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Clinical Studies

1. Adjuvant non-small cell lung cancer (NSCLC), EGFR mutation: TARGET

2. Advanced/metastatic, non-small cell lung cancer (NSCLC)
2.1 First-line, advanced/metastatic NSCLC, EGFR-mutation: OSTARA
2.2 First-line, locally-advanced/metastatic NSCLC, wild type EGFR
2.2.1 PD-L1 (TPS = 50%), ALK-negative: ARC-10
2.2.2 PD-L1 (TPS = 50%), ALK-negative: Galaxies: 213824
2.2.3 PD-L1 (TPS = 50%), ALK, ROS-1 negative: MK-3475A-D46
2.2.4 PD-L1 all comers, ALK, ROS-1 negative: MK-3475A-D77
2.2.5 PD-L1 all comer, ALK negative: BGB-LC-201
2.3 Second-line, advanced/metastatic NSCLC, PD-L1 all comers, ALK, ROS-1 negative: COSTAR LUNG
2.4 Second-line, locally-advanced/metastatic NSCLC, EGFR mutation: SAFFRON

3. Hepatocellular carcinoma
3.1 Locoregional hepatocellular carcinoma: EMERALD-3
3.2 First-line, systemic therapy in recurrence/metastasis: B/1443-0002
3.3 First-line, systemic therapy in recurrence/metastasis: ALIVE (MBI-03-Live)
3.4 First-line, systemic therapy in recurrence/metastasis: &U591A (TSCO trial)
4. Gastric or gastroesophageal junction (GEJ)
4.1 First-line, locally-advanced, recurrent/metastatic HER2-positive: ZWI-ZW25-301
4.2 First-line, locally-advanced, recurrent/metastatic FGFR2b-overexpression: FORTITUDE-102
4.3 First-line, locally-advanced, metastasis: STAR-221
5. Head and neck squamous cell carcinoma (HNSCC)
5.1 First-line, recurrent/metastatic PD-L1-positive: BGB-HNSCC-201
5.2 Systemic therapy in recurrence/metastasis: B/1443-0002

6. Breast cancer
6.1 First-line, Locally-advanced/metastatic breast cancer with PIK3CA mutation, ER-positive and HER2- y

negative: INAVO .
6.2 First-line, Locally-advanced/metastatic breast cancer, triple-positive (ER, PR, HER2-positive): HeredERA pr' >
6.3 First-line, Locally-advanced/metastatic breast cancer, triple-negative (ER, PR, HER2-negative): -
TROPION-Breast02 t L
7. Biliary tract cancer -
7.1 First-line, systemic therapy in recurrence/metastasis: g7U597A (TSCO trial)
7.2 Second line or more, advanced /metastatic BTC or pancreatic adenocarcinoma, MDM2 amplified, =
TP53 wild-type fusions/translocations: B/71403-0011
8. Esophageal cancer
8.1 Unresectable locally-advanced esophageal squamous cell carcinoma: KUNLUN
8.2 Second-line, Advanced/metastatic esophageal squamous cell carcinoma: Talios
8.3 Second-line, Advanced/metastatic esophageal squamous cell carcinoma: KEYMAKER-06A
9. Advanced colorectal cancer
9.1 Advanced colorectal cancer with KRAS G12C mutation, disease progression on or after standard first-line
therapy: Krystal-10 4
9.2 Third line or more of metastatic colorectal cancer: XL092-303 *

10. Adjuvant, clear cell renal cell carcinoma (ccRCC) post nephrectomy: MK6482-022
11. Solid tumor: Collect sample as least 300 ml of left over pleural effusion or ascites fluid available: AC1804

12. Recurrent, unresectable locally advanced/metastatic pancreatic cancer: 1U591A (Nab-IRI, TSCO trial)
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Clinical Studies

1. Adjuvant NSCLC, EGFR mutation: TARGET

Falpsinis (Eng): An open-Llabel, single-arm, phase I, multinational, multicentre study to assess the
efficacy and safety of 5 years of osimertinib in participants with epidermal growth factor receptor mutation-
positive stage Il-111b non-small cell lung carcinoma, following complete tumour resection with or
without adjuvant chemotherapy
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Target Randomized subjects (%) Screening failure (%)
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2. Advanced/metastatic, non-small cell lung cancer (NSCLC)

2.1 First-line, advanced/metastatic NSCLC, EGFR-mutation: OSTARA

ﬁafﬂidmi (Eng): A phase Il, open-label, single-arm, multi-centre study to evaluate the safety
and efficacy of osimertinib with amivantamab as first-line treatment in participants with epidermal growth
factor receptor mutation-positive, locally advanced or metastatic non-small cell lung cancer

Folasan1s (Ing): msfnunidoszeed 2 wwulamedeyas nguiior dufiunislugudidonaisusia
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Status: Unsugtaedans ludeusuaau 2566

Target Randomized subjects (%) Screening failure (%)

4 (80.00) 1 (20.00)

@54 Recruitment rate Uszal 2566 159015 OSTARA

—4—=Target

OSTARA =fi-Actual (cumulative)
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2.2 First-line, locally-advanced/metastatic NSCLC, wild type EGFR
2.2.1 PD-L1(TPS = 50%), ALK-negative: ARC-10

Folasanis (Eng): A phase 3 study to evaluate zimberelimab (AB122) monotherapy compared to standard
chemotherapy or zimberelimab combined with AB154 in first-line, PD-L1-positive, locally-advanced
or metastatic NSCLC

Folazans (Ine): nsfinwnidesesedi 3 ieUseiliuendudsauny (AB122) ifisliiissudiniisaiouiiiou
fugnadividaidunisinuuinsgiu uiesdudiaunuiiielisiuiuen AB154 un1ssnwdiduusnly
Tsauzideonviadilildwadvunadnlussozanamanisivielussssundnssaneiifina-ueal iWuuan

Status: MauUnsugUied1saulasinig

nargn: Vasugilaelufousunau 2565 uandasugthedilasinssnadslufiou woadneu 2566

Target Randomized subjects (%) Screening failure (%)

6 18 2 (11.11) 16 (88.89)

@3U Recruitment rate Uszanl 2566 1A54n15 ARC-10

—4—=Target
ARC-10 =fi—Actual (cumulative)

No. of randomized subjects
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2.2.2 PD-L1 (TPS = 50%), ALK-negative: Galaxies: 213824
Folasinis (Eng): A phase 2, randomized, open-label, platform study utilizing a master protocol to evaluate
novel immunotherapy combinations in participants with previously untreated, locally advanced/metastatic,
programmed death ligand 1-selected non-small-cell lung cancer
Folnsanis (Ine): nsfnwidessesii 2 wuudu \Unmedeya Tnsldunanosuluslnneandniieussiiu
namsxauwaugfiguiuitawuuiniludidsailasmsiseiidulsausSenviabiltwadvuaininsany
Aifueau svazgnamaniziviessesundnssaeildldunissnunanden

Status: Maadnsugthedrsaulasinig

Target Randomized subjects (%) Screening failure (%)

10 19 3 (15.79) 16 (84.21)

#3U Recruitment rate Uszd1U 2566 1Asan1s 213824

=—=Target
213824 =f-Actual (cumulative)
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2.2.3 PD-L1(TPS = 50%), ALK, ROS-1 negative: MK-3475A-D46
Folasanis (Eng): An open-label, multicenter, phase 3 randomized, active-comparator-controlled
clinical study of Pembrolizumab (MK-3475) in combination with Sacituzumab Govitecan versus MK-3475
monotherapy as first-line treatment in participants with PD-L1 TPS greater than or equal to 50% metastatic
non-small cell lung cancer (Keynote D46/Evoke-03)
Folasan1s (Ine): msAnuiideneediinszeei 3 wwudu Uawedes dufiunislunaisgudise auau
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Target Randomized subjects (%) Screening failure (%)
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2.2.4 PD-L1 all comer, ALK, ROS-1 negative: MK-3475A-D77

Folasints (Eng): A phase 3 randomized, open-label clinical study to evaluate the pharmacokinetics
and safety of subcutaneous Pembrolizumab coformulated with hyaluronidase (MK-3475A) versus
intravenous Pembrolizumab, administered with chemotherapy, in the first-line treatment of participants
with metastatic non-small cell lung cancer (MK3475A-D77)
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2.2.5 PD-L1 all comers, ALK negative: BGB-LC-201

Folasens (Eng): A Phase 2, open-label, multi-arm study of Tislelizumab in combination with
investigational agents with or without chemotherapy in patients with previously untreated, locally
advanced, unresectable, or metastatic non-small cell lung cancer
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2.3 Second-line, advanced/metastatic NSCLC, PD-L1 all comers, ALK, ROS-1 negative: COSTAR LUNG

Folasanis (Eng): A randomized, open label phase 2/3 study comparing Cobolimab + Dostarlimab +

Docetaxel to Dostarlimab + Docetaxel to Docetaxel alone in participants with advanced non-small cell

lung cancer who have progressed on prior anti PD (L)1 therapy and chemotherapy
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2.4 Second-line, locally-advanced/metastatic NSCLC, EGFR mutation: SAFFRON

Folnsans (Eng): A phase Ill, randomised, open-label study of savolitinib in combination with osimertinib
versus platinum-based doublet chemotherapy in participants with EGFR mutated MET overexpressed and/or
amplified, locally advanced or metastatic non-small cell lung cancer who have progressed on treatment

with osimertinib
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3. Hepatocellular carcinoma

3.1 Locoregional hepatocellular carcinoma, TACE with systemic therapy: EMERALD-3

?‘?afﬂsamﬁ (Eng): A phase Ill, randomized, open-label, sponsor-blinded, multicenter study of durvalumab in
combination with tremelimumab + lenvatinib given concurrently with transarterial chemoembolization (TACE)

compared to TACE alone in patients with locoregional hepatocellular carcinoma
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3.2 First-line, systemic therapy in recurrence/metastasis: BI1443-0002

Folnsanis (Eng): An open label trial of Bl 765063 in combination with Bl 754091 (ezabenlimab) alone or
with Bl 836880, chemotherapy, or cetuximab, in patients with recurrent/metastatic head and neck squamous
cell carcinoma (HNSCC) or hepatocellular carcinoma (HCC)
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3.3 First-line, systemic therapy in recurrence/metastasis: ALIVE (MBI-003-Live)

Folasanis (Eng): A phase II/11l randomized, controlled clinical study of ALLOSTIM vs. physician’s
choice in Asian subjects with advanced hepatocellular carcinoma (HCC)
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3.4 First-line, systemic therapy in recurrence/metastasis: &1U591A (TSCO trial)
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4. Gastric or gastroesophageal junction (GEJ)

4.1 First-line, locally-advanced, recurrent/metastatic HER2-positive: ZWI-ZW25-301

#afﬂidmi (Eng): A randomized, multicenter, phase 3 study of zanidatamab in combination with
chemotherapy with or without tislelizumab in subjects with HER2-positive unresectable locally advanced or
metastatic gastroesophageal adenocarcinoma (GEA)
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4.2 First-line, locally-advanced, recurrent/metastasis FGFR2b-overexpression: FORTITUDE-102

%olas9n15 (Eng): A phase 1b/3 study of Bemarituzumab plus chemotherapy and Nivolumab versus
chemotherapy and Nivolumab alone in subjects with previously untreated advanced gastric and
gastroesophageal junction cancer with FGFR2b overexpression
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4.3 First-line, locally-advanced, metastasis: STAR-221

#afﬂwm’i (Eng): A randomized, open-label, multicenter phase 3 trial of Domvanalimab, Zimberelimab,
and chemotherapy versus Nivolumab and chemotherapy in participants with previously untreated locally
advanced unresectable or metastatic gastric, gastroesophageal junction, and esophageal adenocarcinoma
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5. Head and neck squamous cell carcinoma (HNSCC)

5.1 First-line, recurrent/metastatic PD-L1-positive: BGB-HNSCC-201

#afﬂidms (Eng): randomized, phase 2, open-label, multi-arm study of Tislelizumab in combination with
investigational agents as first-line treatment in patients with recurrent or metastatic head and neck
squamous cell carcinoma
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5.2 Systemic therapy in recurrent/metastatic: B/1443-0002

Folasints (Eng): An open label trial of BI 765063 in combination with Bl 754091 (ezabenlimab)
alone or with Bl 836880, chemotherapy, or cetuximab, in patients with recurrent/metastatic head
and neck squamous cell carcinoma (HNSCC) or hepatocellular carcinoma (HCC)
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6. Breast cancer

6.1 First-line, Locally-advanced/metastatic breast cancer with PIK3CA mutation, ER-positive and HER2
—negative: INAVO

#afﬂi\ims (Eng): A phase Ill, randomized, double-blind, placebo-controlled study evaluating the efficacy and
safety of GDC-0077 plus Palbociclib and Fulvestrant versus placebo plus Palbociclib and Fulvestrant in patients
with PIK3CA-mutant, hormone receptor-positive, HER2-negative locally-advanced or metastatic breast cancer
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6.2 First-line, Locally-advanced/metastatic breast cancer, triple-positive (ER, PR, HER2-positive): HeredERA

#afﬂﬂmi (Eng): A phase Ill, randomized, open-label study evaluating the efficacy and safety of
Giredestrant in combination with Phesgo versus Phesgo after induction therapy with Phesgo+taxane in
patients with previously untreated HER2-positive, estrogen receptor-positive locally-advanced or
metastatic breast cancer
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6.3 First-line, Locally-advanced/metastatic breast cancer, triple-negative (ER, PR, HER2-negative):
TROPION-Breast02

Folasanis (Eng): A phase 3, open-label, randomized study of datopotamab deruxtecan (Dato-DXd)
versus investigator’s choice of chemotherapy in patients who are not candidates for PD-1/PD-L1 inhibitor
therapy in first-line locally recurrent inoperable or metastatic triple-negative breast cancer
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7. Biliary tract cancer

7.1 First-line, systemic therapy in recurrence/metastasis: &1U591A (TSCO trial)
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carcinoma) $1u7U 50 S18UALNEISWiBTNA (biliary tract cancer) #is1uu 50 518 anaanduludsendlne e
Tguhsaunsadiainisinulflussuinsiienseeglunssuiunisvesvoydansidousuenlulssinalne

Status: Unsugtheudrluiou damau 2566

Randomized subjects (%) Screening failure (%)

5 6 5 (83.33) 1(16.67)

@5U Recruitment rate Uszant 2566 81U321@ (TSCO trial) cohort BTC

- —o—Target
ENUSA (COhOl‘t BTC) =i Actual (cumulative)
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7.2 Second line or more, advanced /metastatic BTC pancreatic adenocarcinoma, MDM2 amplified, TP53
wild-type fusions/translocations: B/1403-0011

?‘?afﬂﬁms (Eng): A phase lla/llb, open-label, single-arm, multi-centre trial of Bl 907828 for treatment
of patients with locally advanced / metastatic, MDM2 amplified, TP53 wild-type biliary tract adenocarcinoma,
pancreatic ductal adenocarcinoma, or other selected solid tumours

Folazanis (Ine): nmsAnw1ddessesit 210/280 wwuilamedayanisinel diunisineinuuyszeins
nduiisr lugudidevansuns vas s1dle 907828 dwiunisinudiae fAfinnsgnaiuanisd/ unsnszany
Tnefinisinuswauvesdu MDM2 8u TP53 Tulsauzibaiothd uzideiuseu wisuziSwilafouiiudug vresin

Status: Maadnsugthedrsaulasinig

Randomized subjects (%) Screening failure (%)

3 25 1 (4.00) 24 (96.00)

@34 Recruitment rate Usga1U 2566 1As9n1s BI11403-0011
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8. Esophageal cancer

8.1 Unresectable locally-advanced esophageal squamous cell carcinoma: KUNLUN

#afﬂiﬂmi (Eng): A phase lll, randomized, double-blind, placebo controlled, multi-center, international
study of Durvalumab given concurrently with definitive chemoradiation therapy in patients with
locally advanced, unresectable esophageal squamous cell carcinoma

dﬂ' a o aa dl ada 1 a o 5 1 ¥
#olasinis (Z‘VIEI): N157YNNAAUNTZYSN 3 Iﬂ&l’Jﬁﬂ"lﬁ?jﬂJ BUUUNUANITSNBINIABINIE AT AIUANAIEY

q
[ o

gmaen i lunareaartunalan iwednwinisldennasinguiivsiuiunisihwdlrsenaiividanazsedsnw
lugihelsauzismasnamseiinasandawadssozqnatuawiziiliaunsadiale
Status: Unsugtheuadluaou Famau 2566

Target Randomized subjects (%) Screening failure (%)

6 (66.67)

3(33.33)

@54 Recruitment rate Usea1U 2566 159115 KUNLUN
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8.2 Second-line, unresectable advanced/metastatic or recurrent esophageal squamous cell
carcinoma: TaLios

?’#afﬂs\ims (Eng): A 3-arm, randomized, blinded, active-controlled, phase Il study of RO7121661,
a PD1-TIM3 bispecific antibody and RO7247669, a PD1-LAG3 bispecific antibody, compared with
Nivolumab in participants with advanced or metastatic squamous cell carcinoma of the esophagus

Folasanis (Ing): n1sAnu1ideszesiiz Aruaudieeiate Unladeyanisfnuiuuudu $1uu 3 ndu
iWafnwe1 RO7121661 FaduneuRiveffisnnizdeasstimuie (PD1-TIM3) uaze1 RO7247669 Failu
wouRveRisunizsdeasaiimute (PD1-LAG3) wWisuifisufusriliguuuluenaradasiiduuzifeanaen
E)’]M']i‘ljﬁﬂﬂﬂ’a’lﬁﬁl,‘ljaﬂu’izﬂza‘ﬂa’luﬁ%aizﬂmwﬁﬂisﬂ’]&l

Status: Unsugtheudaluiow wwew 2566

Target Randomized subjects (%) Screening failure (%)

20 28 14 (50.00) 14 (50.00)

a3U Recruitment rate Us#31U 2566 1A54n15 TaLios
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8.3 Second-line, unresectable advanced/metastatic or recurrent esophageal squamous cell
carcinoma: KEYMAKER-06A

Folasins (Eng): A Phase 1/2 open-label, umbrella platform design of investigational agents with
Pembrolizumab (MK-3475) in participants with advanced esophageal cancer: master (KEYMAKER-U06)
and a phase 1/2 open-label, umbrella platform design study of investigational agents with Pembrolizumab
(MK-3475) in participants with advanced esophageal cancer naive to PD-1/PD-L1 treatment

Folasens (Ine): msdnun3eszesii 172 wwuillaaain feenuuunislidnwienidenarsviiagiudu
gNNUlUTAYUUY (8119UL1A-3475) Iuél,‘z’f']s"mmi%'&lﬁL‘fJuI'iﬂum%waaﬂa’mqﬁwzqna’m: atundn
(ALunined-g06) uaz n1sAnw1ideszesi 172 uuuiaaain Tasfinseenuuulidnuieniovaisuia
$rufusnnalusdguuu (enduia-3475) lufidirsmunsideiiiulsausifanasnomisssasqnanu delsiiae
Iasunssnunuiiafisunnzinizasienia-1/in-ueal uideu

Status: Maudasugheivrsaulasinig

Target Randomized subjects (%) Screening failure (%)
6 2 1 (50.00) 1 (50.00)
a3U Recruitment rate Us#d1U 2566 1A59n15 KEYMAKER-06A
MK3475-06A —=Tangw
wdli= Actual (cumulative)
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9. Advanced colorectal cancer

9.1 Advanced colorectal cancer with KRAS G12C mutation, disease progression on or after standard first-line
therapy: Krystal-10

Folasenis (Eng): A randomized phase 3 study of MRTX849 in combination with Cetuximab versus
chemotherapy in patients with advanced colorectal cancer with KRAS G12C mutation with disease
progression on or after standard first-line therapy

Folasenis (Ine): nmsAnwnidessesd 3 wuuduuasendueiifiiond 849 (MRTX849) $aufusndynduuy
(Cetuximab) W3suifisufusnasivhdalugiasiilulsausiedlfngszosqnaudefinnsnateiuguesdu
\Ausa 3124 (KRAS G120) uagfinsananuvadlsaluseninamiendsnnldiunmsdnuvdunsnuuunnsgu

Status: Unsugtheudrlufou Aueeu 2566

Target Randomized subjects (%) Screening failure (%)
2 57 1 (1.75) 56 (98.25)
@3U Recruitment rate Usgant 2566 1A59n15 Krystal-10
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9.2 Third line or more of metastatic colorectal cancer: XL092-303

%9lA59n75 (Eng): A Randomized open-label phase 3 study of XL092 + Atezolizumab vs Regorafenib
in subjects with metastatic colorectal cancer

4ﬂ' = a o dl 1 a v U < = a

Polasins (Ine): MsAny1iduszes 3 HUUEN LUALNEVDYANITINEIVBIBBNYLDA 092 + EJ’]E»JS‘V]I‘Ua‘gLLﬂJU
wWiguisuiveusinsuniu luenanadiasidulsauziSdldlvauaznnswinssezunsnszans

Status: AauUnsugUaedrsaulasinig

Vae90): ANITWNTILINGIAIALAT 990 5 578 1 15 519 Tuidou sua1Au 2566

Randomized subjects (%) Screening failure (%)

5 (62.50) 3 (37.50)

a3U Recruitment rate Uszd1U 2566 1A54n15 XL092-303
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10. Adjuvant, clear cell renal cell carcinoma (ccRCC) post nephrectomy: MK6482-022

Folasens (Eng): A multicenter, double-blind, randomized phase 3 study to compare the efficacy and
safety of Belzutifan (MK-6482) plus Pembrolizumab (MK-3475) versus placebo plus Pembrolizumab, in the
adjuvant treatment of clear cell renal cell carcinoma (ccRCC) post nephrectomy (MK-6482-022)

Folazanis (Ive): Msfinuideszesi 3 wuunaieaud UnUangunisinuiisassihe wsiadu iaiUisuliioy
UszAnduauazanulasaisvessnvagiviiu (1Buia-6482) iislisaufuennulusdguuy (Buin-3475)
\isuRuemasnifielisantusunulusaguu lunsinunasudmiulsaugisalaviinwadla (ccRCC) nMends
nsinle (1DuA-6482-022)

Status: Maudasugeivrsaulasinig

Randomized subjects (%) Screening failure (%)

Target

3 (100.00) 0 (0.00)

#3U Recruitment rate UszdnU 2566 1A54n15 MK6482-022

—o—Target
== Actual (cumulative)

MK6482-022

6 & g g g g g g g ¢ ¢ 4 *—

(%)

w b

No. of randomized subjects

2 S S A N L . . N I
\’bo Q@v @0 v.'Q @0* \\)‘o W v.o'% QQQ Oé' éo QQ'
Recruitment time

s1gvuUs:91U 2566
AudordsouWonsAnuazuainlsau:iSy
KLIoBU:ISIINY ATVITIONYSANENS ANUIWNEANENS UK1SNETdeaIvaIuASUNS

52




11. Solid tumor: Collect sample as least 300 ml of left over pleural effusion or ascites fluid available: AC1804
Folasins (Eng): Studying drug action in pleural effusion and ascites: a pilot study
Folazanis (Ing): madnwnaveseluinludeadeuuonuaziitludosion: nmsAnwiderigos
Status: Maatnsugtedrsaulasinig

Randomized subjects (%) Screening failure (%)

Target

30 5 2 (40.00)

3 (60.00)
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12.Recurrent, unresectable locally advanced/metastatic pancreatic cancer: &1U597A (Nab-IRI, TSCO trial)
Folasants (lne): nsidrdaen Nanoliposomal irrinotecan (nab-IR1) dwifugihsusiFesusouléidusmuiuusn
(First-line treatment) 32uAU5-Fluorouracil/Leucovorin/ oxaliplatin (NALIRIFOX) wag T Jugrvuuiiaes
(Second-line treatment) 217U 5-Fluorouracil/Leucovorin ¥84n13ugi5einenaunauunslssimdlneuazusen
woasiies (Usyndlne) 311
Status: Maudnsugtedrsaulasinig

Target Randomized subjects (%) Screening failure (%)

10 4 4(100.00) 0 (0.00)

@34 Recruitment rate Usza1U 2566 1Asans
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ORIGINAL ARTICLE

Four-year overall survival update from the phase Il HIMALAYA study of
tremelimumab plus durvalumab in unresectable hepatocellular carcinoma

B. Sangro'*, 5. L. Chan?, R. K. Kelley?, G. Lau®, M. Kudo®, W. Sukeepaisarnjaroen®, M. Yarchoan’, E. N. De Toni®, J. Furuse®,

¥. K. Kang'®, P. R. Galle'’, L. Rimassa'*", A. Heurgué'®, V. C. Tam'*, T. Van Dao'%, §. C. Thungappa'’, V. Breder'?,

Y. Ostapenko®®, M. Reig™, M. Makowsky*!, M. J. Paskow®?, C. Gupta®®, J. F. Kurland®!, A. Negro™* & G. K. Abou-Alfa®* 2525,

for the HIMALAYA investigators '

Liver Unit and HPB Oncology Area, Clinica Universidad de Mavarra and CIBEREHD, Pamglona, Spain; *5tate Key Laboratory of Translational Oncology, Department of Clinical
Oncology, Sir Yue-Kong Pao Center for Cancer, The Chinese University of Hong Kong, Hong Kong SAR, China; IHelen Diller Family Comprehensive Cancer Center, University of
California, San Frandseo, USA: *Humanity and Health Clinical Trial Centar, Humanity and Health Medical Group, Hong Kong SAR, China; !'Bepartment of Gastroenterology and
Hepatology, Kindai University Faculty of Medicine, D&aka,lanan:ﬁbepanrrema‘f Medicine, Songklanagarind Hospital, Khon Eaen University, Khon Ezen, Thailand; }Sﬂw Kimmael
Comprehensive Cancer Center, Johns Hopkins, Baltimore, USA; al:leparlment of Medicine I, University Haspital, LMU RMunich, Munich, Germany; 'kanagawa Cancer Canter,
“fokohama, lapan; ‘DDepamnent of Oncology, University of Ulsan College of Medicdne, Asan Medical Center, Seoul, South Korea; V'Department of Internal Medicine 1, University
Medical Center, Mainz, Germany; “*Departrent of Biomedical Sciences, Hurmanitas University, Pieve Emanuale, Milan; **Humanitzs Cancer Center, IRCCS Humanitas Research
Hospital, Rozzzno, Milan, Itly; “*Department of Hepato-Gastroenterology, Robert-Debré Hospital, Reims, France; *$Torm Baker Cancer Centre, Departrnent of Oncology, University
of Calgary, Calgary, Canada; **Cancer Research and Clinical Trials Center, Department of Optimal Therapy, National Cancer Hospital, Hanol, Vietnam; "Haalth Care Global
Enterprises Ltd, Bangalore, India; 55, M. Blokhin Russian Cancer Research Center, Chermotherapy Unit, Mosoow, Russia; "'Department of Minimally Invasive and Endoscopic
Surgery, Interventional Radickogy, National Cancer Institute, Kyiv, Ukraine; My arcelona Clinic Liver Cancer [BCLL), Liver Unit, Hospital Clinic de Barcelona, IDIBAPS, CIBEREHD,
University of Barcelona, Barcelona, Spain; 21(T.!m:c:lc:gl'r RE&D, Late-5tage Development, AstraZeneca, Gaithershurg; “glabal Medical Affairs, Astrafeneca, Gaithershurg; nﬂnmlugy
Biometrics, Late Oncology Statistics, Astra?eneca, Wilmington; **Department of Medidne, Memorial Sloan Kettering Cancer Center, Comell University, New York; el Medical
College, Cornell University, New York, USA; *Trinity College Dublin, Dublin, Ireland

Available online XXX

Background: In the phase |Il HIMALAYA study (NCT03298451) in unresectable hepatocellular carcinoma (uHCC), STRIDE
(Single Tremelimumab Regular Interval Durvalumab) significantly improved overall survival (0OS) versus sorafenib;
durvalumab monotherapy was noninferior to sorafenib for 0S. Results reported herein are from a 4-year updated
05 analysis of HIMALAYA.

Patients and methods: Participants with uHCC and no previous systemic treatment were randomized to STRIDE
{n = 383), durvalumab (n = 389), or sorafenib (n = 389). The updated data cut-off was 23 January 2023. 0S and
serious adverse events (AEs) were assessed. Additionally, baseline characteristics and subseguent therapies were
analyzed in long-term survivors (=36 months beyond randomization).

Results: For STRIDE, durvalumab, and sorafenib, median [95% confidence interval (Cl)] follow-up was 49.12 months
(46.95-50.17 months), 48.46 months (46.82-49.81 months), and 47.31 months (45.08-49.15 months), respectively.
05 hazard ratio (95% Cl) for STRIDE versus sorafenib was 0.78 (0.67-0.92). The 36-month 05 rate for STRIDE was
30.7% wversus 19.8% for sorafenib. The 48-month OS rate remained higher for STRIDE at 25.2%, versus 15.1% for
sorafenib. The long-term OS5 benefit of STRIDE was observed across clinically relevant subgroups and was further
improved in participants who achieved disease control. Long-term survivors with STRIDE (n = 103) included
participants across clinically relevant subgroups, and 57.3% (59/103) had no reported subsequent anticancer
therapy. No new serious treatment-related AEs occurred with STRIDE from the primary analysis (17.5%; 68/388).
Durvalumab maintained 05 noninferiority to sorafenib and no late-onset safety signals were identified.

Conclusions: These data represent the longest follow-up to date in phase |Il studies in uHCC. The unprecedented 3- and
4-year OS rates reinforce the sustained long-term OS benefit of STRIDE versus sorafenib. STRIDE maintained a tolerable
yet differentiated safety profile from other current uHCC therapies. Results continue to support the long-term benefits
of STRIDE in a diverse population, reflective of uHCC globally.

Key words: durvalumab, tremelimumab, immune checkpoint inhibitor, overall survival, unresectable hepatocellular carcinoma

*Correspondence to: Dr Bruno Sangro, Liver Unit and HPE Oncology Area, Clinica Universidad de Navarra and CIBEREHD, Avda. Fio XII 36, 3100& Pamplona, Spain.
Tel: +34-948-206-637
E-mail: baangro@unav.es (B, Sangro).

fListed in Appendix 1.
0923-7534,40 2024 The Author(s). Published by Elsevier Ltd on behalf of European Society for Medical Oncology. This is an open access article under the O BY-NC-ND
license (hitp://creativecommons orgy/licenses/by-ne-nd 4.0/
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Articles

Lenvatinib plus pembrolizumab versus lenvatinib plus
placebo for advanced hepatocellular carcinoma (LEAP-002):
a randomised, double-blind, phase 3 trial

Josep I Liovet, Mosatoshi Kudo, Phibppe Merde, Tim Meger, Shokui Qin, Mosofumi [keda, Bwocai Xu, Julien Edefime, Bork-Yeol Rpoo,
Zhenggang Fen, Gionluca Maos, Mariusz Ewiotkowsh, Ho Yeong Lim, fer Hpun Kim, Volery Breder, Hiromitswr Kumoda, Ann-Li Cheng,
Peter B Gale, Shuichi Eaneko, Anran Wong, Kalgi Mody, Corina Dutows, Leonid Dubrovsiy, AbBy B Siegel, Richord 5 Finn, for the LEAP-002
lvestigotors®

Summary
Background Sysiemic therapies have improved the management of hepatocellular carcinoma, bul there is still a need
o further enhance overall survival in frst-line advanced stages. This study almed o evaluate the addibion of
pembrolizumab bo lenvatinily versus lenvatinib plus placebo in the frst-line setting for unreseclable hepatocellular
carcinoma.

Methods In this global, randomised, double-blind, plase 3 study (LEAP-002), patients aged 18 vears or older with
unresectalle hepatocellular carcinema, Child Pugh dlass A liver disease, an Eastern Cooperative Onoology Group
performance status of 0 or 1, and no previous svstemic treatment were enrolled at 172 global sites. Patbents were

+* I@

Lot Greed 2023,

24: 13359412

Sewommuent page L2191
“Lrited in i appendix [pe 3-55
Dwisizn of Liver Diveave, Tisch
Career imtfuie, icshn Schoo
of Mediing ot Meount Sne,
PlamYark, MY, USA

[Paaf | M Licvet M Augent Fai
 — Iy .

randomly assigned (1:1) with a central inleractive vodoeresponse system (block size of 4) o receive lenvatinib
(bodyweight <60 kg, 8 myiday; bodyweight =60 kg 12 myg/day) plus pembrolizumaly (200 myg every 3 weeks) or
lenvatinily plus placebo. Randomication was stratified by geographical region, macrovascular portal vein invasion or
exirahepatic spread or both, o-feloprotein concentration, and Eastern Cooperative Oncology Group performance
status. Dual primary end points were overall survival (superlority threshold at inal overall survival analysiz, one-sided
p=0-019; final analysis 1o occur afler 532 events) and progression-free survival (superiority threshold omse-zided
p=0.002; final analysis to occur afler 571 evenls) b e inlention-lo-treal population. Resulls from the final analysis
are reported. This study is registered with ClinkcalTrials gov, NCT03713593, and 1= active bul nod recruiling.

Findings Between Jan 17, 200%, and April 28, 2020, of 1309 patients assessed, 794 were randomly assigned o lenvatinib
plus pembrolizumaly [n=395) or lenvatinib plus placebo (n=3%9). Median age was 66-0 years (LR 57.0-72-0),
Gdd [E1%) of 70 were male, 150 (19%) were female, 345 [43%) were Asian, 345 [43%) were While, 22 (335) were
multiple rces, 21 (3%) were Amercan Indian or Alaska Nalive, 21 {3%) were Nalive Hawaiian or other Pacific
Islanuder, 13 (2%) were Black or African American, and 46 (6%) did not have avallable race data. Median follow up as
of data cubedT for the Gnal analyeis [June 21, 2032) was 32-1 months (1QR 29-4-35- 3). Median overall survival was
212 months (95% C1 19-0-23-6; 252 [4%) of 395 died) with lenvatindh plus pembrolizumab versus 190 months
(17-2-21-7; 282 [713%) of 399 died) with lenvalinib plus placelo (hazard ratio [HR) 0-84; 95% C10-71-1.00; stratifed
log-rank p=0-023). Az of data culoll Tor the progression-free survival inal analysis (Apeil 5, 2021), median progression-
free survival was 8-2 months (953 C1 G- 4-8-4; 270 events ocoursed [42 deaths; 228 progressions|) with lenvatinib
plus pembrolizumals versus 8- 0 maonths [6-3-8-2; 301 evenls sccurred [36 deaths; 265 progressions]) with lenvatinib
plus placebo (HE 0-87; 95% C1 0-73-1-02; siratified log-rank p=0-047). The most commen treatmeni-related grade
34 adverse events were hypertension (69 [17%] of 395 patients in the lenvatinib plus pembrolizumab group v
68 [17%] of 395 patients) in the leavatinib plus placebo group), Incressed asparate aminotransferase (27 |7%]
17 [436]), and diarrhoea [25 [654] v 15 [458]). Treatment-relabed deaths sccurred in fowr [134) patients in the lenvatinib
plus pembrolizumab group (due to gastrelntestinal haemorrhage and hepatorenal syndreme [n=1 each] and hepatic
encephalopathy [n=2)) and in three (1%) patienis in the lenvatinil plus placebo group (due to gastreintestinal
haemordage, hepatoresal syndrome, and cerebrovascular sccident [n=1 eachlj.

Interpretation In earlier studies, the addition of pembrolizumab o lenvalinib as Arstline therapy lor advanced
hepatocellular carcinoma has shown promising clincal activity; however, lenvatinib plus permbrolizumaly did nod
meet prespecified significance for Improved overall survival and progression-free survival versus lenvatinib plus
placebo. Our findings do nel suppert a change in clinical practice.

Funding Elsal US, and Merck Sharp & Dohme, a subsidiary of Merck.

Copyright (£ 2023 Elsevier Lid. All rights reserved.
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Table: Median overall survival and 1-year, 2-year, 3-year, 4-year and 5-year survival according to stage.
N Number Median survival 1-Year 2-Year 3-Year 4-Year 5-Year
of time (years) Survival Survival Survival Survival Survival
deaths (95%CI) (%) (%) (%) (%) (%)

Stage 1 5 0 d 100.0 100.0 100.0 100.0 100.0
Stage 2 125 26 ¢ 92.8 82.1 78.5 74.9 74.9
Stage 3 303 97 ¢ (60.8-%) 86.5 73.7 63.4 58.8 57.6
Stage 4 357 264 15.6 (13.0-17.5) 58.3 32.4 19.4 16.6 10.2
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