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Abstract

The Academic Technology Assessment Group (ATAG) reviewed a report by the manufacturer (Astra-
Zeneca K.K.) of capivasertib for hormone receptor-positive, HER2-negative unresectable, or recurrent
breast cancer with PIK3CA, AKT1, or PTEN alterations following endocrine therapy progression. The in-
tervention was capivasertib plus fulvestrant, with fulvestrant plus a CDK4/6 inhibitor (switch) as the
base-case comparator and exemestane plus everolimus for scenario analysis.

As no randomised controlled trials (RCTs) have directly compared capivasertib with comparators, the
manufacturer conducted a network meta-analysis (NMA). For progression-free survival (PFS), the NMA
using 10 trials estimated a hazard ratio (HR) of 0.53 (95% confidence interval [Cl]: 0.33-0.85) for capiva-
sertib plus fulvestrant versus fulvestrant plus abemaciclib, demonstrating statistically significant PFS
prolongation. For overall survival (0S), the NMA using 5 trials estimated an HR of 0.78 (95% Cl: 0.43-
1.43) versus fulvestrant plus palbociclib, showing no statistically significant difference. The manufactur-
er concluded that capivasertib had additional benefits.

The ATAG independently conducted a systematic review and identified four trials: CAPItello-291,
postMONARCH, PACE, and MAINTAIN. For the base-case analysis, ATAG excluded PACE and MAIN-
TAIN, which evaluated CDK4/6 inhibitor continuation, and performed an indirect comparison using
postMONARCH, which assessed the switch strategy. The analysis yielded an HR of 0.53 (95% Cl: 0.33-
0.86) for PFS, demonstrating a statistically significant improvement. As OS data were immature in post-
MONARCH, the ATAG did not use OS to determine additional benefits. The ATAG concluded that capiv-
asertib plus fulvestrant demonstrated additional benefits compared to fulvestrant plus abemaciclib. In
the scenario analysis, additional benefits were also demonstrated for exemestane plus everolimus.

In the cost-effectiveness analysis, the manufacturer employed a partitioned survival model compris-
ing three health states—progression-free, post-progression, and death. The ATAG conducted a reanaly-
sis owing to the several challenges identified in the analysis by the manufacturer. In the ATAG re-
analysis, given that the postMONARCH trial demonstrated a statistically significant improvement in PFS
for fulvestrant plus abemaciclib compared with fulvestrant monotherapy, a corresponding benefit in OS
was inferred. To address the uncertainty surrounding OS estimates, the ATAG conducted sensitivity
analyses in which the OS hazard ratio for fulvestrant plus abemaciclib versus fulvestrant monotherapy
was varied between 0.85 and 1.02, supplementing the base-case analysis that assumed a hazard ratio
of 0.95. Furthermore, the ATAG applied the most recent drug prices and excluded the cost of genetic
testing from the analysis. The base-case analysis showed that compared to fulvestrant plus abemaci-
clib, capivasertib plus fulvestrant resulted in incremental costs of JPY 8,937,592 and incremental effects
of 0.64 quality-adjusted life years (QALYs), yielding an incremental cost-effectiveness ratio (ICER) of
JPY 13,994,792/QALY. From the perspective of public healthcare in Japan, the ICER for capivasertib plus
fulvestrant is likely to fall within the range of ¥11.25 million/QALY or more but less than ¥15 million/
QALY in the base case analysis.

Keywords:capivasertib, breast cancer, cost-effectiveness analysis, health technology assessment
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ACT Appropriate Comparator Therapy
AlC Akaike Information Criterion
AKT Serine/Threonine Kinase Assay Kits
ALT Alanine Aminotransferase
ASCO/CAP American Society of Clinical Oncology/College of American Pathologists
AST Aspartate Aminotransferase
BIC Bayesian Information Criterion
CAD Canadian Dollar
CADTH Canadian Agency for Drugs and Technologies in Health
CDA-AMC Canada’s Drug Agency
CDK4/6 Cyclin-Dependent Kinase 4/6
CENTRAL Cochrane Central Register of Controlled Trials
Cl Confidence Interval
ctDNA circulating tumor DNA
CYP3A Cytochrome P450 3A
EAG External Assessment Group
ECG electrocardiogram
ECOG Eastern Cooperative Oncology Group

EORTC LQ-C30

European Organization for Research and Treatment of Cancer Quality of Life
Questionnaire

EQ-5D-5L EuroQol 5 Dimension 5 Level

ER Estrogen Receptor

ESR1 Estrogen Receptor 1

GnRH Gonadotropin-Releasing Hormone

G-BA Gemeinsamer Bundesausschuss (Federal Joint Committee)
HAS Haute Autorité de santé

HbAlc Hemoglobin Alc

HER2 Human Epidermal Growth Factor Receptor 2

HIV Human Immunodeficiency Virus

HR Hazard Ratio

ICER Incremental Cost-Effectiveness Ratio

ICERCKE) Institute for Clinical and Economic Review

IQWIG Instituts fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen
LH-RH Luteinizing Hormone-Releasing Hormone

NICE National Institute for Health and Care Excellence

NMA Network Meta-Analysis

MMRM Mixed-Effects Model for Repeated Measures

mTOR mammalian Target Of Rapamycin

ORR Objective Response Rate

0S Overall Survival

PartSA Partitioned Survival Analysis

PBAC Pharmaceutical Benefits Advisory Committee

PFS Progression-Free Survival

PIK3CA Phosphatidylinositol-4,5-bisphosphate 3-kinase catalytic subunit alpha
PI3K Phosphatidylinositol 3-Kinase

PS Performance Status

PTEN Phosphatase and Tensin Homolog Deleted from Chromosome 10
QALY Quality-Adjusted Life Year

Q0oL Quality Of Life

QTc corrected QT-interval

RCT Randomized Controlled Trial

RECIST Response Evaluation Criteria in Solid Tumors
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SERD Selective Estrogen Receptor Degrader
SMC Scottish Medicines Consortium
SR Systematic Review
TTD time-to-treatment discontinuation
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&, T OGO

Hormone receptor-positive (HR+) human epidermal
growth factor receptor 2-negative (HER2-) locally ad-

N b E%ICHEE L 72 PIK3CA, AKT1IX &

R SRR E vanced (unresectable) or metastatic breast cancer PTENEGTFERZ BT 2 HILEVZRAEBIED
DHER2[2M4E D FMAEEX (LEB LR
400mg(200mgiE28e) = 1 H2[E, #12KRHEE T

{Eﬁﬁﬁff EE%@@L ﬁ$@ﬁﬁb:h\ﬁ\b6?@ﬂ?§5?%\ 4E|F'Eﬁ:}§

5L, SHMAES 2
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g TNRZ T b EREICAL

FTERBHOERME | LE7A L (incremental cost-effectiveness ratio was high at

k(& the proposed price) §45,000~$55,000/QALYRi&

1.2 BLEIRFTEEICL ZENEOEESMTFMERICH T 3FEREOLE2—
SEANE O R AR O SHMER SISO W T, AROTICE TS L E 1 — DR, SERFGEEED
LEARNRE W DOADIEBLRO SNT-A. BHFOBROKMICLZZ EENBHRE L TEZONT,

1.3 NP IcHITBSESEIE
AN E O EERMTTHEEE C AN ORE I W, DTS E LAY S5 2IEE % FRICHZE
L7

<NICE>[1]

* NICE($. PIK3CA, AKTIXZPTENEEZFERZA L. AOMEERICHRITETLZHRILEY
ZAREGED DHER2RE D BFTET X (FEBMIIZORARE IS L T BERTFHEE A commer-
cial arrangementiCEDWTIRME T 2B EICRY . AERVILFT+7IRI T M EHRE LT,
BRIRFIB I (X, PIK3CA. AKTIXIIPTENZR%=H T % BEE MR E L 7-CAPItello-291 B D+
TN —FICEDETEE NS, EBOHREME BEMRLIZTET YV INFEEL A 7z, &
EIRFEEZE TR Y b7 =04 ZT7F U RANMA)ERAWT, ZILRZF TV b+TARY S TROT
FEARXZ U +IANOY LR EOMEREEERL T,

EAGIZ., HERFTEENERELINMAICBVWTERRFORABLN T+ THSR%ERHL. NMAD
BEMEICBRZR LT, ZERD. IXNTOXBEAF 2 TLIAET S L IERAIEETH Y, FHEEL
BOERIITHERETH 2 LiEwmT 7=,

ZD—AT. ZE=IFractional Polynomial NMA%Z W -BEEEHREFERNASIRDOEE D, 24 LT
DEERVPEEM T AT 7 AL EIER, DERECLFT+T7ILRR b T > b IO LB BT
LB ELAEOENMEEE T 2ARMENH D LML,

RAFMICE VT, BERFTEE I DEEFIT(PartSA)ET L Z AL, EEBEFHM (PFS).
EFHE0S), RWAERLEF CoBETTD)ICET 2/87 X MU v yMEEEBL2H. BRI
ZONEEDHZLMES, REDZERERICAI L ARBKRUEEC 70 -7 v 7EBOREICOVWTE
#BoBmRE R LT,

cZERIF. ZERNHETIRECAEDROBARF S, TTDZABWHIERDERE. HMEEDZER
B)ERALIEETODMICENT, AENELFT+TARI TV FETILRZ TV b4T LR
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U TRIFEAREZV+INOY LREWBL TEANMHROSVERERK TH S LiEwmD 7.

<CDA-AMC>[2]

o FILE V RBIRIGIEHER2R2 M O BFTET X ITEBMEFE T, PIK3CA, AKTIXIIPTENEEZFEE
ZHL. ADMERERICBREXIGETLIERABEICRT2AENCLLFT+T7 LRI TV FDB
MEYE AR O ERMNHRA IS iz,

o [RERAIBE ML, CAPIltello-291FE DPIK3CA, AKTIX IZPTENEGFEERZ B I Y 77—~
ICEDOWTEMlE N, LBSHBEME LT, 7RI FF > MEF, TFEX XL VEH, TH+4
ARAZRVHIRAY LA ARVEEVREDR Ry bT—0 42T F 1) Z(INMA)IC LY b7z,

e CAPltello-291FHBRICH (F 20SDT — RIFKBATH Y. 41 XV FPHARONT W=7, BHED
HEICIITEEEDYH D & SNT, £72. NMAZBMRE CTOREECEERENEL T L
Ao, ENKAAENRE Z2MICOVWTHELARHREZEC Z & IR s hi,

s BASIENTICH WT, BLERFTEE X, CAPltello-291 BT — & ICEDE, BEMDHEN D IEE
LRI DEVIREDS &, AN — FEZFIHRE LAZET L E AV, IhIicx L CHRARER
Rid, BESHRIGEHE L &b IR T 2RREENH D LB L 7,

o BEMRGEEE L. CAPltello-291HER A HG O NI A ENEILF TEHOEFMIRIC. NMADSEH L

BEENKRED 57,

¢ CDA-AMCIZZ 5 L= EEMAEZE L, PartSATTLZBWTHBICEOTEZERE L, BOHT
&, OSICH L CGamman e Weibull oA E DML LIz XT XA MY v 7ETAABAL LN,

* ZTDRER. PIK3CA, AKTIXIIPTENEZFLEEAB T 2BEICE I NDENEILFT+TILRR b
J > N DRBEFIEEICIT S BICERIZCAD 221,165/QALY L #E & Ntz, CDA-AMCA RS A
E72ICER(CAD 50,000/QALY) &7z 9 IC ld, EAMMAED85%U LD ETFIFABEL SN,

s B FIREDEMAIEM ILRE L i,

<HAS> [4]

e HASIZ, PIK3CA, AKTIXIZPTENEBEZFEEZHB L. HILE VY ZAKBIED DHER2ZME D FBATE
AN IIEBEIABICTHTEIAENELF T+ IARI NSV FOBRBT /R EZHT L1, SHRES
DEEMIERO oD, BICEYARESERERROIFEL. REREDEMEL R+ TH B &
TS N7z,

o RE|DEGRAIE M (X, CAPItello-2915 58 MPIK3CA, AKTIX IZPTENEBE=FEEAZETHH 75
W—=TICEOWTFHM s 17, HASIE, BEBOHRBEME LTT 78R+ 7RI IV ARV LN

ATAG. Rep. 2025;3(11)



THEY, FUVHMERNEEX oNBMOEEEE DBEELERNMTHONTUOALWRICERZ R L, HAR
TIFPFSOERATREINT=A, OSKOQOLICK T HRFELRNR T 4 v MMIFEZ I NGEH > T,

e ZRMWICEAL TIE, AENELFT+T7UARI IV MEABICBVLTEIE. TH, X2HREDE
EESNSHEECTREIN TS Y, REKICREEYH D L anT,

<IQWiG> [5]
¢ IQWiGl. PIK3CA, AKTIX IZPTENEEFZEE%ZH L. KL TV ZREBESL DHER2EM O [/AT
EAXIZEBEIIRICHTE2HENCLF T+ 7 AR b T v b OBRAME% ML 7=,
¢ IQWiGIE. G-BAIC & 2 5MISRELICE DX, PIK3CA, AKTIX IZPTENEEFLEREHTBHUTD
FBEEFICOVWT, BRLOUE D ZFEL 7,
=HMADREEEDAEZE T HREREICH L TUL, DENELLFT+T7 LRI T2 MZACTE
EBELTRZZ7 4y AU R 7%z EELAVESITEN, BEEROEBREFICTHCRDS, ol
BICL Y BEDOFIENFTI BB I NS L FHIiE 17,
>—HT, T  BBREB TCONDWEEEEET 2 X MEEREICH L TIE. CAPltello-2913ERICH
WTOSOBRABERNREINI-Z &N n, IQWIGIK [MBHABMIERME] AR Nz & iEm
D7,
>BEUBECZOMOBFEHEIRKRERBEE) ICOVWTIE, BERABRICBITI2T—224FEELARWVW
B, B - RelE0FHEIEThN RN 57,

<PBAC> [3]
* PBACIEZ. T EVZEKBED DHERZEEDRATEITFN R ITEBEIZED > b, AKTREE

ZR%z=HL. ADMEERICBENTETLALBZFIIN T2 BEE LT, hENBLFTEHERLL,

I, BEIITONIFHREREABE T HOTHY, BMOT7+0—T v 77— X ROMESETF
TEOREEZIT, BRAWNMRIFRAIRELHMTEINI-Z LICL 2,

* PBACTld., WENEILF 7 DOPFSOERIC—EDHREABOH ONT/-H DD, OSICEET 2 HMER R
74y PARENTHE ST, BB E L TRHLWONIZ 7RI T > M BEAIDEER T—&H
ICEASNZEREL IR D 2 n, ENNAERDRI/BRFHES N T L2 AL RS 1
Teo E0IT. BAMRESNTTIE. OSNOEENRENTH 5 I &0, LBINBRIAMEEDZ LM
B 282 MR CEERENDECTHD AN O, 2024F12ADRFICE VWTIHHR L Shiz,

¢ BT — X I & Y CAPItello-291BRDPFSICH 1T 2 Frft ARV ER SN/ 2 & o ICRE

IRFEEER O RIBAMIES] & TIFIREICELVICERAET L7 Z & A HER S . 2025FE3 8 DEHEIC
BOTHHEATHhN., HENICHEE~NEEBEINT,
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2

2. ENNRYE A M 0 i
21 RESWICHBITIEYRTIT4vILEa—
AR B ERERED H 2 BRXITBATET (FHITE) - BBEORLE Y ZRRIEGE, DHER2E M
ABBEICBT2HENCILTF 7OEMNEREERTT 27010, RCTENRE LASREEMEL 7,

211 MW HFBRELEVY—FIITRFav
N HRELI VY —F /T XAF 3%, &2-1-1ITRT,

£2-1-1 DISWICLBVRTITA4vILE2—DYY—FIITRFa v

EE AR
ADEEBBERED H 2 BREXIGIBIET(FHNTEE) - SO RILE Y ZSAREBIEN DHER2IERM A EE
HHREM =
A AHENREILFT
BB 5 HREF T 5 AR T 2RE): 7ARZ KT Y b AARS S U T FRISIY T, IR
SR OULZ, THFEARLZY
T bAL PFS. 0S# &
WRFYA > RCT
kAR R AR 20254387 T

212 EHEDGHRh
AERCLFT+TARZA TV FETILRR T b +CDKA/6HERWNY BR) & EELEL
ERCTABELAVWI EHPBES N, TDLOEELRSBHICANTSROEMAZY &E X 1
TED D, DEIHHTIE T ICARE U DN AR L LB BRI IS 7 LR X k5> b 7SRV S
DT, TRII YT IRAVLR, TFEARZZELRCTEZXIRICSREZEREL 72,
FROBERZESEFR, HERFTEEDSROZ YW CHEELLROEMAIREEZ F 07 EINE Ak
DB Z 1T 2 7=,

2.1.3 SRR OEAANEECHRNELE
SROEAMEAANELLE & RAEEZE LT ITRT,

#2-1-3 EIREE
BAANEEE BRoVEAE

o HER2F514 X I£7RA
o SHE T { VANER

W R B IE O & 2 B3 X3 R ATELT (i

o 5 BE) . B + =1} =W \ A

IREM E;ﬁ%iﬁ%@&@ﬂb% »RBEBEA OHER2EE | | S| CDKA /6B AR & LT Lo Lo
- e 7Y aNY N TOBRBRELR L

A HERELFT
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WREFICHT 2 ZKABEUBULITEET): 7

IRZA KTV R R I T, TR Y

7. IRAYLR, ITFEXARRY

Z st B8 -

HBH « UKL 2 Y T E DRERCDKL/6IREEL S

HTIERETT B

e DT — LB EICEORICE ENTWL B EARIL

k)

* PFS - N
T hAL . 0S EZOVWINEEFHRLHD
MEFHA >~ RCT AL
HRDTESE FE# PRI TN
B8 FENIFAAE I UN

214 FEALET—4R—-Z

TRAL). EEfhstwebZ U 7=,

215 {EAL®RER

SROERA T AT DFK2-1-5-1~2-1-5-4I1Z7R 7,

£%2-1-5-1 PubMediz3t L THW=HRER

TR DINE 2L, PubMed, Embase. Cochrane Central Register of Controlled Trials (CEN-

BE RE FERE
1 "breast neoplasms/drug therapy"[MeSH Terms] OR "breast cancer"[Title] 259,936
"Neoplasm Metastasis"[MeSH Terms] OR "metastatic"[Title] OR "mbc"[Title] OR "neoplasm recurrence,
2 local"[MeSH Terms] OR "recurren*"[Title/Abstract] OR "progress*"[Title] OR "advanced"[Title] OR "inop- 1,382,656
erative"[Title/Abstract] OR "unresectable"[Title/Abstract]
"receptors, estrogen"[MeSH Terms] OR "HR"[Title] OR "hormone receptor"[Title/Abstract] OR "estrogen
3 s T 101,776
receptor"[Title] OR "er"[Title]
4 #1 AND #2 AND #3 10,415
5 #4 AND ("Randomized Controlled trial"[Publication Type] OR "random*"[Title/Abstract] OR "placebo"[Ti- 1724
tle/Abstract]) '
SCHRER ¢ 17244
SE%=|E  2025%387H
#2-1-5-2 Embaselz¥ L THW-1#&%RR
BE Ly FERE
(EMB.EXACT.EXPLODE("breast cancer -- drug resistance") OR EMB.EXACT.EXPLODE("breast cancer --
sl " o " 396,000
drug therapy")) OR ti("breast cancer")
(EMB.EXACT.EXPLODE ("metastatic breast cancer")) OR EMB.EXACT.EXPLODE("recurrent disease") OR
s2 tilmetasta* OR recurren* OR progress* OR inoperat* OR unresect®* OR mbc OR advanced) OR 4,735,270
ab(metasta* OR recurren* OR progress* OR inoperat* OR unresect* OR mbc OR advanced)
s3 [ti(HR OR ER) OR ti("hormone receptor" OR "estrogen receptor") 66,746
s4 S3 AND S2 AND S1 9,641
S5 (EMB.EXACT.EXPLODE("randomized controlled trial") OR ab(random*) OR ab(placebo) OR ti(random*) 2 433187

OR ti(placebo))
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(S5 AND S4) not (rtype.exact("Conference Abstract” OR "Review" OR "Erratum" OR "Conference Paper"

s6 OR "Note" OR "Published Erratum" OR "Editorial" OR "Tombstone")) 620
SRREL6201F
RIERERA 2025438 7H
#+2-1-5-3 CENTRALIZ¥ L THW-RER
wBE [E 3y TERE
#1 | MeSH descriptor: [Breast Neoplasms] explode all trees and with qualifier(s): [drug therapy - DT] 6,806
#2 | (breast cancer):ti 33,389
#3 |#1OR#2 34,670
#4 MeSH descriptor: [Neoplasm Metastasis] explode all trees 7,602
#5 MeSH descriptor: [Neoplasm Recurrence, Local] explode all trees 7,437
#6 | (metastatic OR mbc OR recurren* OR progress* OR advanced OR inoperative OR unresectable):ti 85,922
#7 | #4 OR #5 OR #6 94,208
#8 | MeSH descriptor: [Receptors, Estrogen] explode all trees 1,507
#9 | (hormone receptor):ti OR (estrogen receptor):ti 2,191
#10 |#8 OR #9 3,195
#11 | #3 AND #7 AND #10 1,418
#12 #11 NO'I:' (ICT”RP OR C;I'.gov QR "annual meeting" OR proceeding* OR "conference paper" OR "conference 803
abstract" OR "erratum") in Trials
X k%8031
BB RA: 2025438 7H
%2-1-5-4 [EdiEweblcx L THWRER
BE BRI TERH
#1 | ("ILERER"/TH and SH=3418&%) or ZLEE/TIl or ZLFE/T| or ZLE/TI or "breast cancer"/TI 115,092
4 fEZERB/TH or ”Hi%@%“./TH or ﬁ.ﬂff/Tl or BH/TI or ¥E4T/TI or YIBRANEE/TI or recurren*/Tl or prog- 487.378
ress*/Tl or advanced/T! or inoperative/Tl or unresectable/TI
#3 | [Estrogen Receptors]/TH or "HR"/TI or "hormone receptor"/Tl or "estrogen receptor"/Tl or "er"/TI 1,344,481
#4 | #1 and #2 and #3 5,682
45 #4 and ((RD=7 > & L{LLLBGAER 4 T > & LALLLERELER) or 7 > & LL/TA or (T > & LALLLEGER/TH or 125
RCT/AL) or randomised/TA or randomized/TA)
#6 | #5 not (PT=YERIMR & 50 MR, 5, QRAER 25, L & — JEFIGS, 2 X >~ b, —f%) 65
SCRREL 651

k@3 A : 2025438 7H
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216 BREHR

SROIER,

N REERRED H 2 BHRXITBATET(FHREE) - ZBREORILE Y ZREBKE

M OHERZ2EMIEREBEICH T D2 HENEILTF 7, COKL/6BEEIRICEEL IEBAMEORERI T
TRDAMETH - 7-(2-1-6-1),

‘ papnjou| ‘ ‘ A1qi8i3 ‘ ‘EU!uanog‘ ‘uoneounuem‘

T —ZR—=RRH OFE L 728 (n=3212)
[PubMed(n=1724). Embase(n=620).
CENTRAL(n=803). E/FzEweb(n=65)]

!
| RO DL (n=2011) |

!
24\ —= > 7K (n=2011) | - | B MR (n=1973)

!

KroME#(n=34)
PO X R (n=38) - | [REeRmEeS 2Lt
¥4 > (n=2), B (n=1)]
!

FEE L 7o sl 08 (n=4)
¢ CAPItello-291

e PACE

¢ postMONARCH

* MAINTAIN

E2-1-6-1 7A—F v+ —F

217 ERFRHBROBIE
REIIHT DSRTHTE & N 7-CAPltello-2917888[6], postMONARCHZAER[7]. PACEZXER[8]. MAIN-
TAINFER O] DI E % R2-1-7-1~2-1-T-4I1TR T,

*2-1-7-1 EREAROME

AR CAPItello-291[6]

Bt ap Turner NC,.C.)Iiveira M, Howell SJ, Dalenc F, Cortes J, Gomez Moreno HL, et al. Capivasertib in hormone re-
ceptor-positive advanced breast cancer. N Engl J Med. 2023;388:2058-70.

FEARAEREIRIER | NCT04305496

HERE EHE L 7450 | 190 E. 1935634 (181H63% T7084 A & %)

B ZFEAR 2020F682H~2021%F10A13H

HRER FILE Y ZEEBIEA DHER2EEMETILESRE (T O v X —HHEEEAEP X ITAREIORBETERO -8

&)

ATAG. Rep. 2025;3(11)

19



20

o 185U E(BATIZ205% L L)

o RILE ZEEGIE A DHER2RE M O B ATETT X LIS AR
o 7 AV X —EHEEEAERNILAEERDRBET

o CDK4/6FEEHEDBIAEREDF LRI H AL

o AIEATBEEZE X IZRECIST 1.1IC ML L 7= A AT BEIR 2

¢ ECOG PS 0-1

o EITEICNT 2RDMWMEHR27 A VT

o EITEICHT 2LFEELT A Y UT

* CDK4/BIEEEDEIAERE 2B T 5 BE 2 RES1I%ET

F 73 BRoNELAE

o JILRZ kT v hXIFfthDSERD D ETAREE
o AKT. PI3K. mTORFEEZR D EIEER
o (VR VBRERXIFHbALC 8.0% L DHERIE

I ANTTEDFE

e HENEILFTA400 mg 1H2E, AARROKRS - SARMAEQSAY A 27 L)+ 7R Z kT > ~500 mgfhit
(#E3EII2BMERE. % 0%4sBRRTHRE)

o BIIRET - BRI OLMEICIZLH-RH7Z I =X + #4tF8

o HEET, HFBRTEAVEN. RERE. BT £ TRk

FEBS B D EE

TZILARZ kT v h500 mgfhiE+ 7 T R

HBTHA v

FNA. 1:17 X Lfb. 77 wRBEER

BiRLE

—EER

FEFHEEE

o SREFIC BT BPFS
o AKT pathwayZ 214 EF (PIK3CA. AKT1, PTENICZEA BT 2E5)IC 515 5PFS
(Wb RBREEEMHE. RECIST 1.1%HL)

F 4 BIRAFHEE B

*0S
* ZHENE(ORR)
o 2tk

o BEMRET Y b H L(EORTC QLQ-C30)

2FEH (n=708):
o FEERD FRIE: N NIV TF TEBIR. 77 RESSH
o CDK4/6REEZFIABRED H 5 BE DENA:69.1%

Rt

e PFSO Rl 1 /Rt ILF TET.2H0 A vs 75t REE3.6H0 B (/5 — K i 0.60, 95% CI 0.51-0.71, P<0.001)
e ISHALEGFEREHRENRA THENRVILT TEET13.9% vs 7 T = REE65.0% (/N — KEb0.74, 95% Cl 0.56-0.98)
o AKT pathwayZ ZEMHER (n=289, 40.8%):

e PFSO i 1 /N ILF 7ET1.30 A vs 77 v RE3.1H B (H— Kt 0.50, 95% Cl 0.38-0.65, P<0.001)

2

At

BUVEEOBVWI L - FEMELAVWVEEER(NDENCILF TE vs 77 RE):
o TH1:72.4% vs 20.0%

° $42:38.0% vs 7.1%

® I,0:34.6% vs 15.4%

o SIM4E:16.3% vs 3.7%

SHHEENSVWI L — F3ULDEESES:

° #425:12.1% vs 0.3%

® TH#1:9.3% vs 0.3%

o S 1MAE:2.3% vs 0.3%

BEERICLZHIE:HENEILT 7E13.0% vs 75 REE2.3%

EEBBERERHENLILTF TEL6.1% vs 77 REE8.0%

HAANEHICHEITS
EEElis

RHEHAL

BAANEHICHETS
Tl

EHE L
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#2-1-7-2 ERAKFHBROBE

postMONARCH([7]

Kalinsky K, Bianchini G, Hamilton E, Graff SL, Park KH, Jeselsohn R, et al. Abemaciclib plus fulvestrant in
advanced breast cancer after progression on CDK4/6 inhibition: Results from the phase Il postMONARCH
trial. J Clin Oncol. 2025;43:1101-12.

PR ViR B SR IB IR

NCT05169567

HERa R L7457 | 16 h[E. 965E:%
SRER D 57 HRR 2022438 ~202346
NRER RIVE Y ZREBE D DHER2IEMHEITHL R CCDKA/6PAEEAER ITREEIT L - 8&
e 185 LUk
o RILE VZRIFGHE D DHER2RE 4 O BRTEIT X IS BB FLIE
e CDK4/6PREE+T7 O ~v X —EHEEEICL 2WELAE CORBEIT, XIXia] - WEFHELELLTO
i S CDK4/6FEEE+ N IME LRI BEZOBFRE
= o B MRS
« ECOG PS 0-1
¢ RECIST 1.1/ & 2 8IE AT RE X 3 FHl AT BESR
o TR OEBEBAS HE
o CDK4/6BEEER SR IERFHRNITET LZEF ISV THBRESRE COMICEEREAZITH 2L
o CDKA/6REESRDIEH v T 4 » 7 TORLRER
o MR BN T B L EROEF
FhRRAEAE ¢ JILRZ b Z ¥ R EDSERDIC & 2 ETAERE
e PI3K, mTOR. AKTFEE® (| & 3 B AEE
s 74 R
o AR M IR BEDCNSERRE
e 7IRZ T 500 mgE(H A ZVIDIEB E15HEB. Z0%4EE) + 7 Rv 7 Y 7150mg 1H2EHR
e n#%s
IATEOFR | | s g BRI okt IS 13T K O AL E S T+ 0 7B
o SEEMETT. FETE. FOMDEHIC K B HIEF Tk
Hess B o 5 TILRZ kS 500 mghRiE+ 7 TR
HERT YA FBUME, 1:17 KL, 77 2R BHR
5% —EER
FEMER SBERE(LEATEE IS L APFS(RECIST 1.14£#1)
*0S
° = tA A\L \/I [— :
T RS .aiTﬁi¢%ﬂmtxéPm
o T
2FEM (n=368):
e FDhRE: T NT 7 TEL8K. 77 EREGLR
sEEg o |T&AEDEE(98.9%) W EITHI TDCDKL/6PRE AT LEEDH 1)
e BAE CCDKA/6MEEE TOBREEZZ T TWARREDOE A/ LIRS 7 U 759%, URy 21 733%, 7R~
oY 78%
PFSCRBREEEANIC & 2 ¥IE):
e PFSOFE: 7 Nv 2 ) 786.0n B vs 75t RE53- B (/Y — KLt 0.73, 95% Cl 0.57-0.95, nominal
P=0.017)
° 6 BIEELFEX50% vs 37%
g5 ST Y E - :
i SR CHIL P REE & N7-PFS:

PFSOARR(E: TR o) 7812908 vs 772 REEL.6H0 A (/Y — KL 055, 95% ClI 0.39-0.77, nominal
P<0.001)

ORRCAIEFIEEREZE T D EH):
o SBEREEELMIC & 2 HITE:17% vs 7%(nominal P=0.015)
e 5T COIIIFRYITE:23% vs 8% (nominal P<0.001)
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BHHEEOSVI L — FEMbREVAEBREFEER(TRAY 7 U 78 vs 77 wRE):
o THI:74.6% vs 17.3%

o HFAERIE4+:40.9% vs 3.2%

° B1M:34.8% vs 15.1%

© J57:33.1% vs 23.2%

o T032.6% vs 18.4%

7L —RF3ULELDBEEER:

o £{K:55% vs 20%

o 4T FRERIF:24.9% vs 0%

e Z1M:11.0% vs 3.8%

o TH1:3.9% vs 1.6%({E4EEE)

BERBEER24% vs 11%
BEERICLDH 1% vs 0%
TRFEEEE L 14 (Al %) vs 04
HERE:

e HEERIC L 5 HHT:55% vs 7%
¢ BEERICL BHE:30% vs 3%

HAAERICHIT S

EREIRAN
Bt S L
BAANERIZE TS | .

= o
T TCHEGL

#£2-1-7-3 EBREHBROWME

HEr4 PACE[8]

Mayer EL, Ren Y, Wagle N, Mahtani R, Ma C, DeMichele A, et al. PACE: A randomized phase Il study of ful-
Bt vestrant, palbociclib, and avelumab after progression on cyclin-dependent kinase 4/6 inhibitor and aro-
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