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100
No. of Events/ | Median Overall

90+ No. of Patients [Survival (95% Cl)
g & Kaplan-Meierfi#z mo
2 70- Nivolumab+Gemcitabine-  172/304 21.7 (18.6-26.4)
a  60- Cisplatin
s ™~ Gemcitabine-Cisplatin  193/304 18.9 (14.7-22.4)
gp Nivolumab+ J\H — R EE ["Hazard ratio for death, 0.78
£ 40 gemcitabine- (HR) (95% Cl, 0.63-0.96)
O 30- ’ : cisplatin : P=002_ :
E; 40.7 (95% C, :.P=002
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N Engl J Med 2023; 389:1778-1789 8
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Phase 3 ClarIDHy study: Study design and endpoints

1-205 LS FEVF(35-FUZEE
AEREDHSIDHERVIF A EliER=

Key eligibility criteria =
+ 218 yeaors of age = g ; é i Crossover
« Histologically confrmed diagnosis of CCA £% ) 2T~ 2 E permitted
+ Centrally confirmed miDH 17 status by NGS ESR 239 at radiographic
. fc:zoq PS "s:ore 0 or lt e - g E é g z g g disease
« 1-2 prior therapies (ot least | gemcitabine- or ~ =
S-FUEcon?oin?nz‘:e&men) . : g -5 = s progression
* Measurable lesion as defined by RECIST v1.1 a " -

« Adequate hematologic, hepatic, and renal
\—function J
NCT02989857

An nce poncont 3ata monitonng nmmethoo
monitored e safely data Fyoughow! he study

* Primary endpoint: PFS by blinded independent radiology center (IRC)

* Key secondary endpoints: OS; objective response rate; PFS by local review; pharmacokinetics/
pharmacodynamics; health-related quality of life (HRQOL):® safety and tolerability

- BRRYFEDPFSHprimary endpoint. OSh'Key secondary endpoint
- Placebo#DERE(. BB, FKFz2idmB (L IvosidenibDiHSFIEE
- FFERREETRVEBRBEEERPILPIBERE. IvosidenibADiiaE232113

Zhu AX, Macarulla T, Javle MM, et al. Final Overall Survival Efficacy Results of Ivosidenib for Patients With Advanced Cholangiocarcinoma With IDH1 Mutation: The Phase 3 Randomized 1 1
Clinical ClarIDHy Trial. JAMA Oncol. 2021;7(11):1669-1677. doi:10.1001/jamaoncol.2021.3836



126 Assigned to the ivosidenib group

115 Discontinued treatment

\

24 Remained in study?
102 Discontinued study
93 Death

8 Withdrawal of consent
1 Lost to follow-up

Zhu AX, Macarulla T, Javle MM, et al. Final Overall Survival Efficacy Results of Ivosidenib for Patients With Advanced Cholangiocarcinoma With IDH1 Mutation: The Phase 3 Randomized
Clinical ClarIDHy Trial. JAMA Oncol. 2021;7(11):1669-1677. doi:10.1001/jamaoncol.2021.3836

231 Patients assessed for eligibility?

» 44 Excluded for screening failure

187 Underwent randomization (2:1)

61 Assigned to the placebo group

59 Discontinued treatment
51 Progressive disease
4 Adverse event

92 Progressive disease
8 Adverse event

6 Withdrawal by participant O 2 Withdrawal by participant
5 Death 0 Death

2 Withdrawal of consent 1 Withdrawal of consent

2 Other 1 Other

43 Placebo-treated patients crossed
over to receive ivosidenib

5 Receiving ivosidenib
38 Discontinued ivosidenib

32 Progressive disease
2 Adverse event
2 Physician decision
2 Withdrawal of consent
Y

9 Remained in study?
52 Discontinued study
43 Death
9 Withdrawal of consent
0 Lost to follow-up

61D / %5

Ivosidenib(CZ0OXA—)\—

12
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100
90-
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Progression-free survival (%)

—— Ivosidenib
—— Placebo
HR 0-37 (95% Cl 0-25-0-54); p<0-0001
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N -4
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3 A 5

8§ 9 10 1

I 1 1 1 1 1 1 1 1

12 13 14 15 16 17 18 19 20

Time since randomisation (months)

Number at risk
(number censored)
Ivosidenib 124
(0)
Placebo 61
(0)

28
(32)
1
(10)

105 16
(8)
46

(4)

36
(28)
4

22
(34)
0
(11)

54 10
(24)
11

(9)

40
(26)
6
(9)

14 9

(10)

6 5 4 3 3 2 1 1 0

(36) (38) (40) (41) (44) (45) (45) (45) (45) (46) (47) (47) (48)

Ivosidenib in IDH1-mutant, chemotherapy-refractory cholangiocarcinoma (ClarIDHy): a multicentre, randomised, double-blind, placebo-controlled,

phase 3 study. Lancet Oncol. 2020 Jun;21(6):796-807. doi: 10.1016/51470-2045(20)30157-1.
Oct;21(10):e462. PMID: 32416072; PMCID: PMC7523268.

Epub 2020 May 13. Erratum in: Lancet Oncol. 2020
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A | Overall survival

1.0+
HR, 0.79 (95% Cl, 0.56-1.12); 1-sided P =.09
HR, 0.49 (95% Cl, 0.34-0.70); 1-sided P <.001 (RPSFT adjusted)
0.8-
= e |0 SidENID
E 0.61 Placebo
‘.; Placebo (RPSFT adjusted)
o 0.4-
)
0.2-
: ——
0 I | | I 1 I I 1

1 1 1 I I I I I I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Survival, mo

No. at risk
lvosidenib 126 113 97 85 72 62 53 48 42 32 25 18 14 10 7 6 5 2
Placebo 61 50 43 35 29 27 21 18 17 12 8 4 4 2 1 1 1

DOZA-N\—-%ZRBULRVOSOET(Inegative
« IvosidenibhTStARBHCIOZA—N\—-Ulect TEREBESRENEFO TLEOE ?

« N TIvosideniblCOSOFNEMNRL), ELVSDFHNISTSD ?
AHBICEX(E, AHEICRREVEBESREIO0ZA—/N—-URholEEa 1o 70X
FA—N—EZHFIO0ZA—/I\—EVSHREBROEDIRVNCEINEDS

Zhu AX, Macarulla T, Javle MM, et al. Final Overall Survival Efficacy Results of Ivosidenib for Patients With Advanced Cholangiocarcinoma With IDH1 Mutation: The Phase 3 Randomized 14
Clinical ClarIDHy Trial. JAMA Oncol. 2021;7(11):1669-1677. doi:10.1001/jamaoncol.2021.3836 heiZ
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E1WStudy Design: SPOTLIGHT
Global *, randomized, double-blinded, placebo-controlled, phase 3 trial

B &
Key Eligibility Criteria SRR [ =oc)]  Zobetidmab 800/600° mg/m? Zolbetiximab 600 me/m? IV QW +

IV Q3W + mFOLFOXG IV G2W SR + folinic acid IV Q2w

» Previously untreated LA :
unresectable or mG/GEJ Cydies 1-4 (42 days/cycie) Cycles 5+
adenocarcinoma ..6_

* CLON18.2+ (moderate-to-
strong CLON 18 staining in Placebo IV Q3N + Placebo IV Q3W +
>75% of tumor cells) * mFOLFOXE IV Q2W S+FU + folinic acid IV G2W

« HER2~ Cycles 1-4 (42 days/cycie) Cycles 5+

« ECOG PS 0-1

Stratification Factors

* Region (Asia vs non-Asia) Primary End Point Secondary End Points

* Number organs w/
metastases (0-2 vs 23) * PFS® * OS « TTCD in GHS/QoL, * ORR® « Safety

« Prior gastrectomy (yes vs no) PF, and 0G25-Pan * DOR* +PROs

- »,

» Study was conducted at 215 sites in 20 countries across Australia, Asia, Europe, N. America, and S.
America; ® By central IHC using the analytically validated VENTANA CLDN18 (43-14A) RxDx Assay; © By
central or local HER2 testing: ° 800 mg/m? at cycle 1 day 1 followed by 600 mg/m? on cycle 1 day 22 and
days 1 and 22 of subsequent cycles: * Per RECIST v1.1 by independent review committee,

(Kohei Shitara et al. ASCO Gl 2023, LBA292)

https://medical.nikkeibp.co.jp/leaf/mem/pub/search/cancer/report/202303/578872.html
Shitara K,et al. Lancet. 2023 May 20;401(10389):1655-1668. doi: 10.1016/50140-6736(23)00620-7. Epub 2023 Apr 15. Erratum in: Lancet. 2023 Jul 22;402(10398):290. doi: 15
10.1016/50140-6736(23)01481-2. Erratum in: Lancet. 2024 Jan 6;403(10421):30. doi: 10.1016/50140-6736(23)02762-9. PMID: 37068504.



Primary endpoint®PFS by HR¥E

Number Number Median
of of progression-free
patients events  survival (months)

12-month

prgesla sl — Zolbetuximab+mFOLFOX6 283 146 1061

: —— Placebo + mFOLFOX6 282 167 8:67

80

HR for disease progression or death
: 0-75 (95% Cl 0-60-0-94); p=0-0066

KBEDAAY N (M8 and/or BET) (3
' 1464 1674

40

Probability of progression-free survival (%)

20

15

% & I 1 O I I, SO I, P [ A T RN, G PO, I N S P WS [T S KR I S S S I S N N S
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41

. Time (months)
Number at risk

Zolbetuximab+ 283 263 254 232 226 190 187 148 143 108 102 84 78 59 56 53 43 40 33 28 28 2119 17 12 12 12 10 10 9 7 7 5 5 5 2 2 2 2 2 1 O

mFOLFOX6
Placebo+ 282273260237 226183168136122 91 83 60 56 43 40 38 26 25 19 14 12 9 9 9 8 7 6 5 5 4 2 2 0 0 O 0 O O O O O O
mFOLFOX6
Shitara K,et al. Lancet. 2023 May 20;401(10389):1655-1668. doi: 10.1016/50140-6736(23)00620-7. Epub 2023 Apr 15. Erratum in: Lancet. 2023 Jul 22;402(10398):290. doi: 16

10.1016/50140-6736(23)01481-2. Erratum in: Lancet. 2024 Jan 6;403(10421):30. doi: 10.1016/50140-6736(23)02762-9. PMID: 37068504.



Secondary endpoint®O0S

100 iy Number Number Median overall
g5, of of survival
= P— patients events (months)
B .
Tty Gueral ?urwval —— Zolbetuximab + mFOLFOX6 283 149 18-23
80- %k'\ H —— Placebo + mFOLFOX6 282 177 15-54
%, : HR for death 0.75 (95% Cl 0-60-0-94); p=0-0053
3 | 68
g :
.Tg 60 : NN E
: 6o BEDANINY (BET) (&
= 5
: ‘ 1494 177
: | . #
2 5
z 40 ;
£ :
g i 36-month
: overall survival
E Ill1§ 21[[ s 1
20 — 5 LI : 11 | P | ll
z i ol
0 T 1 1 T I 1 I ] I I I ; I T I I I I I I I T I ; 1 I I 1 T I 1 I I I I ; T 1 I I T I 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Number at risk

Zolbetuximab+ 283270264255 251 241 233 217 196178 164 152 146135 125117 107 93 83 75 70 67 62 58 49 42 34 32 30 27 23 20 15 15 13 13 9 8 7 7 6 4 1 0

OS (ARYUh : FETD) DEREDEPFS (ART L IBE. JET) DHHZL) :

o BEERJIBBEZANRINIITIDTCIPFSOIINANY NRIFZWNET

Shitara K,et al. Lancet. 2023 May 20;401(10389):1655-1668. doi: 10.1016/5S0140-6736(23)00620-7. Epub 2023 Apr 15. Erratum in: Lancet. 2023 Jul 22;402(10398):290. doi: 1 7
10.1016/50140-6736(23)01481-2. Erratum in: Lancet. 2024 Jan 6;403(10421):30. doi: 10.1016/50140-6736(23)02762-9. PMID: 37068504.
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« ARV MERICERETIDT, YOINTA AHBICEEZEENBEDLE

JCOGFOMI-)¥=27)L https://icog.ip/doctor/tool/manual/

Shitara K, et al. Lancet. 2023 May 20;401(10389):1655-1668. doi: 10.1016/50140-6736(23)00620-7. Epub 2023 Apr 15. Erratum in: Lancet. 2023 Jul 22;402(10398):290. doi: 10.1016/S0140-6736(23)01481-2. Erratum in: Lancet. 2024 Jan
6;403(10421):30. doi: 10.1016/50140-6736(23)02762-9. PMID: 37068504.
United States Food and Drug Administration. Clinical Trial Endpoints for the Approval of Cancer Drugs and Biologics: Guidance for Industry. United States Food and Drug Administration; 2007

United States Food and Drug Administration. Clinical Trial Endpoints for the Approval of Cancer Drugs and Biologics: Guidance for Industry. United States Food and Drug Administration; 2018: 18
201 FIhEBEYITFEREHZLOIEIE (FHRBESERTIRVWEEZIBIEETERN. TFENEBRAELVIE S TSHTLE,
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Arm A Ifosfamide + Ifosfamide + Ifosfamide + Ifosfamide + Ifosfamide +
lenvatinib + etoposide etoposide etoposide etoposide etoposide

ifosfamide + Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5
etoposide

+ Lenvatinib, once daily

Treatment (21-day cycles)?

Tumor assessments every 6 weeks by independent imaging review using RECIST v1.1 until
week 18, then every 9 weeks until week 54, and then every 12 weeks until disease progression

e Lenvatinib 14 mg/m?; orally, once daily
 [fosfamide 3000 mg/m?; iv., days 1-3 of each cycle for up to 5 cycles

* Etoposide 100 mg/m?; iv., days 1-3 of each cycle for up to 5 cycles

Ifosfamide + Ifosfamide + Ifosfamide + Ifosfamide + Ifosfamide +
Arm B* etoposide etoposide etoposide etoposide etoposide

ifosfamide +
Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5
etoposide Y Y Y 4 Y

1:1 Randomization

Upon disease progression, patients can cross over to Arm A to receive lenvatinib

- ERAE(ELenvatinib® LEE. N=80%l. IEGHR. ABHFEHNEHN

- HRR¥FEDOPFSHhprimary endpoint

o ABELRVWTHIIRTIEE. HBVNIVIBRIRELEAETN ML ISR AR TIENRENS
o —HEREVTHIBRINEFRRBRIFEEASN, 24ED10-20%L5LWH TIIFENERiAH

Gaspar, N., et al., (2021). OLIE, ITCC-082: A Phase II Trial of Lenvatinib Plus Ifosfamide and Etoposide in Relapsed/Refractory Osteosarcoma.
Future Oncology, 17(32), 4249-4261. 19
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