B 2t
T F O EMAZHRERS e P SRR UmEH A Y A 202 B
AR a FRORZ RFD THRLS AT RY AT AMERFEE L]
BB A FI A § NI T e IR S e 3 AR v B RER AR
R R AU R R S EERE S SR T
B> e v Eineand s £ T Eﬂ&-uh@ LY - e iR o FIp AKX f A
FE AR 2 0 E T L EAE o

(2 ) Ft i SMC[20]

BRI B> 2013 & 12 * B g 4~ £ T3 %t trastuzumab 3t HER2 1 488 45 |4
R B H P4 F ¥ S SMC i iE 2 trastuzumab #F% 3 s+ ) rL4 4p
e 7 & 22 Aromatase inhibitors * *tis G E AR F X MBS P AW AR S
trastuzumab z_ i # 5 o 4 SMC Hgo i il

1. #BHE%
I *EE T AR A GE - 8% 2 HER2HEE info PR3 H 7 % 4

7 anthracycline % taxane( "% P BLE) oW RE FX MBS L FEP

15/48



106CDR12063_Herceptin

E?J@i% o i:’%r‘%ﬁ%“ "

Bbie Rk E B K o VA gt AR

II. 22 paclitaxel & &5 @ * 3t A fx L E i :);%ngﬁ% M54 % ¥ ¥t anthracycline & #
& e 2 A

Il £ docetaxel & & @ * 3* A% 1 2 EH L5 K 4

IV. ¢ Aromatase inhibitors * ** R 5 {8 L f 3 X MHEME ~ ¥ Lo A<
trastuzumab 2_ & 4% {254 s 4 e

2. 534  trastuzumab * > HER2 B {22 e & & H F1 2 = 4 ¢

I % 3Nt~ U R (BB )1 B AT LR 1S

[l. £ doxorubicine 2 cyclophosphamide #f 2% /55 12 » £ paclitaxel = docetaxel
EE Y

I1Il. & & docetaxel 2 carboplatin = #f 2% 4t 5 .

IV, > ENERMEI R A2 00T Bk EH L ﬁ:FLE"« TERE) - i
%4 HER2 &%= ;55 o

ERE S S s éﬁ%} % HannaH > SMC i MR R AT S5 F R R Bk A

ﬁ*ﬁkﬁﬁ % XF RS AL T st 42% (124/294) 11 R 45571 bt e
37%(111/297) 5 @ = & F rxdp inirl—ifﬁ Mo e 03 212 B Tion FRRPFRE Y
S (geometrlc mean area under the serum-concentration time curve) % #p 02 »
ratio 1.07(90%C1 1.01 & 1.12); ¥ - Foe=k &4k 3 BpIL e 2 F 5 (F Rl
TREAFRERE MM FE)ESE LA T 52 39%(102/260) 2 & %1 bt 34%
(90/263) » & e 4p £ 5%(95%CI —3.5%c14%) - ;o 3 F BRFEFRF > 3 2D H¢ =
#c 6 FepFER o

kY b PRI i PrefHer ;2% % % o PrefHer ;2% 5 5 ¢ o Bk -4

PRt LR RFTR A *H*“”%&*Mg_w RS e N e

liefx- Wit 5% p 7 & 7 2% (viasingle-use injection)trastuzumab (&
)@ ok 2 EPER BLAEF \f*p?'fﬂ)i'r PERE 2 i f";ﬁ ABEEES e kIR 4
R T35 trastuzumab @ {8 4 FH EE IR I N ApE B R (RR F T )o IRy
oA MR AT AN AERIME 2 I8 R R AT @ (S i 4
PARLAIFTHAM TR R oA BB R T L AR AL T A e
969%(112/117) s & # 2 FaX L T bt W A.3%(5/11T7) s 4 K e BRI 6
G| A AR BRI 4 7 5 87T%(104/119)F F e A T L 0 0.2%
(11/119):1}% AF MR ERLE T 3.4% (4/119) s & 2 7 L F 4 > L%

2RIy T %ﬂ%@ ki o @ AHERA TIAMPRT AL LEES S
2o R 1EAVEEFER 284 TAMERRKRMGOB{RME 3 EIRR R o
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%%$q¢1 S

0 DAL R 0 AT L ETPE’%? ”\’i #fefitrastuzumab 2K v B4R
o WA ERE R LR B A TR ERAIEREINE AMASRFEEY B L
IR T A 2 R 4(8.1% [24/297] versus 4.4%[13/298]),1‘1 % s F 4 (1.3% [4/297]
versus 0.7% [2/298]) » #t¢F % R TiibtE ATl SR A ER I e ¥ AR LR
& & L b J5(48% versus 37%) ~ B xR (9.8% versus 4.7%) 14 2 jiEis B v R A
(3.0% versus 1.7%) -

Tesk 2 ¥ b ’fo\?ﬁ%ﬁ*‘%i KA T LR A 7 AR SH) - £ F 4 1
MY ko U] 0 F1 G HannaH RS i o~ dhup A S S IVRR A 0 @ 2t
@%wL&%4’ﬂLﬂmpuﬁ%@%ﬁL&@&{@ﬁWFaﬁowﬁ*ﬂ

BA ARSI R A E RS Bapin o Bt EMA R L ET b
%;'Fii FE IR A e

PEERARA R R A IR By £ % L (Breast Cancer Care 14 %
Breakthrough Breast Cancer) & SMC AHE LR RAAFEL D o

X
4

RFFTHEARM 2R
(1) 4&- 2
~3E 2 * v 40 F Cochrane/PubMed/Embase & + FRLE 22 & 2 350 40
T 7 PICOS s #0F iR WHOH D L A RATHEL HIEET 2 54

¥ (population) ~ i > i# (intervention ) ~ % »c ¥ & & (comparator ) ~ & »<ip]
2tk (outcome) % 7= 3 F -2 > ;2 (study design) > H & ix it F@ 4o @

Population Ao~ 1% 2t early breast cancer and metastatic breast
cancer
g ix it : postmenopausal breast cancer
Intervention Trastuzumab g T ;3 &3]3
Comparator * R
Outcome 7%
Study design RS A R ERER kS g;Je TAER SLE A

izt it 2. PICOS - i 8 Cochrane/PubMed/Embase % v gt 4L &£ > »+ 2018
# 017 10 p - 2 Tearly breast cancer | ~ " metastatic breast cancer ; ~ " trastuzumab

a- 24

subcutaneous injection | s B 4EF B T HF o HOF Kok L e o

2) HF &%
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P | A ngiér‘?r'ﬁ%“‘ "~
B ARG AR A A A TR

** PubMed ¢ &+ FRLE v b iFBE4EF i FH0F > & & early breast cancer | -
"metastatic breast cancer ; ~ " trastuzumab subcutaneous injection ;| #% & {7 7] 11
5 ‘?};Jr J - P &iEFHE P randomized controlled trial = 3 % ~ meta-analysis
% systematic review 3 1 &

*> Embase FALE ¢ ROF L ibAp e MAET L APM v gt S P62 g
- € &EHE ¢ randomized controlled trial £ 6 & o & 41412 P':"‘Q/I%F"f'
B2 0% %% 3.&5?[‘%%??—{?‘ &R ol #* &F 1 LA PICOS F
PEREFE 22 2 jp 2 PREFEREMLT L2 pRIEEH» S/
PR X

*+ Cochrane Library % ¥ 7 3 4%t rearly breast cancer |~ metastatic breast
cancer |~ trastuzumab subcutaneous injection ; 2~ Cochrane Reviews z Technology
Assessments v}g REE A 0 R3S T 4P R ?},% o REEHOF KoE R ez o R KR
ES R v[ﬁk VO RATIR ARG 0 ) AR E R Ford w2 L R
ek P AL BT RB A LM BERE £ T RAPHTTFE X 2PN
B B R AT

Tl i

AL AR

1. Patients’ preference of trastuzumab administration (Subcutaneous versus
intravenous) in HER2-positive metastatic breast cancer: Results of the randomized
MetaspHer study[21]

d Pivot % 4 2% 2017 & 63F £ 2 AR v jRo 2 AES A PRiE % MetaspHer & A
T e RS S R A L b E iR T 4T 3E% o HannaH & PrefHer ;5% © 30
P r g T3 Bt 2 trastuzumab Yo s Er & 2 b R 7 N A% E b2
trastuzumab > 14 2 $430 & B 5 A R4 AL T L

PR 2 L HERZ B~ R ES PN RT =3 % - R FEEFRL
f trastuzumab & # @ * 2 EFEHF B(S W EN )4V F L
= 4 (>18 g 11 + )~ ECOG performance 0-1~ 4 » 382k 3 B ! i Hiehz g

¢ 1 Z (left ventricular ejection fraction, LVEF) « »* 50% ~ &/ & 5 f,% I
T 3F LT REE M R RS -

’

T A REER A R LD v S 3 3k P2 fL T L 5t trastuzumab ¥ %4 3
WH 2 FRS SOER R A F YT ERBEF L 2R A AR
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PR 4P ﬁ%ﬂw
FRPHEFRERLAM 2 TAH

Bod 2o gL ARKRAR 7 1I8FEHI 1E 5667 &
s % o

1RSSR A fg’aiﬁ» » 11 Patient Preference Questionnaire (PPQ) % % 3
N s Tﬁ B 4 B &% A D & (healthcare professional
[HCP] satisfaction) ~ }_ rikt? it < 4 B] 2 National Cancer Institute-Common
Terminology Criteria for Adverse Events (NCI-CTCAE) version 4.0 3= ~ 2 &
& 14 Quality of Life Questionnaire Core30 (QLQ C30) questionnaire 3%z °

Lo 113 o 4 o B0 RBSRE AR R0 02 g A (B 47 p A
AT LSS R D L s > F 4D A R EI S T LTI ) o
# g E &4 5 59 i (135-85 f) ~ 84.1%(95/113) 5 4+ & ECOG performance 0
A~ 48.7%(55/113) - Bip TR ZETE B PR ¢ CAZENES SR
e % - H trastuzumab R PFRF S 5.3 & o & R4 5 4 (63.4% 0 T1/112) A&
EXiEY - MICFK L A trastuzumab FEF R 2 F R o

ERBSRE AR 2 kAP G T9 s A AR Y LT i1 54(85.9% ;
95%Cl 78.8 to 96.8 : p<0.001) » @ 13 i:up X Bl 4 i€ * A PRIL SIS
(14.1%; 95%C1 7.0t0 21.3) - & £ F 4 + f % & & 5 63.6% (n=56/88 ; 95%Cl
536 t0 73.7) ; QLQ ' % = & ** A AHPFRF ~3F P M2 6P Y AF R
AR oa R e EAHFERFLIOFDP LT HlER KL AT 3
TR AR F G A Hcs 833867100 2% 100 X MR 0 AR
RGRERPE A T LS T3 i 4 (67.6%) 11 & F %L E 49 i 4 (44.1%)
AT - B A AR o 2P LT 67 2(6.5%) 0 %1 6t 4 1(3.6%) &
grade3 %2 % 2 &5 i o

PRk G R A Rk AR o - 11} o AL R 4 Pl B R
oo iR A 00 LT LA S 2 ki B AR LAY AR

BALIBEETL A B RAFRAT mfﬂ SR - EAR KRG VHR
ﬁﬁ% PA R bk trastuzumab G 150 P RTIC L B A RS e 1P Y T

b;’;; g_ﬁ—ti - &1 ¥ trastuzumab & © pE g H ml”%“ -
taxane > ¥ + % #cr i P F 5 (63.4%) o

2. Preference for subcutaneous or intravenous administration of trastuzumab in
patients with HER2-positive early breast cancer (PrefHer): an open-label
randomised study[22]
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d Pivot % £ 3% 2013 & #7384 2 vzgk A O R E L i Y
ERARABRRFRH AL ELL 2 B o FHRKT LA Ao X4
» 248 i Aol ke R - X re* * E ¥ p 7 A T /A% (via single-use injection
device) trastuzumab > @ ¥ 1 & R[4 i@ 52+ 35 3% & F (hand-held syringe) s 4

T o A AR A R 4 3 h Ll T L B trastuzumab @ {8 4 F 4 i
B st(n=124) » A ApF EA(N=124) (R L) o ARG 0 H AT 8
FREATIHAFESRIME 2 I8 FH ISR B L BSR R S
AT st e 117 B A fe ARt e 119 g A

PoriEit s HERZ B~ e R RS DR B RS ﬁ‘f*ﬂf I
CREE L *Mﬁ’;‘*#ﬁﬁ%? Bk TR E AL R ) Ry
1 ] trastuzumab 5 + 2. ECOG performance 0-1- = -« % & 21 5 (left ventricular
ejection fraction, LVEF)«’ >+ 55% © g A ¥ Y H AW A £ X i trastuzumab 7y
K (de novo) & ¢ # % iF trastuzumab e v F L A == 18 FH ISR (L
£) e

B AR RREA AN TR A R AR L T
men 9B%(L12/117)chp 4 K 455 4 T LB o W 4.3%(5/L17) e 4 K 2
%Rﬂ%°miﬁ;%“ﬁ%m%&ﬂ$W%&Wﬂ%%i%%iTi%’

¥ 9.2% (LU/L10) % & % 4% 7% 164 » ¥ 3.4% (4/119)cr5 & 4 72 2§t 4¥ -
rﬂ A 'Fi 3] 216 = A dF < L T3 54(91.5% ; 95%CI 87.2t0 94.7 ;
p<0.001) - 16 Tifffﬁ Ty 4% % 7% /1 54(6.8% 5 95%C13.9t010.8) > @ T 4 i U
A e il G i (L.7% ; 95%Cl10.51t0 4.3) © fﬁifﬂii RAF B LT
‘Jiﬁ'fj'-‘ffii A 58% (141/242)m ##% /iﬁﬂ'-‘f}% A 44%(105/241) ; # ¢ % 2 grade 3
FAF LA T AT 2 (3%) 2 & %1 55 2 (2%) o ¥ L grade 3 7 2 F
B bimp o Hi e 4K BB 5 M &R (4% vs. 15%) ~ i35t F (8% vs.
0) ~ £ 4 (5%vs. 3%) ~ &< (6% vs. 2%) 12 & % £ (3% Vs. 3%) o = HAn B 4 2
F s % (3% vs. 1%) ©

it

Bt W 4B LT L B AR RIS R B AR e o A
FRATASMPRT AL LR A AR B LT EGER 52 LT
L BEAR ¥R (U R LR R EFIRE A o

3. Patients’ preferences for subcutaneous trastuzumab versus conventional
intravenous infusion for the adjuvant treatment of HERZ2-positive early breast
cancer: final analysis of 488 patients in the international, randomized, two-cohort
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PrefHer study[23]

d Pivot # 4 3% 2014 & 74 & 2 5 4 %
EAREZAT, R o IR R 8 < leE 4 R
AR X BRI BRI sA A (%

A —~

s
N - @:\&
L i'fn"

N

A FREAS TP R R BT ERA IR E 415 g 4
(88.9% ; 95%CI 85.7-91.6 ; p<0.0001) i 4 i * A T it stis » @ 45 (s 4
(9.6% : 95%CI 7-13) 45 i¢ * #F 5% 6f o 1T T iym A BIR T R4 B4
(15% ; 95%CI 1-3) « & ¥ ¥ * R & &+ o L T 2 5 77%(95%Cl
71.1-82.2)4p #i 3t 7% 73 5 3.0% (95%CI1 1.0-6.0) c S F J& > 7T > X o
K {6 A1 trastuzumab FER L ) 0 3% 1 e s 0%Ap R R 2 2 3.4% -

FRPER LY UTRA FLAFLF LF b5 4TI 61% (202/479)4p $1
- #$9% 73 S+2_ 51.3% (245/478) » p<0.05 -

gt

MR SRR R A AR LT e A B 2 L A B RS R AP
o T AFIRATE LFEF A o

T e & > (AP B

4. Efficacy and safety of subcutaneous trastuzumab and intravenous trastuzumab as
part of adjuvant therapy for HER2-positive early breast cancer: Final analysis of
the randomised, two-cohort PrefHer study[24]

d Pivot & 4 3t 2017 # #7% % B > PrefHer %55 2R PRI % Mz G HIE
LR ;};5 AR GEIR e b bR Al 0 AR AR B ;};5 A L;i‘zgj%,\

trastuzumab 75 F 0 A R R % 1 B4R #F% 4 trastuzumab > @ % 2 e
£ 4 T i1 8F trastuzumab ,E_ J* * 18 W hin R Ao H ¢ ‘aﬁ 1 &% 43
PHAEIRLATIN A% 280 10 Bp A IR ERLE B

%%%&.yim3&\;%){ﬁ* Mo

+ 488 1*’}135 AN A R H Y 483 z*’]lia AR TR ES T XM &
467 i 4 o~ & Eﬁfl/w\ 17 %2 o A # % i trastuzumab ;5B % (de novo) it 20.3%
(98/483) @ L =0 %X i trastuzumab ;5% (non- de novo) it 79.7%(385/483) -
6 409 s 4 2 ¥ 3
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#£ 7778 & (event-free survival, EFS): ¢ i=#cif Bt 36.1 B * (0 to 45.9)
5 RBieRk A ez 3 & EFS i 90.6%(95%CI 87.410 92.9) » & 1 it 5
89.9%(95% C1 84.9t093.3) » % 2 ‘=:f 5] 91.1%(95% CI 86.6 to 94.2) -

XM o ANA AR B XF L EHE s 45 o 4 (9.3%)1E
i grade 3 # 52 7 A F R F fi ot U R BT 483 i 4 ¢ & 19 2(3.9%)
AR FeE 7 UF B(SAES) e fe B¢ W1 A F iRk R AR M > AR
B Gk 2IFPRE T AF B EA AR 7 UF BERY LR R
i 4.3%(21/483) » o kg o RIGF 1 & 29% (7/244) 0 5 2 &
5.9%(14/239) ; A £ 8 izm A= > H 1E2a $ 286 2IMFR
&R G S M IR R s 1 483 fps 4 ¢ & 40 fps 4 (8.3%)H 4R
49583 AFE > L TR L 2o H R 211 2k L 0 23%) S HT
oA LAY) s St S (7 s A 0 LAY) S b s R B g 4 0 1%)
s e R (3 g 4 0 0.6%) 11 2 o 3 P hER(2 gk 4 0 0.4%) 0 2 gp 4 IR
Bl b s R B o

.
,J~ %

4iF

Bz & ATESR R RT 0 B A Wi LT L E(89%) 0 @ g ¥ AR
Hpde » BN E S AP MR T X 2T QR P L TR Y
WL A R H U AR e HE X 2P R G
HEREERN O T RFPRATA LFEE .

5. Switching between intravenous and subcutaneous trastuzumab: Safety results
from the PrefHer trial[25]

d Gligorov & 4 »t 2017 # #74f & 2 PrefHer ;2% i % 2 1 s % > 5
AR RFRIFEEFRIE c BRE A F RN AR A FR AR
Tk AR BT 0 PR RSE 2RSSR - AR 18 WK
ot A A AT B TR AP 2 o A BB AR
oo A 4T iE trastuzumab Jo g B0 B R A T LB AR S R (S 1
2) 194/243 (79.8%) » 4% 45 5% 1 8415 4L T 1 54(% 2 o) 191/240(79.6%)
EHEZ AR SFEATE 2R TN R R R L eF A7 LE B
Bl AT kR 65.4% (159/243)4p i 3 4% 3 S pE 8 2. 48.7%(116/238) ;
% 1 w2 >grade3 % L F &5 A T LspEH 4.5% (11/243) o 4% 3 b pE P
2.9% (7/238) ; # “,ﬁi_bi’ AR AR LR RS 0 R T LSPES G L F R A
59.7% (145/243) 12 % 2 9% ;1 bypEdp 2. 2 2 F R 5 47.9% (114/238) - % 2 w2
O B PE Y P 2 F b 5 53.8%(129/240) 0 A T i st L
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56.4%(133/236) - = >grade 3 2z

(5/236) » A T i
BROL s RE 2
47.0%(111/236)
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KRk
LR A LR BRE 2R

52.5%(126/240) -
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LB LF S 2.1%

ST 5 3.8% (9/240) ; # “,*T—'fi’iik'fq‘/%@#a M7 LE RS #
TOA s Y G
T ABIITLE o

% i trastuzumab(non-de novo) 14 3 X & X i

trastuzumab(de novo)* %+ 5 4 T L F TR 0 P R AN RE 0 ALY £

- PFEH SRS A2 UF B AR ) (AR ow AToR) o
2w~ X OEF AL AT 4
SC/IV IV/SC
uE R 1-4:x#:SC | 5-8:F#: IV |1-4F IV | 5-8it#:SC
N =243 N =238 N =240 N =236
n (%) n (%) n (%) n (%)
BL 2 B R
W j OF 145(59.7) 114 (47.9) 126 (52.5) | 111 (47.0)
>grade3 # 2 F Ji | 11 (4.5) 7(2.9) 9 (3.8) 5(2.1)
BE7 2R B 3(1.2) 2 (0.8) 2 (0.8) 1(0.4)
De novo ;o SC/IV IV/SC
1-4 i3 :SC | 5-8#: IV | 1431V |5-8ik#:SC
N =49 N =47 N =49 N =48
n (%) n (%) n (%) n (%)
=L A 'é’Tﬁ%#B
" j CE 21 (42.9) 14 (29.8) 17 (34.7) 16 (33.3)
>grade3 #* 2 F & | 1(2.0) 1(2.1) 1(2.0) 1(2.1)
BREF LFE B 0 1(2.1) 0 0
Non-de novo 7y SC/v IV/ISC
1-4 %3 :SC | 5-8#p: IV | 141V |5-8ik#:SC
N =194 N =191 N =194 N =188
n (%) n (%) n (%) n (%)
e 2 B R
" %T y 124 (63.9) 100 (52.4) 109 (57.1) | 95(50.5)
>grade3 % 2 F Jiz | 10 (5.2) 6 (3.1) 8 (4.2) 4(2.1)
BEF LE R 3(1.5) 1(0.5) 2 (1.0) 1(0.5)
SC=A T bt ; IV=457% /1 6t

gt
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AR A BERERY o
BRALHGEG AF2 A R T

F }]?34iq-‘;:7'37f§3§' |2 trastuzumab > 5 A T H - AR R L 7
AE RV HEBNE S RADT o TR R AFE RE RS I RE
BAEL RPN Lo ST AR B A Bl A
1+ AT 0 B 4 BT 4% trastuzumab Jaf 0 ¥4 3t grade 3 4 LR
B B LR ot bt p A R IR IA TR R - R T 2 R
R

~=h

B HannaH &5 4p B ~ /’%1 R LA RMHCERT ~ &7 977) o

# 7 ~ HannaH &/ i85k 2 % 3-8 i A ENCAR 28
R R LR B kiR
= oY
ek R S PRRRE | e
N Ty ,
L yas | P4
4 L1 EE 5 CT
..mﬁz ‘lif F’f—"' S }/% )%( /»]’{ ‘P‘
Werling t F 2 %4
Trastuzumab (8 mg/Kg loading dose,
then 6mg/Kg maintenance dose)# *% 51 (>18
L der EEHICELE 4kl ) ’ e
% = docetaxel 75 mg/m? %ﬁi 4 ) e ) mf;wm \
# o~ 299 |HER2 [%5 % ~
’ fluorouracil 500 mg/m? epirubicin 75 N .
T mg/m?, 12 % cyclophosphamide 500 ’#‘%f% e
” mg/m?, & 3 % i) 0 b o DR
Ismael |7 Ay 4R trastuzumab T % = 1 (stage;! -
2012 B 596 |# e (T HAIV B) - IIIE:) ‘ ﬁfgg( A FP
[26] | @ - Wik L5z a g Tk 5 5
T H l Trastuzumab 600mg (fixed dose) & >1C“r£ Jf; ;E—“
R TOLEFE BB (438 s
Gl docetaxel 75 mg/m? % 4%+ 4 ¥ ch >2c1m\] Z{E?OG
fluorouracil 500 mg/m2 epirubicin 75 297 oL L
mg/m2 12 %2 cyclophosphamide 500 i55%ﬁ
mg/m3 & 3 ¥ % 47) B o p 4 -
w4 trastuzumab 3 % 2 1 &
A2 ( T AL SC &) o
5 = Pl ERCERET 19780 |
TN (1.0-31.3 % 7))
T
A
Jackisch S
S -
Z[g%jr’ s o9 koo P i BEBERY 5 204 B0 297 " :
B (0.3-31.9 ¥ )
e
Ee
B
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MBI FEE b
TR PR LA AT A

JT o A A e B A K i
y N FRie
e 3% ey AR SR Bl 4
B po| *0 |

RS SR 0 .o
uﬁ, 1%% ‘v }%‘ )ﬁf/’i{}?‘

183/268
(69 3%

5 = koo ¥ Rl PR 40.6 0 13
TN (1.0-51.0 ) ¢ 8 ERA (1016 4

KE b >98% > ¥ @it AT R A G 99% - | T

. e A

2 ,
I % 16 B

Jackisch | 7%~ | £~
?g;? il 192/265 ' '
B~ (62 3%
| By A y

B 3z fe b oo ¥ i BEPFR 403 B 2 519
Ee (0.3-50.7 B » ) > ¥ R AR A (111

ok >08% > ¢ it A E R AE L 99% o | TR

e A

ERIE

% 2 ~ HannaH 7= 1 % % 2c 2 " |RF A

ﬁ"fqz o R ) e SR N = & pr i e *AFEZ
& (95% CI) (95% CI) oA x
wEE L R BRR IV SRR - S MU I \V/
@ 51.8ug/mi(% 2 & #ic i 93.9% (280/298)vs. SC =
52.5%) vs. SC o m 1 a oL B e a . 197.3% (289/297) ; H ¢ i@ 4F
0h) o & = :K“g#ﬂﬁ_‘”“@ﬁ% ’3‘%@‘”" _ 2 ol
69.0ug/ml(55.8%) - A i S F Rl IV grade3-5 % L H 5 IV

T yogean % 1.33

.. |3 52%(155/298)vs. SC ‘e
34.29(90/263) vs. SC i
Ismael | 90051 1.24- 1.44) - 1y [2327O0263) vS.SC 2 1) o0 07y ~ it 47 e
2012 | V'139.206(102/260) ~ ¥ i # I,
e 40.7%(107/263) 11 | TR A e b % 12.4%
2611 e w1 F RV 81 37/208) vs
o ¥ (3-25)vs. SC /= 6 ¥ '

45.4%(118/260) £ 11 20.9%(62/297) ~ @ F|F % F

21 % > F B(pCR): 5 |2 20 BB R = <1% (1/298) vs,
WL S 4T% 1% (3/297) -
(95%C1 4.0 1 134) - ¥ K b5 5 (62.8%
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PABE A LAY O
FRAHFEGEL A TR
NN Tt S L Jiil AT
i (95% CI) (95% CI) w A K
R vs. 62.6%) ~ & (48.7%
7+ trastuzumab £ T 1 vs. 48.5%) ~ v; ¢oMe moaf
I PR R LPEN o T (46.3% vs. 44.1%) ’?i ]
| o 36.6% vs. 33.7%) ~ Z
(25.2% vs. 24.6%) 12 % g 2
(26.5% vs. 22.6%) -
AL LR Bt b
B kg IV 2 14.1%
(42/298 ; 95%Cl 10.4-18.63)
vs. SC & 21.5% (61/297 ;
95%Cl 17.0-26.7) % % % 7%
. . A TiiseE A T AR
> ng/\ FIpRL 2 2 ,’;ﬂjr"g%".‘%;’ﬂ{;ig-]-ﬁgoﬁlﬁﬂ
Jackisch |F & A& T2 2F & WA A AT H 0 p L IV e
2015 12« 20 IV 22 (50.3 fe 04.6% (282/298) vs. SC
[27]  |49.6 pg/ml)s% i+t SC o o a
©(75.1 4c 67.4 pg/ml)e 97.6%(290/297) ~ 5 * & 2
FaF RERS: LIV e
<1% (1/298) vs. SC =.<1%
(L/297) ~ 5+ F13 5
R AR BV 2 2.7%
(8/298) vs. SC ‘& 5.7%
(17/297) -
[ERE=N/ 1 1 L A I 3
¥ 2 3EFERS)S SC
i T6%¥ R IV &
73%(HR 0.95 ; 95%Cl
0.69-1.3) » =x *=#H A~ 17 ,ezg
ﬁl}b‘:g_%lé\[’-}‘]_&ggi ]~4- J’_,«— Fl/ ’\‘*K/\“-‘—
P <65z gm A | B Tt SC e 5 297 i
g SC s IV e S HR( 4 5 IV 25 208 (o 4 ot
% 0.94 (95% ClI TS LRTEE o M S
_ 0.67-1.31); @ >65 & 1 ¥ ] & SC ‘2 2.4% (7/297)vs.
Jag(')‘g:h Bk s it HR 3 [IV i 2.3% (7/298) ~ 7 4 i
(28] 1.03 (95%Cl 0.39-2.72) - [4F>1 B 7 2 F J&

VX EHEL TR T
ER(estrogen receptor)
M Ap Y ER A3 3 B
it eS8 r >  ER
MiE Pl g h EFS @ SC

w 79% Fr 73%% P8 IV
8 76%Fr 71% o 3 # 2 fF
3 EF0S)5 SC e
92%uvs. IV ‘& 90% (HR

0.76 ; 95%CIl 0.44-1.32)

(grade3-5)+- ] 5 SC & 0.7%
(2/297)vs. 1.0% (3/298) ~
Bt ? aF RERS 'wJ
SC % 0.3% (1/297)vs. IV &
0.7% (2/298) -
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%%ﬁﬁilﬁé%wgﬂ

ITT(Z 8o & ﬁ.@):@ % SC 2 294 vs. IV & 297 EPP(# £ +- % %) + 5 SC 2 260 vs. IV
2263~ % 2 23ERE g 4 5 SC 297 vs. IV iz 298 -

VR TR LR

ERF LG TR G ARBIU oSS B R AEL T A
PORIVURT LR R T3 RARYNE Lz L%
EYERY N § VR

(1) Safety and tolerability of subcutaneous trastuzumab for the adjuvant treatment of
human epidermal growth factor receptor 2-positive early breast cancer: SafeHer
phase III study’s primary analysis of 2573 patients[29] :

e [ﬁ%vi Gligorov % « % 2017 & #7% £ VR AR A 2l EREX- R
* R p 7 & T 3 (viasingle-use injection)(N=1867)12 % ¥ 1 e R|HE X @

vo+ 3% 38 4 F (hand-held syringe) s & T 73 84 (N= 710) it v & HER2 Bt~
ECOG performance 0-1 ~ = & Z &30 F>55%2% A 5% iF HER2 = 5% -
Ficde= 18 ik o

AN 2577 e h 0 A RGERpE LAY Bk 2 Al g EHT #
BERHT % RHE 25T 5 4 A4 0 £ § 2282 s 4 (8BT%)H A 4 2
Fle @3 ® 128 fogm 4 (5%)F17 XK fem ¢ i isg 5 596 s 4 (23.2%)
#2>grade3 7 LF 10 % 326 i A (L27%)F 2 BRED LR R

S L TSR A A T A S trastuzumab raE 2 2 & 2 S AT 3 3R PRE B
trastuzumab #p v o

(2) Phase 11l SafeHer study subgroup analyses: Safety and tolerability of
subcutaneous trastuzumab for HER2 positive early breast cancer in patient with
lower body weight and in Asian patients[30] :

% ESMO Asia 2015 Congress w %\,é% fe 4k 2 b it SafeHer 385k 2. =t %%
VAR IR S R é—*‘“ - 17 ,w;ﬁi&£ﬁi<45 » 93 IVI’%AW'
£ A2 53 27 0 2 169 s £ <59 2 T o Ap TR ¢ :Fi B A g 2
LA A 2 R UF fex AF T H M H L o

Frhewm B3 AT AR XA HMBERAFL{FL 22 AN
FFB"?}E°
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(3) Adjuvaint subcutaneous trastuzumab for HER2-positive early breast cancer:
Phase 111 SafeHer study subgroup analysis of body weight, active medical
conditions, safety and tolerability[31] :

¢t % European Society for Medical Oncology 2016 Congress # # % % > » f_12
SafeHer ch= %35 4 47 R BT o p 4 TEHE L 67 2 T P e A
FEI QXD KRN ET AP ERC LT PET L BEA Vo2
AP $ 3T trastuzumab & & i }%;ﬁ, A ¥ A% trastuzumab s 1 :)gfi;;’;«, L
FA2ZT AR R T B RTAL 27 LR BARM o Y SW
% LT X 2P AR H s 32T trastuzumab k5 % 4p i o

ol RIGER B
(=) Whprafre s 2t

1. 2% F 22X 2P HMIRe %R 5 -5 WL -BR P
223k 3% (HannaH Study) » ¢ Ismael % £ > 2012 & #78 £ 2.~ }I% °
Lo~ 596 g 4 o KA S 1 F =3k ¥%S Trastuzumab (8 mg/Kg
loading dose, then 6mg/Kg maintenance dose)## #% ;i &+ & & i & 5% (4
i¥ ¥ docetaxel 75 mg/m* ?ﬁ#&iﬁ 4 3 ¥ & fluorouracil 500 mg/m
2 epirubicin 75 mg/m?, 12 %2 cyclophosphamide 500 mg/m? » & 3 % 5 4=
2B IsR) 0 BT 0 o X W AR trastuzumab § = & 1 & ey
(T ANV &) HEE = %S Trastuzumab 600mg (fixed dose)
RTasEsH 858 (4 % docetaxel 75 mg/mzi"fa*i-‘z?‘{ 4 F
fluorouracil 500 mg/m?,epirubicin 75 mg/m#, 12 % cyclophosphamide 500
mgim?, & 3 % eir2 e liing) BN B P EFRR
trastuzumab I % = 1 & e A2(01 T {4 SC ) o B % BT ¢
A Bk R IV &= 518ug/ml( % B % #Kk 525%) vs. SC =
69.0ug/mI(55.8%) ; A fr T ¥ofc i % 1.33 (90%CI 1.24 % 1.44) - IV ‘e ¢
40.7%(107/263) 1 % sc f 9 45.49%(118/260)i Pl H L+ % 2 F
(PCR): & =R £ & 5 4.7% (95%CI —4.0 & 13.4) - & = =i f ki %
kg5t trastuzumab A T3 EEE T 2 Y ”‘“%ﬁ’”‘\ﬂ RS R e
SH O RBER 3& F o e ‘. 34.29%(90/263) vs. SC =
39.29%(102/260) ~ ¥ i #cinH T £ @ﬂfﬁ'ﬁ DIV 26 (3 2 25)vs. SC
6ir(2 5 28) AR F 2 F B B ¢ IV 2 93.9% (280/298)vs. SC i
97.3% (289/297) ; :ti. ¢ i 4F grade3-5 F L R B 5 IV &
529%(155/298)vs. SC ‘= 51.9% (154/297) ~ :d 3R B &€ 7 2 F B\ &) 3
12.4% (37/298) vs. 20.9%(62/297) ~ @ FF AR = <1% (1/298)

|

s
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vs. 1% (3/297) % L % 2 F Ji 5 727 (62.8% vs. 62.6%)~ & (48.7% vs.
48.5%) ~ V-%’ P o IR T (46.3% vs. 44.1%) ~ FRIE 36.6% vs. 33.7%) ~
Z 4 (25.2% vs. 24.6%) 11 2 % & (26.5% vs. 22.6%) © (T H L s A T IL
FIAPSR % 2R LA

2. HannaH 3#5%>t 2015 # 2 2 2016 # 3% £ H e 7% % > Bor 1 ¢ =
e o Gk BRAR R AEIIHEY R 2 F BE AL R 2F B2
i A3 IV 2(50.3 4 49.6 pg/ml)ws 43+ SC 2(75.1 = 67.4 pg/ml) - &
Tk g R 3 & & F 3% F(EFS) 5 SC &2 76% 4 & IV & 73%(HR
0.95; 95%C1 0.69-1.3) » =x *2 ¥ » 7877 M S &% T A FlE # X 5> <65
pazogs A ¥ @ SC g IV s HR 5 0.94 (95% CI 0.67-1.31) ;
>65 eyt om A A ik iz, HR G 1.03 (95%C1 0.39-2.72) » % 2 143= 1
xR AR Fpt SC e G 297 ym A o IV G 208 o 4o i
Bidp il 3E>1 2 L F 200 5 5 SC e 2.4% (7/297)vs. IV 2 2.3% (7/298) -
o 4 3R] € 7 25 Ji(grade3-5)rt ) 5 SC & 0.7% (2/297)vs. 1.0%
(3/298)~ FljcE * 2 F i< 1t ] SC 20.3% (1/297)vs. IV 2.0.7%
(2/298) -

3. AIWE TR AHIIHBILERZAPMBER T 5 FOGKRE%
¥ 4% PrefHer v 2 MetaspHer :#5% 55 % > 3 (@5 55 % & BT p A 30 H
g ST L TS G RE B IR LS 0 o A K R R
LR oY TRBEFR AR 2 FRELA A B RAT
ATIHESRERS " HALALVRESALE FLIVEEFRE % 2
B A TOLAAR TS R F LR R AR A o

(5) 3 & FRf s a2

1. 4 £*x(CADTH): £ 3 2018 # 1 * 10 p 1/t » AHAELZ AZERR T
1o F R PR

2. 2 (PBAC):PBAC >+ 2015 & 7 * I & 4 » » % & ¥ trastuzumab & =
A A $%&P?%%@%wgﬁk,%ﬁiﬂ\v%%ﬂiﬁ%
R

3. #R(NICE) : & B> 2013 # 3 *» % £ 9 % 32 (evidence summary):®
w3 HER2 M~ S HEEHB LI B2 5k o

4. FEW(ESMC) @ grfapF> 2013 & 12 7 B & 5 » £ T i trastuzumab
HER2ZB MEHS L Z2 Z g 2 ‘i’# ¢ * &2 L3 SMC i i 2. #
"% 3 Ef trastuzumab T4 4p Fe ¢ A sw 22 Aromatase inhibitors #* 3t & 512
LR F MBI T A AL trastuzumab 2 # £ TEF B R 4 e

(2) FA
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AR A E TR

(- )ERF RN AP i GAEF Y

EHF T AEH ARG A SRR AR 2 F PR

*4F4 2 & %% CADTH/pCODR-PBAC % NICE 2 %5«'}%7}&:5:%‘1‘-% KB E

AERELTHRT R LR F AP TR R RS
CRD/INAHTA/Cochrane/PubMed/Embase LS SRRE Bij#l & FRf i
$L$H§ﬁapﬁﬁiﬁﬁpié%o

&K ik wEp Y

CADTH/pCODR 322017 & 127 25 p b H TR e

(be £ +)

PBAC () w2015 E 7 4 - APMIE R AR o

NICE (¥ &) 2013 & 3 " 24 - DAPMATET EREERL

(ESNM13) -

R Fh = | SMC(gtefr) >t 2014 & 10 =4 — i 4p B 3 #1305
R LR
T+ 'F?‘f" CRD/INAHTA/Cochrane/PubMed/Embase =33 4 °
SR TR

q_/rlFI‘lpﬁﬁmZEvi#EFﬁg'%%l“i:%; /)57%3"’}"?){)?6%0

CRD % Centre for Reviews and Dissemination, University of York, England g

INAHTA % International Network of Agencies for Health Technology Assessment £

1. CADTH/pCODR (+4r £ + )

2017 # 127 25 p b > A REAFAMOF R PP
2. PBAC (;&#)

PBAC) *>+ 2015 # 7 * =

4 7

R EwEL G L B ¢ (Pharmaceutical Benefits Advisory Committee
>

48 £ [18] » I & Jc{t trastuzumab SC A& T i if

=
P~
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# % 5 HER2 -5 B 1% ~ A NP PR icE S (FeP) JL,‘%]}%& .

PBAC /i R 7|i¥ % e X = & &~ 47 (cost-minimisation analysis, CMA ) * >

PSR AR EY > A B e soi|§ (equi-effective dose) A 3T

E trastuzumab SC & 72 5+# 600 ¥ 5o (H =% £, fixed dose )> trastuzumab \Y
Fogor sHA 450 ® 5o (R HE €35 &£, weight based dose ) -

PBAC [ &, trastuzumab SC #% & — 38 & = if ek B3 » A m & HannaH
PR om A X H - HEREOFR > VR BRFRRG & o0kt 5 - A
Fown R ART O BRI L A LA P ow RSk TR YR A 4R A0 BE R f»é* Ea

PBAC % & 1&;“ trastuzumab SC 5 » $cfipa 3 > B L PfF R T L B R AT
fedt trastuzumab IV pFipit @ p4a3 9.5 0 i@ PBAC &- H2ZREERI* £ 0 5
trastuzumab SC (5 i * € B EFFEH Y & 0 BFLHE K o

3. NICE (# &)

® R R raE R TRGE S 4287 7 2 (National Institute for Health and Care
Excellence, NICE) *+ 2013 & 3 * 22 2 37&F HHE LR L[19] HF A RT
it SR ens A PF S ¥t trastuzumab IV @ F £ iR 0 FLR A WME R B
POAORAE o FIAE R AR AR TR AR F TR 0 w AL o

4. ‘F!]b _ng%t%iﬁ:’f—; E'&_{q
(1) SMC (@t )

YW E S £ R ¢ (The Scottish Medicines Consortium , SMC ) #+ 2014 # 1
42 3R 4R4[20] 0 R trastuzumab SC A T X SEE| G B B F &4 s iE
70 RVt PR trastuzumab IV #2 7% b1+ 2t 3 R R A B PRIEFREE B % SL(NHS
Scotland ) -

BB ¥ - B i & & 45 (cost-minimisation analysis, CMA ) » it #&
trastuzumab SC A T /L &8 fr trastuzumab IV # 7% /1 &%) * > HER2 & (2% #p 54
& (EBC) fr#g# 'ri “ (MBC) 5 4 o A IRei@R BT 5 U7 Hp 4 4
trastuzumab SC 3 »x 7 % *% trastuzumab IV > F]pE B 7 6 % B i A 2 470 U ER
R NHS Zi=R e %R PR 5 - & 0 5 0 RP EF 8RS IER IR
FERFTE R PRGN EHS I Rm 4 o PRSI E B RS F iy
FA o NI A AR Y o trastuzumab IV B E ARG A ME R o @

trastuzumab SC p| & F 2 &% & » ¥ H s ?h?ﬁ-‘i,%? XA EFEEEPRIED A E JL4f o
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gﬁjﬁﬁﬁ%%@%’{ﬂgﬁiﬁgﬁﬁi’iw$@@4ﬁ£%ﬁ—

Eipf o & OAK E-E % 345433 EH > WA LI R A F A F E &Y 3,162.67
EH S FETEF[ YA SDPNREIEBLEN R A FAEE LN
1,441.75 #4532 1,239.53 # 4% o

AR R AR B ERILE Y Hm A LA TR BALE Y A 0 d A
S AT T trastuzumab IV g 4 26%F B AR B - TANR B ALY
B8 0 AL T0%5 54 B ¢ 3k trastuzumab IV B Hgs * ~ 62%4E 45 25 e
A $% trastuzumab IV B 55 * 8 0 B % (2 B o1 trastuzumab SC £ i 4 m?ﬁ}%a\
Ao HAMETL > RERATEEET TR AOMELETZ 2T 17 R E
B0 GRS AEF R A A DS A H D F R A

LR EmEMPRIZEFRN T B P I AP RR T 5 P
T A 2 FRETH BA R g5 @B B A AR iR trastuzumab SC £

) =g 4L
2 * e /kj rrl‘.:g% o

5. R FRALAM  ft

3 4 * >+ 3F CRD/INAHTA/Cochrane/PubMed/Embase & + 74 &
P 4Tl

(\x,
N

¥ (population) ~ ;5% > 7= (intervention) ~ & »c4f P& 5 (comparator ) ~ % % Jp)
245 1% (outcome) % 7 7 3k 3-22 = & (study design) » H & i i+ a2 4o

T 5 PICOS taadExiEit » THHF 8 L& AN ERITEL duiTiﬁk

Population s o~ i% 2 1 HER2-positive breast cancer

ﬁ%@ﬁ:%aw

Intervention trastuzumab (Herceptin®) SC

Comparator Herceptin  ( Herceptin®) IV

Outcome A% L

Study design cost-effectiveness analysis OR cost-utility analysis
OR cost-benefit analysis OR cost-minimization

analysis
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iz fe + it 2. PICOS > % i CRD/INAHTA/Cochrane/PubMed/Embase # < %
FLE - 3+ 2017 & 12 #* 25 p > 12 trastuzumab SC ~ Herceptin SC ~ cost-effectiveness
analysis ~ cost-utility analysis ~ cost-benefit analysis ~ cost-minimization analysis #x
BT EFHF  F R e o

(2) #F %

i % it & vk 3t PubMed ~ Embase ~ Cochrane ~ CRD ~ INAHTA % < }I%?
MERFRE > LCRE - FEEFAL 0 £ A6 52~ % trastuzumab SC 4p B
ESNREL PL'F"FIW AP BE P F J}%Qﬁr’" :

%—Mapﬁﬁﬂéﬁgma,;Uﬁegu~“ﬁﬁ+,Lwﬂw £ 2
B AL 37 e 477 trastuzumab IV A24oH & 2 8 E s/ 78 £ -2 (85 33

E 5./ 78 £ o trastuzumab SC H T HEF 3 #F 600 £ 5.0 d 3 FILT 2
trastuzumab SC & A +: 1 » A BB S fAfFH L = & > 5 A BKX - A
trastuzumab SC (600 % 5. ) Hif £ > M E 68 = 7 I ¢ * trastuzumab IV &>
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FAARTITCR AR ¥, Y FAR 102 & R E ceE 4R
http://www.hpa.gov.tw/Pages/Detail.aspx?nodeid=269&pid=5191. Published
2017. Accessed Jan. 12th, 2018.

FAARTINR A EE S, ¢ EARK 101 # K ¥ e £ 4R,
http://www.hpa.gov.tw/Pages/Detail.aspx?nodeid=269&pid=5190. Published
2017. Accessed Jan. 12th, 2018.

FAARTITCR AR ¥, P FAR 100 & R E veE 4R
http://www.hpa.gov.tw/Pages/Detail.aspx?nodeid=269&pid=6520. Published
2017. Accessed Jan. 12th, 2018.
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“t47— ~ 2015 & St. Gallen Consensus Conference 2 ESMO f&/ a‘g gz 2 74 &

F Al F R
R Py Tesk IR R [ER
Luminal A ‘Luminal A-like’ *Ki-67 scores should be interpreted in the
ER =+ ~ HER2 154+ | light of local laboratory values: as an
Ki67 ©* ~PgR & ** | example, if a laboratory has a median
low-risk molecular Ki-67 score in receptor-positive disease of
signature (if available) | 20%, values of 30% or above could be
considered clearly high; those of 10% or
less clearly low,
**Suggested cut-off value is 20%; quality
assurance programmes are essential for
laboratories reporting these results.
Luminal B ‘Luminal B-like (HER2
ety
ER 15 1+ ~ HER2 (& 4
"z Kie7 3 &
PgR i high-risk
molecular signature (if
available)
‘Luminal B-like
(HER2-positive)’
ER 5 1+ ~ HER2 15 4
=z Ki67 ~ = #® PgR
HER2 % & | ‘HER2 5%
% IR (non-luminal)’
HER2 15 |+
#Z ER 2 PgR
‘Basal-like’ | ‘Triple-negative There is ~80% overlap between

(ductal)’
#Z ER 2 PgR
HER2 £

‘triple-negative’ and intrinsic ‘basal-like’
subtype, but ‘triple-negative’ also
includes some special histological types
such as (typical)medullary and adenoid
cystic carcinoma with low risks of distant
recurrence.
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RS~ 2N R FRE L H R (106 &K A)

9.17.Capecitabine (4 Xeloda ):( 88/10/1 ~91/4/1 ~92/6/1 ~93/8/1 ~96/9/1 -~
97/12/1 )

1.Capecitabine ¥ docetaxel & * /5% % anthracycline it & /5% & »c2 k3R
B AT R R

2. H jb* >4 taxanes % anthracycline i 5 ;5% & »c > g% @& * anthracycline
m% fp FRBLY B AL s

: m%‘ﬁ%%y M e Ry - At E o (92/6/1)

4 S =BG/ L LI OB R > L N BRARS Lo (N BRARS T
(96/9/1 )

5.Capecitabine & & platinum ¥ & * > 808 § 2. % - ok o (97/12/1)
9.18.Trastuzumab ( 9.18.Trastuzumab (4— Herceptin) : (91/4/1 (91/4/1 -~ 93/8/1
93/8/1 ~ 95/2/1 ~99/1/1 ~99/8/1 -~ 99/10/1 -~ 101/1/1 -~ 105/11/1)

1. 58 5% (99/1/1 ~99/8/1 ~99/10/1 ~ 101/1/1)

(1) ehftEjbrm is ~ i B oR: (FmafetinR 2)inkis 0 £ HER2 A £ R
(IHC3+ & FISH+) » ® E3 T * S L8 R /af T2 FHRE £ g0
SRS & o (99/10/1 ~ 101/1/1)

(2 #* 3 % - &5 (99/8/1)

2. BH IR

(1) Eipi * »t )k Hkwme F 3 HER2 i A& £ 3 (IHC3+ & FISH+) » # &
R i 2 AR 4 o (91/4/1 ~ 99/1/1)

(2) & paclitaxel = docetaxel # % » @&t A § EH X Fiof 2 BH LD Hp
B2 5 HER2 & %3 (IHC3+ & FISH+) - (93/8/1 ~95/2/1 ~ 99/1/1)
@) EH I HT HER2 FR LML HL > WAL DARY AFELEF T o
(99/1/1)

3G HFAPALR Y - F 24 HFKRHRGERTHE Y o FAR T
B3 i 7 5 (105/11/1) -
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PR

4hpE

Pubmed

2018.01.11

#1

early[All Fields] AND
(("secondary"[Subheading] OR
"secondary"[All Fields] OR
"metastatic"[All Fields]) AND ("breast
neoplasms”[MeSH Terms] OR
("breast"[All Fields] AND
"neoplasms”[All Fields]) OR "breast
neoplasms"[All Fields] OR ("breast"[All
Fields] AND "cancer"[All Fields]) OR
"breast cancer"[All Fields])) AND
(subcutaneous[All Fields] AND
("trastuzumab”[MeSH Terms] OR
"trastuzumab"[All Fields]))

11

#2

#1 AND (Randomized Controlled
Trial[ptyp])

#3

#1 AND (systematic[sb]) AND
(meta-analysis)

#4

selected

Embase

2018.01.11

#1

early AND metastatic AND (‘breast'/exp
OR breast) AND (‘cancer'/exp OR
cancer) AND subcutaneous AND
(‘trastuzumab'/exp OR trastuzumab)

46

#2

#1 AND (‘phase 3 clinical trial (topic)'/de
OR ‘'randomized controlled trial’/de OR
‘randomized controlled trial (topic)'/de)

#3

selected

Cochrane
Library

2018.01.11

#1

early AND metastatic breast cancer AND
subcutaneous trastuzumab

#2

#1 AND technology assessment

#3

selected
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FHE | hEPY | M Bl | BE R
PubMed | 2017.12.22 | #1 Trastuzumab SC OR herceptin | 18 5
SC
#2 (((cost-effectiveness analysis) OR
cost-utility analysis) OR cost-benefit
analysis) OR  cost-minimization
analysis
#1 AND #2
EMBASE | 2017.12.22 | #1 Trastuzumab SC OR herceptin | 21 6
SC
#2 (((cost-effectiveness analysis) OR
cost-utility analysis) OR cost-benefit
analysis) OR  cost-minimization
analysis
#1 AND #2
Cochrane | 2017.12.25 | Herceptin  SC in  Technology | 1 0
Library Assessments
CRD 2017.12.25 | Herceptin SC 1
INAHTA | 2017.12.22 | Herceptin SC 0
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