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HIAMEHAS M MAOIM 7ty &5t AdZ2=2, PD-1 HATAAZE 1 2F 22A2
22| YUt LY U e BAI0M O{/S| x|z SHAZE 3T BTN1AT 2 NSCLC
BI2t9| 50% O|4OoflA Laz|0f, £5] HEMELO 84%, MY 45%7F BTNTAT
nEEF0| SHYSICH SAtE 0|2 ZAHZ, PD-1 22 AL RS M2
QDIAEHIE QUAMS ZISHSHCE &2 BTN1AT TPS >50 9 ZIgH4/H0|4d NSCLC
BAE o2, YOAEHIERL THEME HE A 2 &8 HABICE Ol 7|ERCH
2|z02| BTN1A1 7|8t Biomarker-driven QA2 SL&M0| Y2E ZL
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THAYAA AlZ0Hl M22 2= DALY E AAEY 5 UAS D22 (et

T2, %, Hi) 2020 2021 2022 2023 2024
Of =K 101 79 63 58 113
Foe -127 -190 -189 -260 -226
SYolAE - - - - -
A|Hiz01 -160 -215 -189 -245 -214
PER - - - - -
PBR 8.6 15.8 12.2 15.6 6.2
ROE - - - - -

(Source: IV Research)
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MSS CH&Qr, &, AMIEHQ HTMY 52 HIAME 2E0| A1 ZYHOIFE(TMB)
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(Source: O|AE|FRE, IV Research)
Figure 2. FDA ¢l 2155t HAUEAAA| (7|ERCt DIEZ2 243 7| $2959)
[ FDA £212 255 HEZEHR|H | s 22 2|0f (FDARSE 4071 0|A0] HE2 591)
sHEE HEE(EES) : A A
2011 O{E0|(0H| 28 H BMS CTLA-4
2014 Z|ERCH(HEZFY) o0j= {3 (MSD) PD-1
2014 SHR(LEFFRY BMS PD-1
2016 EHEZ (0 E2(FH) 25 PD-L1
2017  HHIA| 2 (0P 225 EU HI PD-11
2017  SHA(CERE ObAEZHH|H|FF PD-L1
2018 E|HEIR(MOIE2|E) 2|4 = PD-1
2021  Ama|{e=AFEae) GSK PD-1
2022 <S54 (U=FE/HE2AS2E) BMS PD=1, LAG=3
2022 YL (Ey 42 OFAEZHA||Z} CTLA-4
2023 AO[L|A (| E[T2(2) QIAO|E PD-1
2023 EEEA|(E2EEE) A, Tl A PD-1
2024 HEH2HESHEE|FE) | O] 2 PD-1

(Source: O|AE[FFE, |V Research)



Figure 3. MSS CHZQ vs MSI CHZO)M Pembrolizumab ¢
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CHEE0] PFS 2 OS 23} (ORR2 0%)

A Progression-free Survival in Cohorts with Colorectal Cancer B Owverall Survival in Cohorts with Colorectal Cancer
1.0+ P<0.001 by log-rank test 1.0 P=0.03 by log-rank test
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(Source: Biomarkers for Immunotherapy, ASCO 2016, O AE|FE, |V Research)
o = = _ d =2 2
Figure 6. Ctet AHAIFOIM PD-L1 20 UE =B 29
First Author Tumor Type Therapy Cutoff (%) Biomarker Results
Topalian®® Advanced melanoma, NSCLC, Pembrolizumab S 0 of 17 patients with PD-L1-negative tumors had
CRPC, RCC, and CRC objective response
Weber®® Advanced melanoma progressed Nivolumab vs. s Higher response rates with nivolumab correlated with
on anti-CTLA-4 therapy investigator's positive tumor PD-L1 expression, but patients with
choice PD-L1-negative tumors still had benefit
Weber®* Advanced melanoma progressed Nivolumab land 5 PD-L1 positivity correlated significantly with better
on prior therapy/CTLA-4 therapy response but negativity did not rule out response
Kefford®’ Melanoma Pembrolizumab 1 PD-L1 positivity associated with improved ORR and
PFS, but activity observed in patients with low PD-L1
expression
Robert”™ Metastatic melanoma Nivolumab vs. 5 Nivolumab-treated patients had improved objective
dacarbazine response rate and overall survival, regardless of
PD-L1 status
Motzer”" Metastatic RCC Nivolumab 1and 5 Response rates were higher with greater PD-L1

expression (= 5%), but those with lower expression
(< 5%) also had meaningful responses

Brahmer*® Advanced progressed squamous Nivolumab vs. 1,5, and 10 Expression of PD-L1 was neither prognostic nor
NSCLC docetaxel predictive of benefit

(Source: Biomarkers for Immunotherapy, ASCO 2016, O|AE|FE, |V Research)



Figure 7. KEYNOTE-016 OflA] MSS CHZrer Za}
- MSS CHZ2f ORR 0%, DCR 11%, mPFS 2.2748, mOS 574

(n=18)
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Figure 8. PD-1 x LAG-3 H&
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Table 2. Objective Responses According to RECIST Criteria. [#131] 214 14 E3 (20221, NCTO2720068)
Mismateh Mismatch Mismatch Table 3. Antitumer activity with favezslimab plus pembrolirumab in
Repair-Deficient | Repair—Proficient FRepair-Deficient FHTICIATER WA VS TR B ALY Srwms
Colorectal Cancer | Colorectal Cancer || Moncolorectal Cancer N N
pr Best responce,” n (%) Favezelimab -+ pembrolizumal b
Type of Respanse (N=10) N=18) N=7) N
Camplete respanse — no. (%) 0 o 1 (14)* Lo o1 POLLOPl
Partlal response — na. (%) 4 (40) o 4 (87)1 N =36 N =135
Stable discase at woek 12 — no. (%) 5 (50) 2(11) ] Objective resporse rate 4{11.0) 1125 = Confirmed ORR 6.3% (5/80)
Best overall response —
Progressive disease — no. (%) 1410 11 (61) 2 j29) Comakte rsponse 142.9) o (o0} = mPFS 2.
Could not be evaheated — ] 5 (28) o Partial 3(8.3) 1125} = mO0S8.371¥
o ’ Stable disease 9{25.0) a(114)
Objective response rate | ) —% 40 [12-74) 0 [0-19) 71 (23-96) Progressive diseas 15 (41.7) 24 (68.6)
Dizease cantrol rate (95% C1) — 3§ 90 {55-100] 11 [1-35) 71 (29-96) OCR (CA + PR -+ ”D' 13 (36.1) 5 114.31
Median duration of respanse, 10.6 (5.6-12.5)
Madian duratien of resporse — wh Mot reached NAY Mot resched months (range]
Median time 1o response (range) — wk 28 [13-35) HAY 12 (10-13)

(Source: NEJM 2015, O|AE|FE, IV Research)

Figure 9. BTN1A1 2} PD-L1

PD-L1

(Source: O|AE[FFE, |V Research)

(Source: ESMO 2022, OAE|RE, |V Research)
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2|20 UWH £= 28 AL SY0|A BTN1AT ESHE0| =2 LIEISCH 028 SASolA|
BINTA1T & Ef2sH HAYAA 2z= M2 ieto] 2 & UCH SAts MA 2z=2
BTN1A1 O[2t= ERZIO| =5t "ADIAEHIES L5t ATt

o| ASHIELA 25 At (Opal multiplex staining, CHEHATZAHMH HAD

HHE}2] 2

PD-L1

HHEF2] 2o



IV Research Company Note

SAHs Ci4ol giajel o 23] MEZ E5) BINTAT O UEY, SR YHSS 2AMYCH 1
Z3 CHRel o 40% O[Ol BTNTAT O 2P 2alsln, HS HIRE CIE cfsiol
UZOUIME BINTA1 20| DUEIUCL T3 SAPYM RS o2 2 w2 ZYULE
BTNTAT 230| 275t F0| QUedl, Ol SH=El XIR2 AMEJ oA LS HSst:
BHOIM BTNTAT € BIRS BHOiBT| QAP BHBIE XOR 2T A2 FUA Lol
22 9129l YAPT BRI BINIAT O ZYOIM &7 Hssls Y42 soBIom,

Of28k BTNTA1 high/YAP1 high &2 ZOAEHIE 2{=0| Ciet 2880 =XUCH Ol
BTNTA1 2} YAPT O 29 opdsiet HHILIE Ao Fste sS7|U22 A8YS

AALSHD, & QURO] SAIZEY OF7F 2 o|$URYS HolZL,

AUAMSHZAOAM BTNTAT o HdE2 2Yots YRHORE HC(HHYRASIE) HAPE 2E2EIC}H
IHC M0|AM BTN1A1T &8 ThstE 7|82 SYMEL0| FMzl= HIZ(TPS, Tumor
Proportion Score)2 AA|E|H, SA= LAA o= ZHR3UCH Y

M
] - O o
A ol CfYY, HIAMEMY Y4 2 Hols BINIAT ¥4 BAR(TPS2502 MEE

A &lo|Ct.

Kim et al reported that evaluated the expression of YAP and assessed
correlations with clinicopathologic factors and prognostic effects in 295
colorectal cancers (CRC). YAP was highly expressed in 138 (46.8%)
cases, and high expressions were associated with the presence of
lymphovascular invasion, lymph node metastasis, or distant metastasis.

(A) YAP negative, (B) YAP low, (C) YAP high expressions in patients
(D) Patients with high YAP expression had worse overall survival than
o YAPlow (n=157) those with low expression (5-year survival rate, 73.4% vs 86.6%,
...... YAP high (n = 138) P=0.005 p = 0.005).

R EEEEEEEEEREE]
Overall survival months

(Source: APMIS 2020, 128(10):543-551, Kim J et al, O|AE|RE, IV Research)

Figure 11. YAP 2 BTN1A1 2| 422k

YAP1 (exp, SCLC NCI-DTP) vs. BTN1A1 (exp, SCLC NCI-DTP)
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Figure 12, QOIAEHIE U4 1 4 QtXM AN}

Overview of Adverse Events (n=47) NO DLTs REPORTED

Any grade AE
93.6% m Grade 3/4/5 AE
Leading to death
M Leading to interruption of study drug

51.1%
42.6%
21.3%
6.4% >1% 4.3%
S 0.0%
— | |
All AEs Nelmastobart related
w BE BHUAGA DLT(EZA S )0 s == oldotE glE
= 8 & A TIRIE 014RIS Q1S
» A0fAEHEES| TRAES(X[ 2 O &RIS) LSS 51.1%(24/47)2 20,
O2(21.3%), £8(10.6%), E2(6.4%) 5 158 =229 F0|ot 0| 2EtZ0| CiChe
s YHHOZ Fol0|T 3EE 0] 42| A=k 0| A0S 1H(2.1%)

(Source: O|AE|FRE, |V Research)
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Jugj;g # Age [ Sex Diagnosis #Dg;lz BOR Cancer History Tumor Assessment (Central assessment)
Date of Initial Diagniosis: 13-Mov-20715
CRC Prior Anticancer Therapy:
202-003 62yrs /M| (MSI-H) 28 PR 1) Dec 2015 - May 2016: 5-FU + Leucovorin 1) Sep 2022 ~ Jan 2023:5D
3 mglkg y St IV 2) Aug 2021 - Jan 2022: FOLFOX 2) Jan—Aug2023: PR
tage 3) Feb 2022 — Mar 2022: FOLFIR!
|4} Jul 2022 — Aug 2023: hSTC810
CRC Date of Initial Diagnosis: 10-Mar-2020
_ Frior Anticarncer Therapy: _ - _ 3
15[” ?37 Slyrs /M | (MSI-H), 24 PR [1) Mar 2020 - Apr 2020: FOLFOX + Panitumumab ;; ?E‘ %32220;;%&023' sD
mg/kg Stage IV 2) May 2020 - Aug 2022: Ipilimumabl(2 cycles) Nivolumab (26 cycles) un- ’
3) Oct 2022 — Oct 2023: hSTC310
Date of Initial Diagnosis: 12-Jun-2014
CRC Prior Anticancer Therapy: 1) Oct2022 —Feb 2023: PR
202-009 63yrs/ M 30 PR 1) Aug 2016 - Mar 2017: FOLFOX + Bevacizumab 2) Feb2023-5SD
3mg/kg yrs ot 2) Apr 2019 - Oct 2019: Capecitabine 3) Mar2023-PR
tage 3) May 2020 - Dec 2020: FOLFOX + Bevacizumab 4)  May —Oct 2023: SD
|4} Aug 2022 - Oct 2023 hSTCS10

(Source: O AE|RE, IV Research)
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Figure 18. IHC ZA}l Z1tE =gt HAL AM 1b 4 &2} |O[E] L BTN1A1 WU EN HWOIAEHIE S5 A2z

Prlor Metastatic First IP : BTN1A1 PFS BTN1A1 25 &7} QFEUNS0f| 245 AT
site dose se : ) TPS (24.11.20 71§

101-01 Lung 2024-02-05  2024-10-18 sD 50% 8.5 5

101-02 5 Lung LNs No 2024-02-06  2024-06-15 sD a3 . .

101-03 3 Llung KRAS G12V  2024-02-07  2024-11-27 sD 9.7 g's -‘:

101-04 3 Liver No 2024-03-07  2024-07-16 SD 20% 44 -g °

101-05 5 Lung LNs KRAS GETH  2024-03-15  2024-07-24 sD a4 ésa .o‘

101-06 3 Lung (67) KRAS G12V  2024-03-28 202:;"' (H;IRCR] 100% = Z *e .

101-07 3 Liverlung  KRAS G125 2024-04-22  2024-07-16 sD 5.9 é ‘v

101-08 3 Liver lung  KRAS 12 2024-04-23  2024-10-18 PR 70% 39 - -

101-09 5 Lung LNs KRAS G13A  2024-04-30  2024-08-26 sD 10% 39

I(_:_::Irnmng 2024-12- FR s0 S5D-=PD
101-10 N KRAS G12D  2024-05-27 02 Dec SD 30% 5.5 Treatment Response
thrombosis) BOR BTN1A1 ZHE
101-11 4 Lung KRAS G12D  2024-06-03  2024-08-26 sD 28 PR B2 50% 0l
101-12 2 Liverlung  No 2024-06-11  2024-08-27 sD 40% 26 - B 30% 0I5t
(Source: O|AE|FRE, IV Research)
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Figure 21, YOIAEHIE Q4
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NSCLC(H|AM|ZH|2h) e} HolAEHIE

NSCLC(HI &M ZH )2 M MAH22 LEE 1 2/ LS0|H, HALYA7E 71 g2l 20|10
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sat BoME Cheol RS0 AMEste 2 at x2E A =He=d, ol =2
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Figure 20. &3Z% BTN1A1 vs PD-L1 23E H|W

o4 EF BTNIAI =S IS RE
H| 44 ZEH 2 HEHZEXEZE (Squamous) 56.0 % 37.5%
(NSCLC) Mot (Adenccarcinoma) 30.0 % -
AH|EGS (SCLC) 70.0 % 5.0%
22k (Bladder) 75.0 % 7.5%
LA Sk (Ovary) 56.1% 7.8%
LEEL (HaN) B4.5 % 16.7 %
A £ 2t (Esophageal, squamous) 71.4% 257 %
222 (Urothelial) 75.0 % 7.5%
garer (Breast) 63.2% 5.9%
A2 (Pancreas. adenocarcinoma) 40.0 % 7.5%

(Source: O|AE|FRE, IV Research)
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