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GUOSEN SECURITIES

HR+/HER2- BCIREFRMHEMNIRATER. FIEE (BC) ELKE—_SLHEM; HPHR+/HER2- BCA B IREEEmM60770%, 2
B E IUABCHFhE . M oihiaTr (ET) FOCDK4/63PHIF] (CDK4/6i) =HR+/HER2- BCHUAZILIATTSEN. AT, —4iATTHENEEHRZ
BYRGETTFE, MTHEERBWRTESE (WESRImut) , AN KB REEABR. F—5ME, CDK4/6i8ITitER, CDK-
cycl inB R THER S FiRit E . HR+/HER2- BCTRTER#IH EMIGARER .,

RS iaTT : SIS FEERRME . WHRESEBRAIREPERCRIER, ETEIHIFMERRER GELERMHIFI/AL
S EZE (ER) BITHRESCIIHBMERIZIR . ESRIREZBEXETH A MM AR EZEIRE; Fi—{Koral SERDFER PROTACEH#/LH
AL e IRERTHZ53REE

COKIPHIFF: ETEXRIKHE, BE—PIEKRAZIRTE. COKZMAEEHIEIZRIRHST T, CDK4/6iE—EiaTr F 5AIBKARIRIRA TPFS; &
m, —#iafrm#fE, SRAOMEECK-cycl iniBEBIFNGID T, FH_LBAHETRTTHIPFSEIRE. HIHICyclin E-CDK2HERIEK
CDK4/61iafrift R EBEWEFH. FFf, COK4i FEREEBIVEREMY, BRA—ZKATHNREMEMEIME.

HibFflm o F: AEKEHTEZE . PI3K/AKT/mTORIE & HYEUE =HR+/HER2- BCE R ZAIRE, BB a7 m (PI13K a #PHIF) .
AKTHIEIRIZ) it b, BT ARESEERET. Hisd, KAT6I BT EERMEM THEREERNTL, EEEEEhERNEM
FHERM. 5—7FH, TROP2/HER2/HERIZHHE m FIADCHEXHLIT RILLEMEE, FIHIEFEIBAMETITEZ . WITRIZ&MNESAL,

SHFHI VB EE KR WITEFH . HR+/HER2- BCERE TR, THEHEK, FSIZAYNFTRar B KEEE FHERT,
BRI TIANE. BAVAAFEEL/ NS AR EENEN T EAREGHRIRKRE: 1) EK “ET+CK” EAHEESHATTHIE;
2) EASHNATT RS WITATZRIME, BIARNSIAHMNFRAT, TREFNRUTEGFY. BUCEEMIHEHZAYNTHL
HRPFAEHLFE: BFEMN. ERED. SMEEREY. PEEDHHF.

MR : IGREBEEAS R IEARI R . B AN R FREAR XS . BARFARIE ARG .
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GUOSEN SECURITIES

HR+/HER2- BCERF. IR EEEhEE MK ‘y E{Eil 5

AREREIRE LB, HR+/HER2- BCRRE M7, RIEWHOHIE, SIKEEMALILIRE (BC) 2923044, UXTHE, RE2IKE
"R BET; EPHR+/HER2- CGHZESZ{RPAME/HER2BBTE) BC HER B AL AR B ERI60770%, =& E IHIBCHPZE,

A5y 5ihsa T 5 CDK4/ 6357 EHR+/HER2— BCEI#Z AT FEE . HR+/HER2- BCTA/SHEXTELF, AIFARMWEEREELRRBIE; BEL/
BERE RN EEE—LIaTT RN ZEWHET FE, FHRETHERTHNESE, M TaTrHimNEABR. XFFHR+/HER2- BCE
EZHEFARRBRBTTUARE REBMERBIETT, WahiaTr (ET) FICDK4/6%PHI5 (CDK4/6i) ¥z L BYATT FEL.

E: FLERESBMEOHRRERTFR

v RIERTT
v' 1 F7/ADC

v AT UETT
v’ CDK4/6i
v {¢¥7/ADC

v HER2EE[E);57T
v {£F7/ADC

__________________

FRRIR: NCON, ESIEZFERFMRATEIE
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GUOSEN SECURITIES

o EEEFEMEMFZE (RR) ESBERAEILRENMISEMSUHERXRIER, SAWHZEZE, BRAZBINTIHERER, =
=B EREERN I T E SRS,

- AR FRESIEBA ST HNETT ZHR/HER2- BCHIEATTZ. BRICIRHAITTAT, SEHLEMGIF (A @I AHTT & LEgmR D
WEM R G AR, EFIEEAREZ AT (SERM) SOEZFIMERER R ZARFEREST (SERD) iRIT+5InERRI T RERRBTMER iR R, .

E: ERWEHIERAREE

fact Chemokines E, .
D " "’J - Breast cancer is the most common
e sibossssasasisnsdsbshosssssdsstinibasedi P90 cause of cancer mortality in women,

Ny 5 : N 11, with approximately 70% of cases

kN ;\"-"'k ‘ X . . 1 2

o 9 classified as ER+"

Cytoplasm o
A

In these tumors, signaling through
the ER controls multiple
proliferation-promoting and anti-
apoptotic pathways'34

MAPK

o .d» ‘@3

3 e ation
i I > i

Estrogen-independent Nongenomic pathway
LEGIE involving kinases Le Romancer et a

Nonclassical genomic
pathway interacts with
other TFs

FRRIR: ILREM, EEIERLFNRAERE
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GUOSEN SECURITIES

oy

« Cyclin-dependent kinase (CDK) =#RpaEER AT <E D F,
CDK4/6FEER B (EIEFLARTE) PRIREHIE ERUE, SEMEMAMAEES K. CDK4/6iMEI5 (MR FI/palbocicl ib,

BEVRIZEZ GRS

: HR+ BCHP RYZRBE AR

cyclin DE{/ECDKA/6F BB TiFiBEE, RIFLMAEIETE. Cyclin D-
Bl 7o F
/ribociclib. PADIFEF/abemaciclib) B IKFDA#LER T&ITHR+/HER-HFLIRER E, HEZEKTEENERGFH. AI+CDK4/6iHY
BX & AT BHR+/HER2- mBCEYEATTE.

Growth
factors

CDK4/6 INHIBITORS
Palbociclib Ribociclib,
Abemaciclib

Estrogen
receptor

K4/6
mTOR ~P-> S

=B

|

Tamoxifen
Fulvestrant

G247 cell cycle P
¥ || progression Y Rb 1J
M
\ [N
CDK2

FARRRETNEREARAS

LR
@ Estrogen

/%

Aromatase
inhibitors

ENDOCRINE THERAPIES

ERIKE: Society for Endocrinology, ESIFZH
KR IR




GUOSEN SECURITIES

HR+/HER2- BCI&TTSES: PISTilkiaTT 500K/ 63T = iy &Y EEI%

MT#eE. RAKRNEE, FTEE: .

ETHOFSH | +i\[ COK4/61 |

i BhiaTT HEERSATT
MEEATMEZERNEE: 1) BH; 2) Bfa f/’_%_ﬁ_ﬁzi“\‘u
R3L; 3) ITMEMEN RGNS . \ B

| EmEMT | ETiOFS*]+§[ CDK4/6i ]
e -

FEBASHAT (ED | . >
S)e
BRAA1L i 2/3L 3L+
HETE | SR ERRRTERANEE, #E.

| AI+CDK4/6i | | | FUL£CDK4/6i | s | EVE+EXE | }JTQ
PSR - | ESRTmut B : SERD o
| FUL+CDK4/6i | ' PIK3CAUL B ’ PI3Kai+FUL A
g g : D
PSR P IKSOAMUL B | PIK3CA/AKT/PTENmut B : | AKTi+FUL C

[ FUL+CDKA4/6i+PI3Kai ]

FHRIKIR: NCON, EFIEHEFMARAAEIE. F: OFSHIRETNRENE], NATEHRZRTEE. Al: FSELEBIIFIF; FUL: FY4ERE; EVE: (RYEXF]; EXE: KFXIE.
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HR+/HER2- eBCEBE ARG 57 i BIATT BTl IR BLIF AY EEIis

GUOSEN SECURITIES

- TA[FARAEJHR+/HER2- eBCEERGFE LLLFIEHK. BRIHR+/HER2- eBC (RHAZLIREE) WIRGEHENAETT H’Jﬁoﬁ} freAm e (BE
1L ERHNHIF IJ/AI”JZME/%SI§112|HH%%'J/SERM) RIEATACIE R RV HABEIS IR, KREESTAI (FUABEML) BITHEE, SEE XML
299.8%; RIFIESSERM (B EEHIF) JBITHEE, SEELHELHA12. 5%, FATHR vs 1113;%%3?5’11Ofﬁ’E”&tHﬁlJﬁ%u%W. 7% vs
24. 0%,

- CDK4/6iFIME RS RELBEHINATHNELEE. RimonarchEBETTEIE, W TFHELHM. =X KA FERIHR/HER2- BCEH,
FEZET/RTrAYSSEiDFS (RRIEMMBELETFER) N976. 0%, TMikZCDK4A/6i+ETiaTr HIEE BISS iDFSIRFTZE83. 6%,

5 = .
: PUARHRE vs HEEFHIAREELZHE E: BDIAFHET vs ETHYiDFS¥IE
B 2517 =3 100 = 92.7 (s =2.8)
Hazard ratio 0-74 (95% C1 0.64-0-87) = g0 - 892 (A=48) .o oo
: p=0-0002 © 89.9 ! ' s - SBB A= T8
— 20 A -2 80 4 ‘o e
g = 0.0
é Tamoxifen Cg 70 - 76.0,
3 15 J
g 1 ® 60
.
£ . &
2 40 Anastrozole o B0
& 7] : ‘
- 8 40 - | ! ‘ Abemaciclib + ET ET alone
2 ) | i : n = 407 n = 585
S g O 30 | ; : HR (95% Cl): 0.680 (0.599,0.772)
a . o | | | Nominal P < .001
Fawf/ = 0
g ~t— Abemaciclib + ET
0 T T T T T 1 g 10 4 T : +
0 1 2 3 4 5 6 =
Follow-up time (years) a g : : ' & : } % ! J > )
Nuinbérsat risk: p 0 6 12 18 24 30 36 42 48 54 60 66 72
Anastrozole 2618 2540 2448 2355 2268 2014 830 Time (months)
Tamoxifen 2598 2516 2398 2304 2189 1932 774 No. at risk:
‘Absolintis . , . 1.7% 2.4% 2.8% 3.7% - 2808 2621 2549 2479 2408 2347 2284 2220 2095 1175 490 74 0
' —_— 2829 2653 2573 2474 2374 2281 2195 2125 1974 1124 473 67 0

difference

ERskiE: A. Howell et. al., Lancet 2005;365:60-62, [E/{SIEHE&FMRAEIE ERIEE: P. Rastogi et. al., J Clin Oncl 42:987-993, E{SIEELFMsAEEIE

1ﬁj:zlfﬂ1+ft§CZ_I=E’J§E FARRRETNEREARAS




GUOSEN SECURITIES

CDK4/6i BEIE K #];8HR+/HER2— mBCEE 2 HIPFS &Y EEiH

- CDK4/6i T2 E K ¥ aHR+/HER2- mBCE EFIPFS. X T E %X/ B AIHR+/HER2- mBC (MR HAZLBRFE) BE, — X ERT A
ET+CDK4/6i . ZE—IRXTELAI ERIFF| (—FhCDK4/6i) SEFT#IEHIHR+/HER2- mBCEE Z HI3HAIGA (MONARCH-3) d, AI+PADIFF] vs
AlBIMPFS43 51 829.0 vs 14.8 mo; mOS43 5 H66.8 vs 53.7 mo; RWITEFEISHI46.7 vs 30.6 mo,

[#]: MONARCH-3 PFS¥{#&E [#]: MONARCH-3 0S%y#E

100 A ITT population

Patients Events

Abemaciclib + NSAI 323 213
Placebo + NSAI 165 137

90 Patients Events

Abemaciclib + NSAI 328 198 (60.4%)

80 Placebo + NSAI 165 116 (70.3%)

g
g 60 ; =
s 29.0 months (A = 14.3%) € o
g 50 . " =
; $4.8 monthe o e _ 66.8 months (A = 13.1)
S 404 <
a B, 53.7 months
¢ g 4«
g. 30 o
& a0
204
10 Log-rank P < 040.001 ' .. Log-rank P = 0.0664
HR = 0.535 (95% CI 0.429-0.668) 191 HR = 0.804 (95% CI 0.637-1.015)
0
0 6 12 18 24 3D 36 42 48 54 80 66 72 8 84 90 ] 03 & 12 18 24 30 38 a2 a3 51 B0 68 72 78 8a @0 36 102
Time (months) ) ) Time (maonths) ) -
Nurnber at nsk Number at risk
Abemaciclib ¢ NSAl 328 251 209 173 143 121 99 86 76 61 54 45 41 39 n 25 10 Absmaciclis+ NSAI 320 304 281 266 247 229 21 199 187 174 156 144 131 "7 104 ] [ 8
Placebo 4 NSAI 185 114 84 61 5 n 21 19 15 13 11 r 5 5 5 3 0 Plazebo + NSA) 165 155 148 138 127 116 104 a5 84 73 62 56 51 a7 40 37 28 1
FRIKIR: ASCOEM, EFIEHZFHMTAmEIE FTRIKIR: ASCOEM, EfFIEHFEFMFAERR
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HR+/HER2- mBC—Z: 2R = BHHIATT FE &Y EEi%

GUOSEN SECURITIES

- EX/%FHIHR+/HER2- BC—&THZARHRZ AHRATFE . S TAIMIZAIHR+/HER2- mBCEE, F4ERIEE (55—XSERD) 2EXFEA
FE, BEMPFSAES 6NA. W TFIHFELBMRTEE (WESRImut) , BHETIELATTHIREE IEIR.

El: SYERIEPFSEIE 5 : SYERIEOSH IR

Progression Free Survival (ITT Population) Overall Survival (ITT Population)
1.09 1.07
3 0.9 Fulvestrant 250mg ety 0.9 Fulvestrant 250mg L
= Fulvestrant 500mg r— Fulvestrant 500mg
S [+ 0.8—
8 G VL. SO SO
¢ 8 0
g $ 0.6
@
g o o S ek RO s A BRI AT
-4 é 0.4
k-]
c god W .
S s i Loy
g 0.24 PN
a 0.1
0.0 T T T T T T T T T T T T T T 1
0 3 6 e} 12 15 18 .21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time (Months) Time (Months)
Number at risk Number at risk
Fulvestrant 250mg Fulvestrant 250m
Fl?hzgs"z;:t 5(1)8:719”9 85 66 43 33 25 13 12 4 3 1 1 Fshza 344 53616:“9293 260 233 194 140 107 72 51 30 18 11 3
ulvestrant
362 228 173 147 113 92 71 51 37 24 13 11 7 4 2 362 336 313 g277 251 231 194 155 116 80 56 42 29 20 11 2
ERRIR: RERBARIEAE, BEIESEFMRER ERKRIR: RERBHARITIAR, BEIESEFMRER
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GUOSEN SECURITIES
: HR+/HER2- mBCXJCDK4/6i+ET R 25451

ET Resistance

( Activation of ) ' : ; .
PI3K/AKT/mTOR E | Kinase Resistance
pathway \

CDK4/6 activation
CDK6 amplification

| RB loss of function
Estrogen
precursor Estrogen

_______ ' ' Activation and
...... overexpression of TK1
s Cyclin €

Aromatase
A Activated estrogen receptor SR

(Bh A By Cell cycle
Activation of cyclin E-CDK2 axis " E2F progression

(

Mutated £SR7

Overexpression of CCNE1, 2 or CDK2

Al-Qasem AJ, et al.'

FRRIE: fLREM, ESIEREFM7ERE
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HR+/HER2- BCTE{ER# i EHIIGAKR T K ‘ ESiES

GUOSEN SECURITIES

mﬁm AT 28 B AR =R . ESR1EE4REBER a , ESR1Z8TF (ESR1mut) FIRESEIER o 811k, BAMMETMANTERERFZ
o 1138 BIHR+/HER2- %$%¢NMmh*,ﬂmmrkﬁmﬁwWhﬁ MIEZABITHEES, SBHH04MEBEETE
ESR1mut AR A M. ESRImutBEFERARETBHNIGKREERZE, FH—1~oral SERD. ER PROTACEH A #E 5¢ AR 254 .

BEEZASATHEBEAEH#H—FTEK. APWETT EHR+/HER2- BCEE A%, CDK4/6i XA FES—%MAMAaTT (Al B
mPFSM 14716 N B RIBEK E26"2810 B . AT, —ZkiafTiHHRE, CDK-cycliniBiE a9y Fikit £, &R REEE
JTHIMPFS{Y A5~ 64N, 5CDK2ipBX BB — ST ACA 53 bR TT RV E] .

ZHHAYNEFRIRTAEELEKRUITEFHA. HR+/HER2- BCEEZE X FHIR K, AWaTTiE, SHEHEIRNZEY (PI3Ki. AKTI,
KAT6i. ADCE) BEFRER, #HRWTaFERARIE), RBRAZRENEFRTSHRER, EBEEZHR+/HER2- BCHI™ 1.
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GUOSEN SECURITIES

BITIRBRE: CDK4/65R e TT B9 F AY EEILE

CDK—cyc | i nif B& 1435 3T F HbFE#0 /8%
ESR1m TMiRtE P1K3CA/AKT/PTENm
w3, E men S 2 g ¢
X o~y < S %
5 3| R84 5 < AR 22
"""""""""""""" fﬁ;ﬁkf—\
ARk
= ;FIIE T = — S -
2/ ﬁ B % E —> g or 8 <3 -- g % ;
A\ N\ o ¢ ~ <
[ L
E=T | ADC (TROP2HER2) |
A

BEIRIKIR: NCCN, clinicaltrials. gov, EfSIESRZFMAMEE. i: ABUERTERMNTTE, ERVERTLTIRKN R,
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HR+/HER2— mBG3AFT i FRAL B A oA T &Y BEis

GUOSEN SECURITIES

i ET 1L ET 2L 3L+

f (B [e]MERER) (¥B[=)ER)

¥ Al FUL BT

i: | ;;::::::::::>\

] A1+CDK4/61 S RUL BT ADC

“ ‘ \\;:::::::::::j>\

o e . SERD *

. ' ESR1m | C

I Leemese- . ER PROTAC \

1. . . FUL+PI3Ka i/AKTi

& |_PIK3CA/AKT/PTENN | >

AI+CDK4i FUL/SERD+CDK2 i 1) KAT6 e

ii | :}

2) ADC* 10

} 3) EAFRHHIZEH

1 | | | | |
oo 12 24 36 48 60 mo

ZRIKIRE: NCCN, clinicaltrials. gov, EFIEHFEFMFEEEE
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| BB | HR+/HER2- BCHE7E sk #5:

5 & HY Il R 35 5K

I | mosarr: SHiNES FaE SR

| BN | cok#psIz . ETEEF k4,

| A |

| B | /| a5E
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PI43 334 T 2HR+/HER2- BORYEL A FFE &Y EEIS

A5 ibia T K%L = BRI R ME AR ES1ER .. REE, FRENRTERB THSELENEWL, FTELEAFF (A1)
AE—ialr PR AKIBRR AR R T —%iaTitRE (WHERZHERFBFKFETHAFETIHER) , e TRENRZE
oD/ REAREST (SERD) AT LAZAEER 1% R BT =5 S@ERAER

B: EHRESERSEEEY

testosterone

Aromatase Inhibitors SERMs SERDs
(anastrazole, letrozole, exemestane) (tamoxifen, toremifene) (elacestrant, fulvestrant)

estrogen

2 ) -
g,a;cvn*s;,u;avqyu,e,mjglq FEIRRTETE SHITSVET ST ll H MM

Activate ER target
genes leading to
cell proliferation

ZERIKIR: A Bardia, et. al., Future Oncology, E{RIEHLKFIARTEEIR
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ESRImut 2R ET RN EERRZ — AY EEIis

e ESR1ZZRIZER a BYEE, ESRIMRT T E L F FEACiALE S8 (D538G. Y537S%) , ESR13EZT (ESR1mut) AIRESEMER a Ht, EIARE
B AMMEMTTLUBSE TR, FREXASWETT (Al M. B5—F5 M, ESRImuttsn]E S EER4SERM, SERDAYISR TF%.

«  A;BHIHR+/HER2- BCE & FESRImutiL L, ITAIMIR LML HIEIK; MIBEZFALRTRIEE S, £BFZ30% 40%8) B & =4 ESRImut,
HM A A MTZE. ESRImuttE BAS BTN ANTERRZ—.

E: ESRImutRIAISBATT AR EE
Wildtype ER ESR1-mutated ER

Possible ESR1 o
mutations V -
< 2
e "“ o —

\  D538G Y5378 |

\

. \\\} | / \\\l‘ r “ /

&

e B 4

.y

Classic ER signaling Active in the absence of estrogen

FRRIE: fLREM, ESIEREFM7ERE
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R BE3EHEESR1mut HR+/HER2- BC 2Li&E NI fE 4 E{Eil S

GUOSEN SECURITIES

o XHiEEf (elacestrant) B—FFBloral SERD, BIRFDAHLE, ATiATT E VST —4&I4Tr, HESRImutAYHR+/HER2- BCEE . 7
— IR EE X R BRI BE AR B R FERN A e T (REREEAIHIFIF j& HR+/HER2- mBC 2/3LAYEEAI3HAIGEK (EMERALD) &, X
F B BEAEESRImut B9 2B & dh ot Eb X BB4A BUABPFSHERL (mPFS= 3.8 vs 1.9 mo, HR=0.55) .

- RXWFEMNXRMISKEIERA, EESRImutK)BE S, FBloral SERDEEMH L MUERBFEHFAVIMARIRE -

B: ¥RIT)EEHR+/HER2- ESR1mut mBC 2/3LA%U4EHIE

Table 7: Efficacy Results for EMERALD (Patients with ESR7 Mutations) Figure 1: Kaplan-Meier Curve for PFS in EMERALD (Patients with ESR7 Mutations, BIRC
ORSERDU Fulvestrant or an Aromatase | Assessment)
(N=115) Inhibitor
(N=113)
Progression-free Survival (PFS)®
Number of PFS Events, n (%) 62 (54) 78 (69) §
Median PFS months® (95% Cl) 3.8(2.2,7.3) 1.9(1.9,2.1) E
Hazard ratio® (95% Cl) 0.55 (0.39, 0.77) g
p-value® 0.0005 ]
Overall Survival (OS) £
Number of OS Events, n (%) 61 (53) [ 60 (53) T
Hazard ratio® (85% CI) 0.90 (0.63, 1.30) E
g
p-value® NS* o
Cl=confidence interval; ESR1=estrogen receptor 1
2 PFS results based on blinded imaging review committee.
® Kaplan-Meier estimate; 95% Cl based on the Brookmeyer-Crowley method using a linear transformation. B i e SV O I OO WA e e
¢ Cox proportional hazards model stratified by prior treatment with fulvestrant (yes vs no) and visceral metastasis 0 1 2 3 4 5 8 T 8 0 10 11 12 13 14 15 6 17 18 19 20 21 22 23 24 25
(yes vs no). Time (months)
4 Stratified Iog-rank test two-sided p-value, 1 Elacestant 115 105 54 46 35 33 26 28 21 20 16 14 11 @ * 5 5 &4 4 1 1 1 1 1 0

2 Fulestrant or an Aromaiase infebitor 113 86 39 34 18 18 12 12 @ 8 ‘ ' 1 1

= NS — Not statistically significant.

FRPRIE: NERARRAR, BREIESEFMRAEE
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FEWTHYSERDFEHR+ BORY-ELRIATTIIBIRKS &

‘ EiSitsH

s BRTERMZ-ZKERENXNAEFZI, FLKE Imlunestrant EEFDAIER T EHERIE. T KHIGiredestrant 70 Fa &7 F1 B 49

CamizestrantfEZL IR EMIEAR T EE RS E, TEHR+/HER2- BCHY2/3L. 1LLARAEEETT M ERIE HN T 3E AR

m o

«  [E/FHRYSERDH, #HAFEHIRID-0502, (B EZHHIHRS-8080F05E A 25 AIS IM0270 B #EN B Zkia T RISEAIIG R (FRED

F<: SERDETKfiL#&E (HR+/HER2- BC)

A =i FIH Rt HENaTT 1L 2/3L
EkIEK
I# Elacestrant 2015.01 kM ELEGANT (&7&|monovs Al) £ (ESR1m|mono)
: ADELA (ESR1m|+EVE vs elacestrant)
1Lk Imlunestrant 2019.12 NDA EMBER-4 (=1&|mono vs Al) NDA (ESR1m|mono)

persevERA BC (+PAL vs Al+PAL)

K Giredestrant  2017.11 ph3 ph3 (ET##|+CDK4/6i vs FUL+CDK4/61)

idERA BC (F&1&|£ABE vs Al)

CAMBRIA-1 (15 1& | mono vs Al)
CAMBRIA-2 (F&1&| = ABE vs Al+ABE)

. SERENA-4 (+PAL vs A+PAL)
FIRFIR Camizestrant  2018.10  ph3 EVOPAR-BRO1 (BRCAM|+AZD5305+CDKA4/6i)

Olema  Palazestrant 2020.08 ph3

FIEIE  Amcenestrant  2017.09 RIELRIE AMEERA-6 (mono vs Al) #&1k AMEERA-5 (+PAL vs Al+PAL) k1§

s EEEK

#wHEY D-0502 2018.03 ph3
18fEZL HRS-8080 2022.02 ph3
FeEZl SIM0270 2022.05 ph3

evERA BC (+EVE vs ET+EVE)

SERENA-6* (ESR1m|+CDK4/6i vs Al+CDK4/6i)
OPERA-01 (mono vs ET)

AMEERA-3 (mono vs ET) kK

ph3 (mono vs FUL)
303 (mono vs FUL or EXE+EVE)

301 (+EVE vs FUL or EXE+EVE)

BRIKIE: Insight, EEIFSZ55A3TATEEI2, *SERENA-6RcamizestrantfE— 8T ERATHIER . 3. FHHRFMHIEK.
ABE: PUDIFaF; PAL: WRAAFEF|; EVE: {KERT]; FUL: RERIEE; ET: ANMIATT; Al: FEUEBDFIF; EXE: KAEE,
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SERENA-6: Camizestrant¥EiHZ “1.5L"

EiSitsH

GUOSEN SECURITIES

oy

: SERENA-6IEFKiit

e

Screened, N=3325

Patients on first-line
Al + CDK4/6i for 26 months

* Female/male patients with
ER+/HER2- ABC*

+ All patients that have
received Al + CDK4/6i
(palbociclib, ribociclib, or
abemaciclib) as initial —
endocrine-based therapy for N=315
ABC for at least 6 months

« ESR1m detected in ctDNA
with no evidence of disease
progression

BEUFIZEXZENERERREN NRERAER

@

testing
(every 2-3

W n=548 n=315

ESR1m surveillance, n=3256

Patients with ESRTm detected,

791

Randomized,

Positive on first test: 51%*
Positive after 2-5 tests: 38%*
Positive after >5 tests 11%*

Camizestrant (75 mg qd) +

continuing CDK4/6i Primary endpoint

+ placebo for Al

PFS by investigator

Stratification factors assessmont (RECISTvIL1)

» Visceral vs non-visceral Secondary endpoints

« ESR1m detection at first test vs at a

subsequent test » PFS2**
« Time from initiation of Al + CDK4/6i to
randomization: <18 vs 218 months « OS*™*

« Palbociclib vs ribociclib vs abemaciclib
+ Safety

Continuing Al (anastrozole/

Patient-reported

letrozole) + CDK4/6i
outcomes

+ placebo for camizestrant

Treatment continued until disease progression,
unacceptable toxicity, patient withdrawal or death

FERIKIR: ASCOEM, EEIERSA TR %S




SERENA-6: Camizestrant#Ei®] “1.5L" ‘ E{EilE

GUOSEN SECURITIES

«  SERENA-6R—IN%tXESRImut BEAE—ZIBTT R IGFIHRERT, XttbcamizestrantBX& CDK4A/6i S4F4EA I BL A CDK4/ 61 HISHAIGPRIX LS
HR+/HER2- BCEEE —Z%1EFAIBEACDKA/6i A T IT 2R, FEFESRImutBI4E I8 (ctDNA) |, #&MF % BESRImut B B ZFEH S L =
camizestrant+CDK4/6i 40 (XIS 4H) E{AI+CDK4/6i4B (XFTHBLH) . RIGLERFKAH, camizestrantfE s B EIRFHPFS (mPFS=16.0 vs
9.2 mo, HR=0.44) , LAKPFS2 (HR=0.52) ; PFSHURIMIESZNLHER—H M. F HcamizestrantBx & CDK4/6i BE W5 HE 28 B & QoL Y%
1.

: SERENA-6 PFSH¥{iE : SERENA-6 PFS2¥1E
s s & SEREI
= 2 . 2 £ SERENA -
Primary endpoint: Investigator-assessed PFS Second progression-free survival (PFS2) ey
Key secondary endpoint COK4/Bi (N=157) | COK4/81 (N=158)
Camizestrant + Al + PFS2 events
CDK4/8i (N=157) CDK4/8i (N=158) -
S — , Adjusted HR (95% CI) 0.52 (0.33-0.81); P=0.0038
100 4 PFSevents A 100 100 ¢ [interim analysis threshold P=0.0001]
% - Median PES (9% CI); months 16,0 (12.7-18.2) 92(7.72-95) %0 Sy
50 \\ Adjusted MR (95% C1) 0.44 (0.31-0,80); P<0,00001 80
70 3 - 70
] A+ cokasi 60.7 _ =
z a0 Camizestrant + COK4/8| 7 60 Camizestrant + CDK4/6i
@ 50 - o 50 - .,
- 40 > & 40 4 L
b X -
30 b | 30 g
oo B oo Ra:| Al + COKA/6I
10 10 1
0 T T T T T T T v 1 0 Y T T T T T T )
0 3 6 9 12 15 13 21 24 27 10 33 0 3 e e 12 15 18 M 24 27 30 33 3%
Tima from randomizabon (months Time from randomezation {moaths)
Number of patients at risk Number of patients at risk
Camzastrant + JKAE 157 134 105 32 83 49 { 7 L Camizestrant » COKAE 4 20 3 39 ! 2
Al + COK4AG 158 124 3 55 2 17 4 3 1 0 0 0 Al = COK4S 156 144 a6 78 55 38 25 12 7 5 1 0 0
FRRIR: ASCOEM, EfSIEHEFMRAMERE FRIKRIR: ASCOEN, EFIEHZFMTAEE
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VepdegestrantZEESRImEY2/3LEE kB4R &

« ER PROTACZER[SJERHIE BFE#EF, VedegestrantZArvinas/#Es & BI—FKER PROTAC. Vepdegestrant2 2025468 [a]FDAIEAE
Mg, AERAENIKI_EFHAIER PROTAC,

o  E—IXIEtVepdegestrant F1 & 4t 5] Ef 54 7HR+/HER2— mBC 2/3LHY R E BI38AIGK (VERITAC-2) H1, VepdegestrantZEESR1mutBysE &
T EE B4 R BEEVSPFSIES. (mPFS= 5.0 vs 2.1 mo, HR=0.57) .

VepdegestrantBx & WA T F|—L&;ATTHR+/HER2— BCRU3EAIGAR (VERITAC-3) B4 1E; vepdegestrantBt& EH M CDK4/6i B CDK4 i —&k
JATTHR+/HER2—- BC, AKX BZ4F4EBNI&TTHR+/HER2- BCHY2HAIRIR IEFE# 1T,

‘ EiSitsH

GUOSEN SECURITIES

: Vepdegestrant vs BAER)EFEESR1mut HR+/HER2- BCHAPFSEiE &]: Vepdegestrant vs S®4ERIEFFEHR+/HER2- BC (£ AEf) HIPFSEIE
100 Vepdegestrant Fulvestrant 100+ Vepdegestrant Fulvestrant
— Vepdegestrant =136 =134 -~ Vepdegestrant n=313 ne3t
90+ - Fulvestrant Median follow-up, months 74 5.0 901 — Fulvestrant Median folow.-up, months 74 72
80 Events, n (%} 79 (58) 95 {71) 80 Events, n (%) 186 {59) 198 (64)
70+ Median PFS, months 5.0 21 704 Median PFS, months 7 36
§-month PFS (95% CI): (98% CI) (3.7-7.4) {1.8-3.5) {95% CI) {3.6-5.3) (2.2-3.8)
g % B Stratified HR (95% CI) 0.57 (0.42-0.77) S ' Stratifled HR (95% CI) 0.83 (0.68-1.02)
» 50 ‘ 2-sided P<0.001 » 50 2-sided P=0.07
uw rid
Q.  40- 40
30+ a0
20 20-
o 16.1-31,2) 10
0 T _ T T T Y T T T T r T 1 0 v T T T T Y T T T T T 1
0 1 2 3 4 5 6 7T B 8 10 11 12 13 14 15 16 17 18 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
No. at risk Time (Months) ocre ey Time (Months)
sodee ’ 1 IM 87 7 T . 8 37 2 bt 14 10 4 j . spdepesirant 31 Wt RO 113 o va 1 " ; 28 a
134 123 62 32 0 23 W % 9 J ! - ! ! L ! v ! ¢ Fulvestrant 311 202 162 143 ! 98 58 &4 i B 23 12
FRRIR: ASCOEM, EfSIEHEFMRAMERE FRIKRIR: ASCOEN, EFIEHZFMTAEE
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EiSitsH

GUOSEN SECURITIES

PISSISATT: BHLEIS T R R RT

CDK-cyc | inid &% R 1 B H 5780 /WL T

ESR1m FWiRE P1K3CA/AKT/PTENm !

1L 2| % i D MEEEETFER
@ (A mEERIED 3

S - BEEFIE, FOE

; / - DT HEHTER; ;

____________________________________________ e ' 2) SERD/ER PROTACE |
. TEESRImut BEPIIIE

= O - TREREETENM

s v < L |

;IIE T = i 5“5[']"_:]:1.; I

2/ T —» | DL or 8 : :
4 a o | |

3L & 4 i ' 3) SERD/ER PROTACHE |
A | BE—ESBEAT

- PEEMER, AR

R - —HIRRYIE . 5

T i a
= = 5 i i
H&WTT '\\ /}

BEIRIKIR: NCCN, clinicaltrials. gov, EfSIESRZFMAMEE. i: ABUERTERMNTTE, ERVERTLTIRKN R,
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H3x

| BB | HR+/HER2- BCHE7E sk #5:

5 & HY Il R 35 5K

| | Wossars: s FaE SR

| BN | cok#psIz . ETEEF k4,

| A |

| B | /| a5E

BEUFIZEXZENERERREN NRERAER
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CDK4/6i S ET2HR+/HER2- BCAISY & T B AL &Y EEIiS

GUOSEN SECURITIES

Cyclin—dependent kinase (CDK) Z4fEEHA AT XS F, cyclin DEIECDKA/6F B NiFiBEg, (RiH4HpEEFE. Cyclin D-
CDK4/6FEERSTEEM (BIEFLAREE) rIeeid EHUE, SEMEMEREESE K. CDK4/630%5] (IRHEFFI/palbociclib. il FaF
/ribociclib. BADIFEF/abemaciclib) T IKFDANLER TIATTHR+/HER-FIFLIRER S, HEZEKTREENERY. EREHNZL
RAFBEZERBERALFIE, KEFTTUEHIGFISE4ERTE, —%i "% aTTEEAHR+/HER2-ZLIR 2 E

WRAATF] . EmE FaFF0p I A FI2024FE A1 EEIR130{2E €, FutRETLEH —SEKHZE . CDK4/6i E—EiETT P S5AI B XIE
IBHTPFS; AW, —&RiATTHZARE, B/ HECDK-—cycl in@RERFHLEIY T, SBZL&BHETATTHIPFSEIE .

F: TIRFDANLE LT RICDK4/ 63 B: 2PRCDK4/6HNHIFI A

7= Wk AA G F B 8 P Ay DL ) Global CDK4/6i market is large, and still growing
AF] ST i Lk 5208 M CDKA4/6i global branded sales

Jur— 2015 2017 2017 182 M Consensus forecasts

wEhaTT — 2024 2021 z:iz

—4
%%

$128

2015 2017 2018 $10B

m @

2016 2018 2017 8B
$6
245 55E ([EER) 43.8 (-8%) 30.3 (+46%) 53.1 (+37%) $4
$2
BRIKIR: Insight, ESIEHZR MR — lI
$0B
Q

e2)

6 © ® q
N N N N
B B D o o

BREIR: BFANEN, EEIESFEFMRMERE
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CDK4/6i iFE—EN R 2407 ‘ ESiES

GUOSEN SECURITIES

COK4/63HIFIEKIAN AR SMRmZEXE, EIUNARENEBIENLAFESE. BESY. K&K, B2, L. 2. 2/
RAERE) IDHARE. TiEiAK, XHTFCDKORIHNEIRCDK/6i =4 MF¥ BT EREHE.

URAE PR IR f0 FIANPR] DL A FIECDK4. CDKORYIEIEM, H=H), AU4ANEFmAE—CESR: M AEFIXTCOK4R)EIFMEE, BE
ATt S $0[5)CDK2, CDK9ZFFE . HHT 3= RUCDKAXTCOKOADIEHE M, Al DL I Xt bE Uk 48 78 7l FnEe il fo F R L B R B MMi% =& 1%, BER
FEMISHEYE, XRIWEEZHES. ZHEFRRN.

Palbociclib Ribociclib Abemaciclib

O . Q Y L e
0 P:I N\\/n N. @/ NYNYN>_ (O \/N\./'[ N N/k\N‘ /1”3_
s} = I/Iil U\ (\N N N\/"\-'/ N H \I \NI
N/\ HN\) / F

Bl : CDK4/6i RIS R RIXTEL

L
Heme toxicity HEp Neutrapenia Neutropenia Neutropenia
Gl toxicity - Low Low Diarrhea
Suspected cause Inhibition of CDK6 Inhibition of CDK6 Off targeting of CDKS,
of key toxicity ‘ / \ GSK33 and CAMKIIs )

FRORIE: BFMNERN, EEIESEFMRAEE
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CDK4/6i —L BB XTLE

EiSitsH

GUOSEN SECURITIES

e

F%: CDK4/6i—£& A THR+/HER2- BCIEFR#HEXTEL

7= : URAEI PG Fi i BhR R i B DL E

NG| : W : Pt : 1Lk

[23 E PALOMA-2 E MONALEESA-2 E MONARCH-3

BhER | ph3 | ph3 | ph3

R R | Rk SR | BRIk SR B R E R A Al
NEAH : 444 222 : 334 334 : 328 165
FE££CDK4/ 6 {5 FB 1:|:1§|Ji 11. 8% 26. 7% i 21. 7% 34. 4% i 11. 6% 31. 5%
B | | |

ORR E 42.1% 34. 7% E 40. 7% 27. 5% E 49. 7% 37. 0%
mPFS | 24.8 14.5 | 25.3 16.0 | 28.2 14.8
HR E 0.58 (0.46-0.72) : P <0.001 E 0.568 (0.457-0.704) : P <0.001 E 0.540 (0.418-0.698) ; P=0.000002
mOS : 53.9 51.2 : 63.9 51.4 : 66.8 53.7
HR E 0.96 (0.78-1.18) : P=0.34 E 0.76 (0.63-0.93) : P=0.008 E 0.804 (0.637-1.015) ; P=0.0664
REMEIE (6r=3) | : :

AE E 98.9% (75.7%) 95.5% (24.4%) E 98.5% (81.2%) 97.0% (32.7%) E 98.8% (58. 4%) 94. 4% (24.9%)
b e £ B : 79.5% (66.5%) 6.3% (1.4%) : 74.3% (59.3%) 5.2% (0.9%) : 43.7% (23.8%) 1.9% (1.2%)
Skl e E 39. 0% (24.8%) 2.3% (0.0%) E 32.9% (19.8%) 3.9% (0. 6%) E 22.0% (8. 6%) 2.5% (0. 6%)
=3l | 24.1% (5. 4%) 9.0% (1.8%) | 18. 6% (1.2%) 4.5% (1.2%) | 31.5% (8. 6%) 8.1% (1.2%)
RE55 E 26.1% (1.4%) 19. 4% (1. 4%) i 35.0% (1.2%) 22.1% (7.9%) E 82.3% (9.5%) 32.3% (1.2%)
SHIETHHAE I 9. 7% 5.9% I I 25.1% 4. 3%
SHECDKA/BIRIAE ! 7. 4% 4.5% E 7.5% 2.1% E

FIRRIR: URFAEF . TOREA . FMNAMNARIRAS, BEIESFEFMRMER
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GUOSEN SECURITIES

CDK4/6i 3 BhiaTr #aExTEL &Y EEILS

F<: CDK4/6i%BhiATrHR+/HER2- BCIfE PR ¥ iEXTEL

FEER ! W 48 78 F1) ! B8 A ! B D1 7 )
1 1 1
NS ! &5 ! B ! Lk
123 E PALLAS i NATALEE i MONARCH-E
Y ES : ph3 : ph3 : ph3
1 1 1
1 1 1
! VBZRIMBES; stage |1-111, IAHIBEZEDHINM v e mmws s (> 4% m s .
4 :$\ 1 SREET 73 . _ 1 4E1A i (=l F g K . ; 0 5 '%—IH'J%E—@—IE; lﬁlgkmﬁﬂ Si“'l#*etﬂlzﬁri’ EJZ1‘31M
N : BEFIABER; stage |1-111 D, THEL ﬁ%@&%gﬁﬁ%m 67220% TME ™ mx it B Bl >5onsk LS FHIHKI-67>20%)
1 1 =A Y B 1
1 1 1
RBH= | IEASTE FI+ET ET : R A FIET ET | B P FI+ET ET
1 1 1
CDK4/6i75 % | 125mg QVAH=EE—FE, SKBEE | 400mg AZH=AE—F, BK=F | 150mg BIDELIFAZS, RKHEE
1 1 1
NBEANE ' 2883 2877 ' 2549 2552 ' 2808 2829
1 1 1
B E ! 3y iDFS rate=88.2% vs 88.5%; HR=0.93 ! 3y iDFS rate=90.4% vs 87.1%; HR=0.75 ! 5y iDFS rate=83.6% vs 76.0%; HR=0.68
1 1 1
REMHIE (Gr=3) ! ! !
AE i 99. 4% (72.9%) 88.5% (15.0%) i 97.9% (62. 6%) 87.1% (17.9%) i 97.9% (45.5%) 86.1% (12.7%)
R 20 Bk /D : 82.8% (61.3%) 4.8% (0. 4%) : 62.1% (43.9%) 4.5% (0.8%) : 44. 6% (18. 6%) 5.0% (0.7%)
1 1 1
£ 4 AR D | 54. 6% (30.2%) 7.3% (0. 1%) | : 36. 8% (10.9%) 6.1% (0. 4%)
1 1 1
21 ' 23. 4% (0.5%) 5.4% (0.1%) ' ' 22.9% (1.7%) 3.2% (0.3%)
1 1 1
B85 ! 16. 4% (0. 7%) 5.0% (0.2%) ! ! 82.2% (7.6%) 7.1% (0.1%)
1 1 1
SHFCDKA/6IHIAE ! 27.1% o ! 18. 9% —_— ! 16. 6% e

FRERIR: URAEEF. ERARN . MIAMNARIRASE, BEEIEFEFHRAERE
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CDK4i B §E32FH0DK4/6 1 B &M FIGHE AY ESILS

o ETXICDK4/6i AIREFERNA R (MUK ZARIE) , BIRHAA TiRFEMERAICOKA |, BidIEMNsTCOK4RIHNHEEMEIRA BRI, [RFIET
WL X CDKORAMFI LR D iR FA A R . 5NN IEZRAA, #EERAICDK4i Atirmociclib (PF-07220060) EBRHAIEFEMAEMTE
T HYCDK4/6i .

: CDK4iF1CDK4/6iXFEE

Relative CDK4 vs. CDKG6 Selectivity of Atirmo

Rationale for Selectively Targeting CDK4 While
Sparing CDK6

and Approved CDK4/6 Inhibitors?

Increase CDK4 Minimize 33-Fold
I“hibition AES Not intended to compare efficacy

or safety across these molecules

CDK4 Selectivity
(CDK4:CDK®#)

Maximize Decrease CDK6
Efficacy Inhibition

FRORIE: EEREN, ESEREFMpERE
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HEEERAtirmocicl ibEEB7ERFIC CDK4i ‘ E{Eils

GUOSEN SECURITIES

. Y"Atlrmoclclle{/-\ETE’] FIECIFFS AL BIpht GRS, HH33% 52HR+/HER2- mBCEEIES Tatirmocicl ib+E 4 T B ok Sk thmk iy
BT, BENELPALEITERE NG, 25 ANVHMERIEE D, cORR=32% (H1FECR=1, PR=7) , CBR=61% (20/33) , mPFS=8.1 mo.
E?%,F“E’JE, BEM N SESR154P I 3KEEKAIRT LK.

« ZEMSHE, REIEITEAE (/Gr=3 TEAE) Fhtkifmpam > (54.5%/18.2%) , FESE (42.4%/0%) s (42.4%/3.0%) , RAWE
24/5%TEAE., 14 (3.0%) BEETEAELILETT, 5% (15.2%) BEHTF ng/rJz/, 107 (30.3%) EBEREITPET.

E: Atirmocicl ibBA&ETRLREITHR+/HER2- BCRYB X HE
CDKA4i + Al Phase 1 Trial'

Prior lines of therapy 4 (range: 1-11) Kaplan-Meier

60 . . o 1.0
il ' Prior CDK4/6i 100.0% - N=33
40 Prior chemo for mBC 69.0% 0.9 o
- PFS (95% CI)
30 ' Prior fulvestrant 69.0% 0.8
P e ' Median 81m
10 07 ens (5.3m,10.9 m)

©

2

c

2

]

0 PR CR i

PD PD SD SD PD SD hol
410 l. II §06-
-20 - a 0.5

20 e O EEEE- | 5

-40 - o
504

-50 5
-60- Confirmed ORR: 32% (8/25) 203+

-70 - Z
-80 - s 0.2

-90 2]

o

°©
i

-100 PF-07220060 + letrozole
B PF-07220060 + fulvestrant

Best % change in target lesion size

o
o

012345¢67 8 9 10 1" 121314151617181920212223
Progression-free survival time (months)

Available therapies in this setting: ORR <10%, mPFS 3.8 months?

BRRIE: EREN, ESIESEFRAEE. 3. CBR (IRKIKE) #5CR. PRaG24E L _EHISD.
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Atirmocicl ibZEMHIRIEXT/BILTCDKA/6i 1Y,

71 S ¥4

B: Atirmocicl ibEX& BT EF SCDK4/6i XA RAEREHNREMITEL

EiSitsH

GUOSEN SECURITIES

£

URARF A FiEn K AR E S, URMNAFMNESRIEANAFLLEERNTREEY, EEXBALLEH, atirmocicl ibR)F
HlisRBERTHEERNRZE M HE. EMNZR e RE BRI AI B E EMAN R RREILREIIEMNE .

Atirmociclib Palbociclib Ribociclib Abemaciclib
Treat t-Related + FUL + FUL234 + FULS® + FUL78
A’Eea HEONL=FaAe (N=36) (N=345) (N=483) (N=446)

S
PURCTEGEN e = Xl All Grades | Grade 23 | All Grades | Grade 23 | All Grades | Grade 23

% % % % % % %
Neutropenia 36 1" 83 66 69 53 46 27
Diarrhea 19 0 24 0 29 <1 86 13
Dose reductions
due to AE 8 34 33 43
Drug discontinuation
due to AE 3 & 9 16

FRORIE: EEREN, ESEREFMpERE
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CDK4 i 7] §E #EHR+/HER2—- mBCHY—%£k;a 77T - XTCDK4/6i e R &K & E{Sil5

GUOSEN SECURITIES

« ffatirmociclibBk& e —2k ;8 THR+/HER2- BCAYph1/2allafR, H£BEMZEBEET TAtirmocicl ib+REAMAYETT, ERTRER
B cORR=61%, CBR=94%, mPFSKiLZ|. & MAFmE, EIWHTRAE (/Gr=3 TEAE) A MK AR/ (62%/24%) , FEE
(3%/0%) , ETRAESEBIFIZ R ELHIA%, ETRAESERYIATT& IEELH] 3%,

o AtirmociclibBtEeine (SL3tskiist & %IFAICDKA/6i BES Sephms) —4%547HR+/HER2- mBCHY3HAIGKR (FourLight-3) IEZEBE(TH.

El: AtirmociclibBtE JEphnEs&FrHR+/HER2—- mBC 1LAYEM ML HiE

20 R R R L I ——
Treatment Related AEs
o —

Ph1/2: Atirmo + Letrozole in 1L HR+

20 HER2- Metastatic Breast Cancer (N=34)'
""""""""" ) | |AlGrades |Grade3/4
-407 Neutropenia 62% 24%
-60 Diarrhea 3% 0%
61% cORR' Dose Reduction 9%
.80 94% CBR1 dl.k to TRAE
s SD = PR mPFS not reached Atirmo
Discontinuation 3%
-100 - due to TRAE

cORR and CBR largely independent of PIK3CA/AKT1/PTEN gene mutations

FRORIE: EEREN, ESEREFMpERE
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CDK2 i AT &L ARSACDKA,/ 6 i T 25 8% (550 AY ESILS

« CDK2F0Cyclin Eth 24HAaEHIEITRIR# > F, HDHICyclin E-COK2R] LABI{K Iy 4R XTCDKA/6i IR KL, BHFEZIXBEAREMNFA
AINE R . CDK2[E]ET 2 58 & XFCDK4/6i THZ5 R T sEHL &I 2 — . #EERZENRAR 70 I U Sk M 25 RO FL AR Fa AR BY fh 1) W 22 21 7 CDK2 i #ACDK4 i BY
W EIIR . F B AEPALOMAIRIE B E E 43 #reh W E2 2 7 &iCyc | in ERVEFEZRIA SEmPFSEIE X4,

[E: CDK2RY4ETR{EFI LA CDK2 i AT REBI{E A M 1

CDK2 is Associated with Tumor CRISPR Screens Support Cyclin E/CDK2 Gene Expression Analyses from
Growth and Activated by Cyclin E | Complexes as Drivers of Resistance to CDK4/6 § Phase 3 PALOMA-3 Trial Support Role
and Cyclin A Inhibition in ER+ Breast Cancer Models' for CDK2 in Resistance to IBRANCE?
e CDK2i HCC1428 Genome Wide Palbociclib HR: 0.32
| (IBRANCE) Sensitizer Screen 15 (95% CI: 0.2 to 0.5)
Cyclin E-CDK2 E NSIEZECTaCres 7 S
yclin A-CDK2 RE1®
2
3 o 10 HR: 0.85
. - re (95% CI: 0.58 to 1.26)
5 5 ::?:N.A“o" 3 g 5
oG . CELL ] 5 5 4
61 o CYCLE g s
coli _pfqmu g
to divide o O i
cell division N § . . C .
S § 5000 High Cyclin E1 Low Cyclin E1
";}‘ £ Targeted Gene mRNA Expression mRNA Expression
- a  JcoNE2 (Cyclin E2)
Yov CDK2 m IBRANCE + Fulvestrant m Placebo + Fulvestrant

CCNE1 (Cyclin E1)

FRORIE: EEREN, ESEREFMpERE
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PF-072200602 & EAYFIC CDK2i ‘

« TEPF-072200608% &
ORR=27. 8%, DCR=

EiSitsH

GUOSEN SECURITIES

atirmociclibfg4ki& rHR+/HER2- mBCHIph1b/2IGRS, FFBEBEEIEFITCDKA/ 61877, 18R AT EEH,

55. 6%, mPFS=8.3 mo,

: PF-07220060BE&Atirmocicl ibi& FHR+/HER2— mBC/S£2 BTSSR

Best % change from baseline in
sum of diameters for target lesions

-100

Phase 1b/2 Trial': Heavily pretreated patients with HR+ HER2- mBC with measurable disease (n=182)

Prior CDK4/6 inhibitor: 100%
Objective response rate: 27.8%
Disease control rate: 55.6%
Median PFS: 8.3 mo

M Atirmociclib 200 mg BID + CDK2i 75 mg BID (n=3)
m Atirmociclib 300 mg BID + CDK2i 150 mg BID (n=4)
m Atirmociclib 200 mg BID + CDKZ2i 150 mg BID (n=1)
m Atirmociclib 100 mg BID + CDK2i 225 mg BID (n=4)
m Atirmociclib 300 mg BID + CDK2i 75 mg BID (n=2)

# Prior chemotherapy

* ESRTmutation
t PI3K pathway mutation

FRORIE: EEREN, ESEREFMpERE
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¥EZHCDK4 i /CDK2i iR 7o J& &Y EEiEs

GUOSEN SECURITIES

BN

Ph2
CDK4i+3 il vs Sfephnd
FP1: 2024/07 Fit5erk: 2025/10

HHED 1L

2/3L

FOURL |GHT-3 (ph3)
CDK4i+3E e vs CDK4/6i+3 fnak
FPI: 2025/01 Fit5eRk: 2029/01

FOURL IGHT-1 (ph3)
CDK4i+FUL vs FUL or EVE+EXE
FPI: 2024/01 Fuit5crk: 2025/06

Ph1b/2
CDK4i+Vepdeg
FP1: 2024/02 Fit5ERk: 2025/09

Ph1/2a
CDK4i +ET
FP1: 2020/09 Fiitserk: 2026/09

Ph1b/2
CDK2i+CDK4i £ ET
FPI: 2022/03 Fuit5Erk: 2026/08

Ph1/2a
CDK2i £ CDK4/6i TET
FP1: 2020/09 Fit5eRk: 2026/03

BERIKIR: Clinicaltrials, EFIESKFMARTEIR
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GUOSEN SECURITIES

CDK2/CDK4HNEIFI =S8/ ‘ EiSitsH

- ¥EIR[EIETIHA £TKBZEF ICAUCDK2 i FICDK4 i BUIRIE A ; FR T HEIRZIN, BN FAvenzo/ 5 E Y IBBIGARM EXHICDK2 i FICDK4 i o
BIN—ZR A TEIE R ER BUCDK4 | 4 F B8 3H E ZHHUHRS-6209 . FF & CDK2i BY/A T4 %, Incyte. Blueprint. Incycl ixZENBHE S F
RFEIG PR FF & B ER

« FZ—FHHE, EFHNHEICOK2FICOKARINHIF A Z ML EIRKRFF LMEL, [EAXIERICOK2/4/6itEH%, ELAETEIRX T LHHRIE.

=: CDK2/CDK4AHPHIF=SHIRE

55 A7) SF FIH Bt $ A7) SF FIH 5t
CDK2 YETH PF-07104091  2020. 09 ph1/2 ICDK2/4 FEhEGRE INV-6452 2025. 04 ph1 (HhED)
Incyte INCB0123667  2022.07 ph2 (OC) E NiKang Therapeutics NKT-3964 2025. 06 ph1
Blueprint BLU-222 2022. 04 ph1/2 ICDK2/4/6  IEAXKES TQB-3616 2019. 05 HiREH (FED
Incyclix bio INX-315 2023. 03 ph1/2 | =R Z5:l WXWH-0240 2022. 01 ph1 (FED
Avenzo/ &%) AVZ0-021 2023. 08 ph1/2 : TR/FE RGT-419B 2022.03 ph1
BT H7 1 B AZD8421 2023. 12 ph1/2 : AHEH SYH2043 2023. 04 ph1 (FE)
g ECI-830 2025. 04 ph1/2 : IR RED TY-0540 2024. 01 ph1/2 (FRE)
NiKang Therapeutics NKT-3447 2024. 02 ph1 : [EREZ HRS-3802 2025. 01 ph1 (R E)
ESF M BG-68501 2024. 03 ph1 CDK2/4/9 B3Rty CG-7321 2024. 07 ph1 (h[E)
CDK4 1T Atirmociclib 2020. 09 ph3 1
1BEREZS HRS-6209 2023. 02 ph1/2 (E) |
Avenzo/ L5449 AVZ0-023 2025. 06 ph1/2 :
B BGB-43395 2023. 12 ph1 :

FRRIR: Insight, EIFIEHFEFMTAEIE

BEUFIZEXZENERERREN NRERAER



B 57 # M BIBGB-43395 2 1E Il R Ffr B Y CDK4 i ‘ EiSitsH

GUOSEN SECURITIES

« BGB-433952 B M FF & BICDK4 i, FEBGB-43395H5I= B . LiLFnARAYIGIAH, CDK4i (240-600mg BID) XS @RERERIIL
RIFMLEMEIE: EFEMUME, o1 B3EE L ETEAERILL5I/88. 5%, TRAERILL{5IA483. 6%, =% LA ETEAERYEE () /923. 0%, =K%
L ETRAEBIEE 51 919. 7%, SEURIEZIEAITRAEELHIA1. 6%. XEMARKRNS, BEENAEERNG6S5. 6%, =R LEBHNEEERR
8. 2%; R RILMBER DRI EE R K29 5%, =R EORIMABR DRI AE R 8. 2%; RIMELEFR 1. 5%, ZHU ERMMEER
F91. 6%, BGB-43395RINH BRI MiESFJME -

[#l: BGB-43395RI5TIE MELHE Fi {LIEmEAR S LA B & £ 1 iR

Ve =
G G — S—— ‘ CDK4i + fulvestrant (240 - 600mg BID)
\torget n=120) (target n=80)
' Dose escalation (N=37) Dose optimization (n=61)'

{ \ 4 uivestrontoombo |
Nonnkhesepy || [ASRNEGS: EAVSERRSWE - | | ; W Patient with any TEAE 36 (97.3%) 54 (88.5%)
Doses to Deses to E‘“‘E’;?;:“;;'z?::'}“ i 240mg 400mg,
n=60 800mg 81O 800mg 810 5 #00mq BID | 2 HR+ BC Related TEAE 35(94.6%) 51(83.6%)
n=64 n=54 { =y n=62 —
e g N : 2 G3 TEAE 19 (51.4%) 14 (23%)
tetrozole combo | ] )
led 2 G3 Related TEAE 10 (20.7% 12 (19.7%
Rogion (o% of 06 Jun2025) Region (as of 00 funz025) 240mg, 400mg. e i (20.7%) (
I l france 79 ® opon 2 60?:?‘8’9 COx4/8i Nalve BC TRAE leading to discontinuation 1(2.7%) 1(1.6%)
‘ 5y
"= United States 59 BB moigova 9 Key AEs Al G;"E:E EG":‘AE All Grade ?"E:E
39 = B

O L B Molaysia b Diarrhea 83.8% 5.4% 65.6% 8.2%

a Australia 38 ﬂ New Zealand 2
Anemia 13.5% 0% 1.5% 1.6%

Bl chine 2 m—— Thailand 1
’ SEEAMR: 2 < \ Neutrophil count decreased 21.6% 16.2% 29.5% 8.2%

" o : e ()

T ' Platelet count decreased 5.4% 2.7% 6.6% 1.6%

FRORIE: BFMNERN, EEIESEFMRAEE
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B 57 # M BIBGB-43395 2 1E Il R Ffr B Y CDK4 i ‘ SIEFH

GUOSEN SECURITIES

- BUERIET, HEVRIAREDE, BENPLIGTrEihsk, AHERZLRESRE (0=19) F, ORR=11%, HIFIEMNZE, &
2 o ch B AR 93 0NA, &EBENERGYINRAEEE, ORREAESAE—SRHINE.

e BGB-43395FitH1§F2025F MU ZE=E Fr 238G AR K IE

[: BGB-43395ExA MUERF R B ERLMABIERIE

BGB-43395 + Fulvestrant : ~37- Investigator-assessed best change from baseline
Dose escalation in target lesion sum of diameters*
Number of prior lines of therapy in (o-11) (0-n)
metastatic settin 4 (0-1 4 (0-1 240mg BID 400mg BID + 600mg BID
» Median ( rong% 90% 73% 70 4 +Ful\rf:gtrant Fulv“o‘gtront + Fulvnc'gtrant
+ >=3Lines T 60 - :
> 50 -
Prior chemotherapy g -
(including ADC) 0on 100% 2 gco) e |
3 20 A :
Prior endocrine therapy 100% 84% g 10 4 I
E 0 4
@ - -
Prior CDK4/6 inhibitor(s) 93% 76% 2 Fl
G -30
Median follow-up (months) 3.0 2.7 § =40 -
2 “eo ]
- N% 15% = ]
Objective response rate® S -70 -
(20f19) (40f27) £ _go |
= -90
Breast cancer patients with ‘bone only’ metastatic -100 - : Best overall response
disease are eligible for dose escalation but are not = . b
response evaluable (19 of 29 response evaluable) RS B Progressive disease

FRORIE: BFMNERN, EEIESEFMRAEE
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GUOSEN SECURITIES

IEXKRERICDK2/4/6i BEREPREHIR L ‘y E{Eil S

TAB3616 (EEEFmF|) BIEARKIEFLHICDK2/4/6i, HRICKRETERR LR . TOB3616-111-01 2—Inxttk EE I & B4 B EE AN
ZRIF B G U B B[R 28 TTHR+/HER2- BCHI3HAIRIR, MIRGRE R, RN EERERFIBK S B4R EEPAIPFSH16. 210N H, B
FRLAPFSIEKY. 161 A ; EREAFMEBKEAIT IS EBHR/ LT MFEFE64% (HR=0.36, P<<0.0001) . ZMREIEEMRRLERPHIPFS,
HRFIPFS4a Xt 3k tntz E e T X H84H. PFST AN EREMBIIKNTEE R, SxBEHRLLEERFIBESAITAHRGEEIN <1, 3K
mEBS5Eh—8. HEb, HEESIERWTT. PRIAM. ASWELMZE. HER2ERIE. RIEEBELES, RIELHPFSIX % & A
. EEAFFKERTSXBAHEL, EEREBELWANTZNERZE (0RR) (40.21% vs 12.12%) ; ZEBNERMAEEZA
B AZMIARIORRIZAE S (46.43% vs 14.12%) , EERHAERI0SIKE ., e HH, ERERFRKEaH I mE LAETT
AP REH (TRAEs) A28, STERE, =3 R EFHiIFEFMERESE D

B: ERAFEASFL4E SR AIPFSHLE

| Probabslity

Progressic

FRRIE: FEEMHIHEN, EfFIESEFMRmERE
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EiSitsH

GUOSEN SECURITIES

COKHAHIF] : {ERETRIERHIKHE, TR AT ETIE]

CDK-cyc | inifE &% L e ST d H A0 5/ HL T

ESR1m FWiRE P1K3CA/AKT/PTENm !

o ; < » | e

1L N S | BaE € — o I I
x |3 E:’&é a < L | |

© © © o . 1) Cyclin E-CDK2H |

\ BUEFIREZCDKA/6iT |

/ . ZHRIRE, T#CDK2i |

........................... e T B - SEYEFRINSERDEL |
(]  F, BERZEKET

s O . 2LHYPFS; i

— HE o < : |

2/ ¥ m ., o O | 2) ODK4IFTHEEMERE
3L ™ " 18 & g g | FMREEREE
® L |  WEE—&A Y

@ L | CDK4/6i LR i

ET i a
= = 5 i i
BT 5 )

BEIRIKIR: NCCN, clinicaltrials. gov, EfSIESRZFMAMEE. i: ABUERTERMNTTE, ERVERTLTIRKN R,
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H3x

| BB | HR+/HER2- BCHE7E sk #5:

5 & HY Il R 35 5K

| | Wossars: s FaE SR

| BN | cok#psIz . ETEEF k4,

| A |

| B | /| a5E
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P 13K/AKT/mTORIE i BV ZUE 2HR+/HER2- BCE LRI Z5 R E ‘ EiSitsH

GUOSEN SECURITIES

PI3K/AKT/mTORIE SEEREAMRAYE K 1B7EH. DULFURAT i ®: PI3K/AKT/mTORIE & = E
ATEEER, Z—ESRBINESSMAXMERNLH
HIZYIEX

PI3K (EEBEELANEZS-AER) KiEHABIRZHRESEE, HIE
FARB S ENIESREE R ERIEFEPIP3 (BilEELALEE = 8BEER)
PIP3ET N+ S MEBMEBHEIE. AKTERIE ZHMmpETiEES
miEZCAE, FHEIHIHITSC1/TSC2E 547, )I—TmTORC1Eﬁ
HMiE. mMORE—MLTER-HRERHEE, SARNEATELSES
%&ﬁATHMEA%Imm%ﬁmmmzommmﬁﬂﬂA
BARINMERES SMNEE=IRT, ITHI4aSE KF1ETE,
RHEAR. BBRMARSFIOEDERK, HIIFIBEE. 1tk
mTORC1 mT0R02k121PI3Kiﬁ4*tﬁ*ﬁﬂ@*“”“ﬂﬁﬁiﬂtxiiz, H Iz o
PhiE4mpERY T BFRERE S -

PIKRI S EREASMEERE (ILIRE. TEMNERE. S5 T
2. MR PREMERRS (__“'/(l—JL_éo%) , HIRET] \/”3"/'“70"}-"'.’:

45 2PIK3CAR R HUEZRT S ., B—8 DNBEEKER e
Mﬁ%ﬁmmmﬂ%,@%lﬁﬂ%%?ﬁwmmﬁwﬁmm,

ML B EHUE . AL Z T, AKTHIMTORAYZREE & 4 %45 )

1§, ENEFSMELR RS RN EETERRIZER L — ‘“/

7eE5y (API3K. RasFIEKEFZMA) BIKTETIRES, 2 mﬁggmmﬁm:nd

Ek, PISK/AKT/mTOREHE R ATMERLRZ—. AR e;«“/" I o AR *a
St % B 5O T 2 ROBTSA 7P 25 mTORCY 3031 : i

PI3KHNHIF] . AKTHPHIFIZE .

HRIKIE: P. Ploeg, et. Al., Gynecologic Oncology, Volume 163, Issue 2, P433-444,
EEIEH L F MR R
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P13K/AKT/mTORIBEE& B S B E);ATTRH#t Eh ‘ ESiES

GUOSEN SECURITIES

- BRIBEEPI3Ka NFIFIGEHL E, FTFHR+/HER2- BCHEIEHPIKICAH B E AT ; BEBE—XAKTHIFIFGRHL b, AT A &4%T]
BY — 2% 8YTPIK3CA/AKT1/PTENZEZE BHR+/HER2- BC.,

o L EHRPIBK/IAKT/ mTORIB SR M2,

AT T R ERiE i& R i

£ RAFIZE/Inavolisib PI3Ka 2024 BX & URHA P FI RN B4 R B —ein T MR IRt UPIK3CAmut HR+/HER2- BC
PERFIR RITE%/Capivasertib AKT 2023 BX A& @4 BB 458 7PIK3CA/AKT1/PTENZRZ AYHR+/HER2- BC

gL BaIAL %1 28/ Alpelisib PI3Ka 2019 Bt & B4 R BE 2587 PIK3CAmut HR+/HER2- BC

FrS KA mTOR 2009 X & Kk 2B 28 rHR+/HER2- BC

FRRIR: Insight, ERIESHEFMRMEE
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R FIZELEP IK3CAmut BB & A B

| L

s ERBPFSHK

EiSitsH

GUOSEN SECURITIES

e

o FIFZE/Inavol isibRTEKFLH—FPI3K a #HIFHEIFI . FE—IIXELEABFIZE (Inavolisib) FAZLEFIELS URTE T F+E 4 BB BITH
EHEHTHIP IK3CAmut BYHR+/HER2- mBC 1LEEEBY3HAIGE (INAVO120) wh, {RIRFZE+NIR 4G 7G F+ & 4 T BE4H 3 EE 3 BR LA BV B PFSHL 3
(mPFS=15.0 vs 7.3 mo, HR=0.43) .

E3F

FEIBFIELERFEITHAOP IK3CAmut BYHR+/HER2—- mBC 1LEB & BYIIE PR BiE

Figure 1:

Table 6:  Efficacy Results in Patients with Locally Advanced or Metastatic Breast Cancer in
INAVO120
Efficacy Endpoint ITOVEBI + Palbociclib + Fulvestrant | Placebo + Palchiclib + Fulvestrant
- N=161 N=164
Progression-Free Survival*®
Patients with event, n (%) 82 (51) 113 (69)
Median, months (95% CI) 15.0 (11.3, 20.5) 7.3(5.6.9.3)
Hazard ratio (95% CI) 0.43 (0.32, 0.59)
p-value < 0.0001
Objective Response Rate*"*
Patients with CR or PR, n (%) 94 (58) 41 (25)
95% CI (50. 66) (19,32)
Duration of Response”
Median DOR. months (95% CI) 18.4 (104, 22.2) 9.6 (74, 16.6)
Cl1 = confidence interval; CR = complete response; DOR = duration of response; PR = partial response
* Per RECIST version 1.1.
" Based on investigator assessment.
¢ Based on confirmed ORR.

Piacebo-patoccitb~tiNesant
TOVESI+paidocicib~fulestrant

Probabllity of Progression Free Survival

Kaplan-Meier Curve for Investigator-Assessed Progression-Free Survival in INAVO120

+
4& . ;
B 44 l
L ]
+ + + +
12 15 18 21 24
Time in Months
Placebovpebocicib+iubestrant = ITOVEBI+palbocidit+fulvestrant 4 Censored
Patients atRisk
1684 113 77 59 40 23 19 18 12 8 3 3 1

161 124 1 92 66
5 3 12

48 41 3 22 13 1 5 1
5 18 21 7 :
Time in Months

FRRIE: FRFMEARRAR, BREIESEFHRAEE
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| L

BAIAEL F1 ZEZEP | K3CAmut B A H

o PAALFIZE/Alpel isibRIELETF EZBI—FKPI3K a HIHEIF . FE—IRXTEEFIALFIZE (Alpelisib) FNZLEFIEA &4 5878 THR+/HER2— mBC
2LEER3HAIGA (SOLAR-1) th, PujRitF 22+ & 24 ) B 20 X b X BB 2B 7E P IK3CAmut BB & Fh ER 5 PFSHLEL (mPFS=11.0 vs 5.7 mo,
HR=0. 65) ; TM7EPIK3CAwtEZ HPFS HR=0.85, 7EOSH#rH, PRl F|ZE+& 4 5] EF2A X Eb X BB A AYm0S=39. 3 vs 31.4 mo (HR=0. 86,
p=0.15) , BASTITARIZBNTIENGITEEZM, BERET7. INBHNHELHEH.

GUOSEN SECURITIES

rh EN/SPFSLRL ‘ BiSitH

E: Pt ZEHR+/HER2- mBC 2L2B-E sk EUE

A Cohort with PIKGCA-Mutated Cancer B Cohort without PIK3CA-Mutated Cancer

1.0 R
; —§ 0.8+ bl ¥
a 084 LY e
o o @ YR
v - 0.7
& 074 b4
g b h b
£ 064 § 064 e PR«
: | I S $ —,
% 0.5+ i \- i g 0.5+ t
x S
& "--‘_h & 04- e ;
5 0.4+ o a Alpelisib +fulvestrant
~ o0y .s u..—.
— - 034 L i
& 03+ ;‘l-kfpe]i:xb—’ul'.t'.lmrn I L .
3 - :-= 9 - - -
E 02 £ 024 Placebo+ fulvestrant
2 014 Hazard ratio for progression or death, 0.65 (95% CI, 0.50-0.35) ‘5 0.1+ Hazard ratio for progresaion o¢ death, 0.85 (95% Cl, 0.58-1.25)
1 peo.001 ) Placebo « fulvestrant a Posterior probability of hazard ratic <1.00, 79.4%
00
00 v T T T v T T v ¥ T T v ¥ T ™ ey T T T T T T T T T T T T T 1
o 2 4 6 & 10 12 14 16 18 20 22 24 26 28 3031 0 1 2 3 4 3 6 7 8 9 10 1 12 13
Month Month
No. at Risk No. at Risk
Alpelisib+fulvestrant 169 145 123 97 8 75 6 S0 39 30 17 14 5 3 1 10 Alpelisibs fulvestrant 115 110 86 76 3 A8 il 29 14 1z 7 5 3 o
Plscsbosfibiestamt 172 120 49 80 67 S8 4% 37 20 20 16 8. 3. T 06 00 Placebos fulvestrant 116 110 79 72 43 42 31 30 20 20 8 5 1 0

FRRIE: MFEARRAR, EEIESEFMRAEE
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EE B AR TRE2/ILATT hE AN AY ESILS

o KILta%/Capivasertib2ERFIR T L BIAKTINEIF, E—INXTLEFR &L BT E R HE TR 4 8 THR+/HER2- BCAY3HAIEK
(CAPItel 10-291) th, 7EPIK3CA/AKT1/PTENZSATHYEZ b, mPFS=7.3 vs 3.1 mo (HR=0.50, p<<0.001) ; 18-mo 0S rate=73.2% vs
62.9% (HR=0. 69) .

- BREIABREUEARRNEERE (12.1% vs 0.3%) « BEE (9.3% vs 0.3%) FSMHEE (2.3% vs 0.3%) , AFNRRMSHIRIELIE
RIEEB1H13. 0% vs 2. 3%,

El: kP& 7EPIK3CA/AKT1/PTENSEZSfJHR+/HER2—- BC 2/3LERE EYIlE kiR

B Patients with AKT Pathway-Altered Tumors

100+ .
Median
= 30+ Progression-
= 20 No. of No. of free Survival
R 1 Patients  Events (95% C1)
= o
mo
5 o | . : .
3 o Capivasertib-Fulvestrant 155 121 7.3 (535-9.0)
& 20+ \ Placebo-Fulvestrant 134 115 3.1(2.0-3.7)
5 40+  OTES ’ Adjusted hazard ratio for disease
7 304 \ progression or death, 0.50
£ \, - Capivasertib-fulvestrant (95% 1, 0.38-0.65)
®  20- g — ~ P<0.001
= 10
7 Placebo-fulvestrant > —
0 T T T T ™ T T T T T T 1
0 2 4 & 3 10 12 14 16 13 20 22 24 26
Months since Randomization
No. at Risk
Capivasertib-fulvestrant 155 127 99 380 65 54 38 26 21 12 3 2 | 0
Placebo-fulvestrant 134 77 48 37 28 24 17 11 (3 2 1 1 0 0

BRIKIE: N. C. Turner, et. al., N ENGL J MED 388:;22, E{EIF&LFMstTEeIg
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P13K/AKT/mTORIE X ¥R @A LM 5

GUOSEN SECURITIES

‘ EiSitsH

*  HTPISK/AKT/mTORIEER BIR B RESHEFHXE TIHELR, PIKa i/AKTIiERNTRRNEESIE; BN, KE. BEHEIEER
MARRNZ—. Z—7HE, PI3Kai/AKTiFHERNMBEFEEENRD; BN RRNSFBUSHRLLGIEEX IR,

F: PI3Ka i/AKTi REMHIBRE

P o FEHARFIZE/Inavolisib

NG| £

Ly PI3Ka

15973 INVAO120

B E% ph3

1B RNEE HEHEAYPIK3CAmMut HR+/HER2- BC 1L
BAHEAER INAVO+PAL+FUL PAL+FUL
NEANE 161 163

AE 100% (94. 4%) 100% (85.9%)
rR 4 AL AR 2D 91. 3% (82. 6%) 90. 8% (80. 4%)
OpE % 55.3% (5. 6%) 28.8% (0%)
= I #E 63. 4% (6.8%) 13.5% (0%)
&5 52.2% (3.7%) 16. 0% (0%)
k2> 26. 7% (0%) 19. 6% (0. 6%)
RS 29.2% (0. 6%) 16.0% (0%)
SR IE LR IEAYAE 6. 8% 0. 6%

BRI ALt F1 £/ Alpelisib

igiE
PI3Ka
SOLAR-1
ph3
PIK3CAmut HR+/HER2- BC 2L
Alpelisib+FUL FUL
284 287
99.3% (78.1%) 93.0% (37.3%)
25.0% (2.5%) 7.0% (0%)
64.8% (37.0%) 9.4% (1.0%)
59.5% (7.0%) 16. 4% (0. 7%)
36.3% (9.9%) 7.0% (0.3%)
3. 0% 1. 7%

<L &%/ Capivasertib
BRI E %1 R
AKT
CAPItello-291
ph3
PIK3CA/AKT1/PTENZEZJHR+/HER2- BC 2L

Capivasertib+FUL FUL
355 350

96. 6% (2.5%) 82.3% (2.9%)

14. 6% (0%) 4.9% (0%)

16. 3% (0. 3%) 3. 7% (0%)

72. 4% (0%) 20. 0% (0%)

38.0% (0%) 7.1% (0%)
13. 0% 2. 3%

FRRIR: FAFE. MRFE. FREBLRRARE, BEEFEFMRAER
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RWIRIE: KATORE— NGB NESATTEA AY ESILS

*  KATOA/BR—MHEHH R LB 588, HFIKATOA/BE T TREERERNRIE, BIEER. MYCLLR MR #AME XY@ . PF-
07248144 2 WEImFF & HI—FXKAT61, B LUEFE M HHIHIKATOA/B. FEAIMRTEH, KAT6I A LAKIERI/DERAYFRIA .

: KAT6 i {ER#LEIREE

Murine Xenograft IHC Data
Brown Staining = ER Expression?

B O )

histone acetylation R O Rl e A

KATGA/B R L R L

ARE Ry

| 2 fpiuactd Mgnis s

| NGE BRPF1 / Reduced histone acetylation '

decreases gene activation .

SEES e

Disruption of oncogenic
3 transcriptional programs

K ATE! KAT6i binding inhibits

Vehicle

Estrogen signaling, R
Cell cycle regulation Wyl
MYC signaling

—¢H3H/+43
\-GL-HZ

3 mg/kg oral
KATG6i

FRORIE: EEREN, ESEREFMpERE
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KAT6 i Bk & P04t F BEENAS DR B A AT 38 1 1 &Y BEis

GUOSEN SECURITIES

o FE—IRPF-07248144195 ECIEFE L Bph1 &K T, PF-07248144 (5mg) BEA SEETBEEIEGZHIHR+/HER2- BCEE (n=43) th, &
THABEH A EIE: ORR=37. 2%, mDOR=15.8 mo, CBR=55.8%, mPFS=10.7 mo.

©  RIEPK/PD, ARREMMBIEHE, Smg OD PF-07248144951 E ik 9 EX & BUE R BLHIRP3D.

[E: PF-0724814M4IEK B LR

Tumor Size Change from Baseline (5 mg QD + FUL) PFS per Investigator Assessment
st -~ e 104+ PFAT248144 dose  Modian PFS, mos (35% C1)
o— Compten meporss 094 < $mg QD 33@0-58)
—o— Pt nsccrse . — 1mg QD+ AR 361858
e \ Smg QD+ FUL 107 53-128
e Prugeiiew Suaee

* =

e foe Largel mons

Probatdity of PFS

Precend chango lrom besslee

o sum of dismete

PF-07248144 5mg QD
Tumor Response {n =35)

Median follow-up (95% Cli), months NE (NE-NE) 11.0 (S.1-NE) 21.9(16.5-24.8)
ORR,. % (95% CI) 11.4 (32-26.7) 24 1 (10.3-43.5) 37.2 (23.0-53.3)
Median DOR (95% Ci), months 12.0 (7.4-NE) 46 (3.4-NE) 158 (9.2-NE)

CBR, % (95% Cl) 31.4 (16.9-49.3) 379 (20.7-57.7) 55.8 (39.9-70.9)
Median PFS (95% CIl), months 33(20-58) 3.6 (1.8-56) 10.7 (5.3-13.8)

FERIKIR: ASCO, EMFIEHEFMNRATEE
BEUFIZEXZENERERREN NRERAER




KAT6i Bx & BRI B R S 1L HUR

EiSitsH

GUOSEN SECURITIES

oy

o PF-O72481MBAERUHRBERENNITRENERCIER (BXEH2E61) , BREFRAKREERSHAETELE. 3TF5 mg QDAVEX
EH%AE, 3R MR MR G EL AR 46. 5%, {BHARRE L KM PR MR AE; B55 8B EETRAER DFIZE, B
2. 3%HY BB E E TRAELR LE87T -

[El: PF-07248144IiGK & 2181

TRAEs

PF-07248144
S mg QD (n = 35)

Most frequent TRAES (220%)

TRAE, n (%)

All grade Grade 23

PF-07248144 1 mg QD +
FUL 500 mg (n = 29)

All grade Grade 23

'FUL 500 mg (n = 43)

All grade Grade 23

Any TRAE

33 (94.3) 18 (51.4)

27 (93.1) 7 (24.1)

43 (100) 27 (62.8)

Dysgeusia

G1: 26 (74.3)

G2: 4 (11.4) 0

G1: 22 (75.9)

G2: 4 (13.8) 0

G1: 24 (55.8)

G2: 12 (27.9) 0

Neutropenia

G3: 12 (34.3)

24(686) | 54257

G3: 6 (20.7)

10 (34.5) A

G3: 17 (39.5)

28(65.1) | “Ga-3(7.0)

Anemia

16 (45.7) 3(8.6)

8 (27.6) 1(3.4)

19 (44.2) 7 (16.3)

Leukopenia

16 (45.7) 4 (11.4)

6 (20.7) 2 (6.9)

14 (32.6) 5 (11.6)

Thrombocytopenia

13 (37.1) 0

2 (6.9) 0

7 (16.3) 1(2.3)

AST increased

8 (22.9) 0

2 (6.9) 0

4(9.3) 0

Fatigue

6 (17.1)

2 (6.9) 0

| TRAES leading to dose reductions or discontinuations, n (%)

Dose reductions

16 (45.7)

3(10.3)

19 (44.2) 1(2.3)

24 (55.8%)

Discontinuations

1(2.9)

1(3.4)

1(2.3)

FERIKIR: ASCO, EMFIEHEFMNRATEE

BEUFIZEXZENERERREN NRERAER




EIKKATO i TFIRE &Y EEis

GUOSEN SECURITIES

o FETHHIKATOHNFIFIPF-072481448E & B 4E R B4 THR+/HER2— BC 2/3LEERI3EAIRKE T25H2FF B . BTG KM ERRIKATS i BLIEIE
IHEZS. Menarini. OlemaflFE#IZ500(FIE D F-

«  2024%FF1H, EREREFIRKRBIHELBIKATOAHDEIF | SM5043HY £ ERIN TR 1% A LEMenar ini, 3XK1F1200 A ETHE R, UREEHF %,
EEMEICEIER ST ET, HBEERSBAETEAUBIFFREREE.

#F+: KAT6illEKRAH

43F] FEi FIH sEitE (85N =izl (ER)
KT PF-07248144 2020. 11 ph3 ph1

B EZ HRS-2189 2023. 05 e ph2
Menarini/ S92 & ISM-5043 2024.10 ph1 —
Olema OP-3136 2024.12 ph1 —
FEHY QLS-1304 2025. 02 IND ph1
RR# KC1086 2025E — HEAE IR

BRIKIE: Insight, EEIESEFMRAITEEIR

BEUFIZEXZENERERREN NRERAER



ADC: BE NGB TTRIRIAE S ‘ BiEifS

GUOSEN SECURITIES

e 7EHR+/HER2- mBCIERIFE, ©ATROP2 ADCFIHER2 ADC (HER2-low or ultra low) 3kt ETH, B3FE—=1tAYT-DXdFIDato-DXd, KA
REFIERSG (Trodelvy) . BEIADCHIEEEMIT BRI 12LILITTHARMNESE, EEIACHEXFHITELZESMHMEIE LT,
ADCEHE HIEASWETTZE, WITZRIINESAL.

[#]: ADCYEHR+/HER2- BCHYTH /5

1 1 1
| | ETig%k | Chemofg %k
-------- e R e il i i il el
1 1 1
1 1 1
E : T-DXd : T-DXd 4 )
' HER2 !|  DESTINY-BO6 '|  DESTINY-BO4
! | ! He&>1L ET v BER-2LTT
o —IOW 11 T-DXd vs 1&F7 ' T-DXd vs 1£i7
1 1 _ — !
: | 13.2 vs 8.1 mo Sac—TMT HER3-DXd '\ 10.7 vs 6.8 mo Dato-DXd sG
. . Trofuse-010 HERTHENA-BO4 . TROP |ON_BO TROP 1 05-02
HR+ : &=L ET Bl ET R0l ek >0l T
. . Sac—TMT £KZ5 HER3-DXd . \ ‘
i | vs i vs Wi i Dato vs 1kJT SG vs 7
: ; ! T : 6.9 vs 4.9 mo 5.5 vs 4.0 mo
. . FPI: 2024-04 FPI: 2025-08 .
+ HER2 !
1 1 1
t—nul | !
1 1 1
1 1 1
1 1 1
1 1 1
1 1 1

N /

FEHIKIR: FDA, clinicaltrials, EfFIEHFEFMTAAEIR, 1. KLIERTCIRFOMUE, EEERREARITEIRSHIGAK.
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B aE ST TEKRWTESD EiSIEsS

CDK-cyc | injB 3% ;3 & 3k H b= /Pl r N

ESR1m TMiRtE PIK3CA/AKT/PTENm |

o § g |menS o/ 5| & 5 i
X 7 Q| s O < "W o 52 X |

" 1) HR+/HER2- BCERE |

L L L J L i EEREK, A
--------------------------- """"""n""""7~"3:"""""""""""""""""n"- L RTrZE, SRR
O . AKTi. KAT6i, ADCZE)

_ " Z R _ | BEFRER, R

AN %) @] — I | =+ I

O = AT RYE BT IE] :

Bk |2 L 88 -5 I : =
A\ O N L o ! :

® r |2 | |

n L | !

ET | ADC (TROP2HER2) | | i
= =2 i |
BHRATT y }

BEIRIKIR: NCCN, clinicaltrials. gov, EfSIESRZFMAMEE. i: ABUERTERMNTTE, ERVERTLTIRKN R,

BEUFIZEXZENERERREN NRERAER



H3x

| BB | HR+/HER2- BCHE7E sk #5:

5 & HY Il R 35 5K

| | Wossars: s FaE SR

| BN | cok#psIz . ETEEF k4,

| A |

| B | /| a5E

BEUFIZEXZENERERREN NRERAER
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¥EE: 7EHR+/HER2- BCHhAE /L E 4 EiSils

GUOSEN SECURITIES

- IREEEmEEREFESHBENSE, 7EHR+/HER2- BCH, #EInfLEatirmo (CDK4i) EERA T—XZHPEE BRIG T Kibackbone, 7
Bl F ARHAFI— 2% 7677 P& {KCDK4/6i . CDK2i7ECDK4/6i THAMIELEE TS TSAHENIRAKIE, HEEBHEMLKATHS
atirmoift1TEAF . KATOI{ERBIZERTIAMI 7 F, WIREFE2/3L ETTHAAMEBE P KIZEIEA . Mvepdegestrant{EHER PROTAC, BATER
AT PESMSEIE, HEFDASARZ T EHEIF.

B: EREILRETNERNE

(Neoadiuvant Second-in

HR+ ‘Bm.’ﬂ??? Atirmo Iemqgmc?ﬂ KATGi KAT6i Vepdeg?
EISE_-/ROZO/: o CDK2i Vepdeg? Vepdeg? DV (HER2-low)
=N L
iy “rukysa e e UK (f - TS 7
Atirmo
DV (HER2-low)
Tcl)\-lgfg KATG]

Approved ? Registrational Program Ongoing or Planned in 2025

KEY:

Mid-stage Program | | Early-stage or Potential Future Opportunity

FRORIE: BEWEN, EfSEREFMER

BEUFIZEXZENERERREN NRERAER



EiSitsH

GUOSEN SECURITIES

PETFIER: = S /SSERD, #U[E);&YTFMADC

: PR RAEARETHNERTR

Early Metastatic
Neoadjuvant Adjuvant 1st line 2nd line 3rd line 4th line +
Est. epi (G7, 2025) 540k 135k 100k 75k 60k
HER2-positive Enhertu + THP NST=> residual disease = Enhertu Enhertu + pertuzumab Enhertu Enhertu
15-20% DESTINY-Breast11 DESTINY-Breast05 DESTINY-Breast09 DESTINY-Breast03 DESTINY-Breast01/02
Vi
) camizestrant + palbociclib T A Dut roway
Good outcomes with current mqop + Faslodex /
SoC for low-risk patients SERENA-4 CAPItell 0291 4 TROPION-Breast01
PIK3CA, AKTI, PTEN alt40% ;
Al + CDK4/61 > camizestrant + CDK4/61 7
e -
HR-positive CTx = camizestrant 5 :SE:;“N?;: L/
65-75% + abemacidib E et ;
CAMBRIA-2 e Trugap + Faslodex + COK4/6| 2 Enherty Echertu
= CAPItello292 7 DESTINY-Breast06 DESTINY-Breastod
Clx=3:AlL 2 CORY/BE2:5 478 2> saruparib + camizestrant 7 HERZow(1+,2+) €0% HER2-low (1+, 2+) 60%
camizestrant EvoPAR-Breast0l 5 HER2-ultralow (0-14) 25%
BRA-1 tBRCAM, PALBZm 9% ;
Datroway + Imfinei  PDAL+ DESTINY-Breast0d
TNBC Datrowcy s infiot NST -> residual disease TROPION-Breast0s  40% HERZ-low (14, 2+) 35% HER2-Jow (1%, 24} 35%
1159 > Datroway + imfinzi
10-15% TROPION-Breast04 B oe Datrowoy DL
TROPION-Breast02 0%
gl?fl(Am iy CTx = Lynparza Lynparza
5% Of HR'DOS“NG OlympiA OlympiAD
15% of TNBC
: established launched
Key: DXd ADC 10 ngSERD AKTI PARP| SoC indication

R MHFREN, EEIESFE5FM5mEE

BEUFIZEXZENERERREN NRERAER



BT : CDK4i ALy, [

BI#5[HCDK2i, KAT6iZE4SrF

oy

: BN ERLREM AR TN EST R

EiSitsH

GUOSEN SECURITIES

Breast [ Gynecological

KAT6A/Bi
B7-H4 ADC

Claudiné xCD3 BsAb

@ Replace SOC CDK4/6 inhibition with selective CDK inhibitors R
cellcycle | (" coar ) (_eoar ) (comemnce )
- 7
d Novel MOAs establish new paradigms 2
ER Cluster ( KATEA/BI ¢ ) ( BCL2i 26 ) (NovelCDACl.)
AR ot (Lornane ) (TG ) (popdetbee) (poyiiitace)
Immune Clauding x D3 MUCIXCDIBA
cell engagers i B35
& J

CSmaII molecule) (Proteln degruden) (

® Discovery # Investigational New Drug (IND)

ADC )

FRORIE: BFMNERN, EEIESEFMRAEE
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BEmEZ: IREERMREEE ‘ EiSIEs

GUOSEN SECURITIES

o [BIREZAICDKA/6iIKA/RAFIEERM THEAI BT B — 2% — L /5T HR+/HER2- mBCRUIE N fiE; A/RAF|EXSETH#HBIIATT
HR+/HER2- eBCHSHAIGAR B 2 15E B AR EHE

- TEWEZLY, BIREZLRER%E TCODK4i (HRS-6209) FACDK2/4/6i (HRS-3802) » B—F M, MMEMERBER D, BIKEZHERA
SERD (HRS-8080) FNER PROTAC (HRS-1358) Ab-TFIEAKMEL. FHIM, KAT6AI (HRS-2189) tAbFph2IEARM ES.

% : [BwREHHR+/HER2- BCIGFKH/H

a9F /s EEHE ENE RARR B E% NCT#
HRS-6209 CDK4i ph1/2 HR+/HER2- mBC 2/3L Et&HRS-8080, HRS-1358% ph1/2 NCT06555068
HR+/HER2- mBC 2/3L Bt & skephm ph1/2 NCT06974929
HRS-8080 SERD ph3 HR+/HER2- mBC 2/3L #7%4 ph3 NCT07024173
HR+/HER2- mBC 1L BX&IA/RAF ph1/2 NCT06167694
HR+/HER2- mBC 2/3L  BX&SHR-A1811/SHR-A2009 ph1/2 NCT06222879
HRS-1358 ER PROTAC ph1/2 HR+/HER2- mBC 2/3L =+ ik/REFI ph1 NCT05628870
HRS-2189 KATG6AI ph2 HR+/HER2- mBC 2/3L EBt&HRS-8080, HRS-1358, HRS-6209%  ph1/2 NCT06679036
mCRC BX & P15 DLF B+ DUR R BB 40 ph2 NCT07061210
mPC B% & HRS-5041 ph2 NCT06738745
HRS-3802 CDK2/4/6i ph1 SHpS 7] ph1 NCT06770569

FRKRIR: Insight, ESIEHFEFMFAAEETE

BEUFIZEXZENERERREN NRERAER



EiSitsH

GUOSEN SECURITIES

MR : sac-TMTHREET/FGRIIEYT

e

o RMLHER/BDEESEFLBsac-TNTE2E—ZCEZERIBIC TROP2 ADC, sac-TMTEFFE T14IMLTkZ Hil38AIEK, SIETEHR+/HER2— mBC
BER2/3LEITH EZHADWETTHEE) |, sac-IMTEHEA K AHKEKARBITAR.

- EARIEKSE, sac-TMTEZGATTILIT IR AIHR+/HER2- mBCHYIERAE (OptiTROP Breast02) B&i%H3 LmH1E, sac-TMTEZGAFTET
[5 % HIHR+/HER2— mBCHYIE R fiE IE 7R T3HANG R -

F: sac-TMTE TR EMHEIGEARIRIE

RERS i& R E BTER bkt MNAAE HHIBEANE FHBEEEL
MK-2870-004 EGFRm NSCLC 3L =273 ZTMhE 556 2023/11/12 2027/5/10
MK-2870-007 NSCLC 1L (PD-L1 TPS=50%) +KZ5 K% 614 2023/12/15 2028/1/25
MK-2870-009 EGFRm NSCLC 2L B WA TT 520 2024/6/3 2028/9/12
MK-2870-019 NSCLC#BEha7r +K74 Kz 780 2024/4/3 2034/2/21
MK-2870-023 sqNSCLC 1L4 #4877 +Kz5 K4 851 2024/7/2 2029/1/12
MK-2870-010 HR+/HER2- BC 2/3L +Kz4 TPC 1200 2024/4/14 2027/7/11
MK-2870-012 TNBCHEBNIATT +Kz5 TPC 1530 2024/5/24 2030/12/16
MK-2870-015 GC/GEJ 3L+ Bazh TPC 450 2024/5/3 2027/1/4
MK-2870-005 FERERERE 2L =27 7 710 2023/12/6 2028/1/10
MK-2870-020 Ccc2aL =2k TPC 686 2024/7/5 2028/10/23
MK-2870-022 SHENRLOC 2L4EHE8TT + DURER DUREREIn 770 2025/3/5 2030/4/9
MK-2870-011 TNBC 1L (PD-L1 CPS < 10) +Kz5 TPC 1000 2025/3/25 2030/5/18
MK-2870-032 TNBC/HR-1ow BCH4EN +KZ5+LIT  KZH+LST 2400 2025/6/30 2033/3/23
MK-2870-033 PMMR EC 1L4%#s +Kz5 KZ5 1123 2025/5/22 2032/5/24

RERIR: Insight, ESIEHFZFAFPAEE
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A &Y EEis

GUOSEN SECURITIES

HR+/HER2- BCIREFRMHEMNIRATER. FIEE (BC) ELKE—_SLHEM; HPHR+/HER2- BCA B IREEEmM60770%, 2
B E IUABCHFhE . M oihiaTr (ET) FOCDK4/63PHIF] (CDK4/6i) =HR+/HER2- BCHUAZILIATTSEN. AT, —4iATTHENEEHRZ
BYRGETTFE, MTHEERBWRTESE (WESRImut) , AN KB REEABR. F—5ME, CDK4/6i8ITitER, CDK-
cycl inB R THER S FiRit E . HR+/HER2- BCTRTER#IH EMIGARER .,

RS iaTT : SIS FEERRME . WHRESEBRAIREPERCRIER, ETEIHIFMERRER GELERMHIFI/AL
S EZE (ER) BITHRESCIIHBMERIZIR . ESRIREZBEXETH A MM AR EZEIRE; Fi—{Koral SERDFER PROTACEH#/LH
AL e IRERTHZ53REE

COKIPHIFF: ETEXRIKHE, BE—PIEKRAZIRTE. COKZMAEEHIEIZRIRHST T, CDK4/6iE—EiaTr F 5AIBKARIRIRA TPFS; &
m, —#iafrm#fE, SRAOMEECK-cycl iniBEBIFNGID T, FH_LBAHETRTTHIPFSEIRE. HIHICyclin E-CDK2HERIEK
CDK4/61iafrift R EBEWEFH. FFf, COK4i FEREEBIVEREMY, BRA—ZKATHNREMEMEIME.

HibFflm o F: AEKEHTEZE . PI3K/AKT/mTORIE & HYEUE =HR+/HER2- BCE R ZAIRE, BB a7 m (PI13K a #PHIF) .
AKTHIEIRIZ) it b, BT ARESEERET. Hisd, KAT6I BT EERMEM THEREERNTL, EEEEEhERNEM
FHERM. 5—7FH, TROP2/HER2/HERIZHHE m FIADCHEXHLIT RILLEMEE, FIHIEFEIBAMETITEZ . WITRIZ&MNESAL,

SHFHI VB EE KR WITEFH . HR+/HER2- BCERE TR, THEHEK, FSIZAYNFTRar B KEEE FHERT,
BRI TIANE. BAVAAFEEL/ NS AR EENEN T EAREGHRIRKRE: 1) EK “ET+CK” EAHEESHATTHIE;
2) EASHNATT RS WITATZRIME, BIARNSIAHMNFRAT, TREFNRUTEGFY. BUCEEMIHEHZAYNTHL
HRPFAEHLFE: BFEMN. ERED. SMEEREY. PEEDHHF.

MR : IGREBEEAS R IEARI R . B AN R FREAR XS . BARFARIE ARG .

BEUFIZEXZENERERREN NRERAER



R AY ESILS

IEREBIBEAETHARIREE : SIFIANTH RS HRAIEE LA T ~miviakEdE, WRIEAKEARTH, F2SEEMNERIE
FHATEE mAHNEA LA

A A B TR MBS : BRI Bl i858, FEATDNRAALEBAEEFEITEWNFEARET, MRLBNEIHEDTRES
XF, AR FBEHEN KFHARIXKE .

BARFFIRRBIREE : HEEFIBE AL SN SIHAG~mETHAME, MREEN~RERKPNREME, BRUEHE
MEEARMRE, ATESE~mIEETLTE, S oA RTRRXEE.
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5 5% A A & CERUE

EfSIEFHR TR
BRI %5 &5 B

RIS RITR () HHRE HF AT RN FIET Tl SR 0400 E
FRRTUFE (BARBEORI) . Fome , 2T R 100
RS 275 RO BARR (3L BFAT RO FIHT HHRFEIR 0L E
AR (B RIS R R MR vty
RKBKIBAE A . ARRTH 17 BUP RA00H 3 IR B STIAR ISR T R
(000300 SH) {ERER , = HAHRAZ ML HFAT AR I T A 0N |
o g g o AL IR AR it R e
(SPX. 6 SUAMRASEIEH (IXIC.GD) HEE. BFAT e

SrHrIm
EERIEREMRANKEIRBEANARE; SNEEETEENRIIER, BIABAMARHEL, NKRMI. BN, QF, FRAZEMEZFRREIEME; (FEEIE. TEIREKR
ARG PR EAN BRI RS R B R ERGEE R, $5ItE,

BEERSR

AREBREGEIEERNBERAR (BEAERPFEIEMSIFATANESEFE AN FZER) HIE; IREMBAEGESRNERAR ATER “BRAR” ) B, ARENERLAREZFFER, A7

FeEBRABWBIAREMAEAZTA. KEPEIFY, FANBEADNATBSUEAERERD. EFSERE. FAMEXEAREHNHER D ERFRRARSEEXTEZON S, —PIAURABEE

PR ARIR S TR A Sk .

AREETEAFNERNREERES, ERVFATMRILZENLESHTENE, EHE. MREAENES. ER BURENMUEMEATDTFARSAFLHLENHIE, EFERE, AR
AREREHLMERREFH AR, BURENF—BHRE. RARTMREARSASEERERNGTHRIRE; RATTEHMENATE. EFMEITEXEERER, REBENHBITEIHEX

Eﬁﬂﬁﬂmﬁ BABR KB AT RESFHEAREPREMNARFFLITRIESEHIHITR S, TOREAXENTFRERFIRMILERIT. MEROREMTRERLRS. AQATNETE

HERT]. BESRIITUARE MR S SR AT RIS M S AR E P ER BB A —H IR B RE.

ARENESEZH, THREESMITIESKE MR ERNEARIBIE. EEMELT, FAREFHEENELHTHEIMEMDARR BRI .. TAERNDZFIEFREWESE DIBIESFKR
ﬁb%%?ﬁ&ﬂ}ﬁwﬂh%ﬂ hﬁ%meEEMhﬁEhﬂm%%ﬂﬁﬁﬂmmé%m$ﬁi%ﬁWﬁﬂ1 SHBEITRIENK, RARRBRMIEEEFRAAREREASTMIERN—T]

BRTRIBEMARESRE

IESF F Al R ER

ARAREPEIESSERIEF RS SHER. IEFRFEH, BEAFIESRESALSHNARERFZSOARUATIERNRESREARETFRBOESFRES T, NSH
BNFEESEEESREARSHIED: BESREASIETETAER, RBIEFRFSARS; SHEXIEFREFSONHE. RES. 22F; ARV EARIESRESANXE. T
B RE, URKBZES. BREFAXGREFRMIIFRASARS; BIRE, FE BRENZFERERERS, RUIESFREEZARS; PEIEESAENHEMBER.

& UEF 5T %ﬂ#hﬁaﬂlﬂm MEALN, IHIEFQF. IEHFRFEFENAINES LIEFAX~RNNE, THEBRERXEMERHITON, BRIEHFGHE. RETRF
BRAESHERL, FUBEFMREKRSE, HEABTRXHHITA.
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