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Leading Indicators & Benchmark
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> Clinical Studies

1. Adjuvant non-small cell lung cancer (NSCLC), wild type EGFR: EUCALYPTUS
2. Advanced/metastatic NSCLC
2.1 First-line, locally-advanced/metastatic squamous NSCLC: MK2870-023
2.2 First-line, advanced/metastatic, EGFR-mutation: OSTARA
2.3 First-line, locally-advanced/metastatic, wild type EGFR
2.3.1 PD-L1 all comers, ALK and ROS-1 negative: Marigold
2.3.2 PD-L1 all comers, ALK and ROS-1 negative: BENITO
2.3.3 PD-L1 (TPS < 50 %), ALK, ROS-1 negative: Evolve lung 02
2.3.4 PD-L1 (TPS > 50%), ALK-negative: Galaxies: 213824
2.3.5 PD-L1 (TPS > 50%), ALK, ROS-1 negative: MK-3475A-D46
2.3.6 PD-L1 (TPS > 50%): RGEN-2235
2.3.7 PD-L1 (TPS > 50%): CT-P51 3.1
2.4 Second-line, advanced/metastatic NSCLC, EGFR mutation: TROPION-Lung15
2.5 Second-line, advanced/metastatic NSCLC, EGFR mutation: MK2870-009
2.6 Second-line, advanced/metastatic NSCLC, EGFR mutation: SAFFRON
2.7 Third-line, locally-advanced/metastatic, EGFR mutations: MK2870-004
3. Advanced/metastatic small cell lung cancer (SCLC)
3.1 First-line, recurrent/metastatic: 81U397A serplulimab (TSCO trial)
3.2 Third-line, recurrent/metastatic: 81U591a tarlatamab (7SCO trial)
4. Gastric or gastroesophageal junction (GEJ)
4.1 First-line, locally-advanced, recurrent/metastatic HER2-positive: DESTINY-
Gastric 05
4.2 Second to third-line locally-advanced, metastasis claudin 18.2-positive:
Clarity gastric-01
4.3 Third-line, advanced, unresectable/metastatic: MK2870-015
5. Head and neck squamous cell carcinoma (HNSCC)
5.1 Maintenance therapy, locally-advanced patients who have not progressed
following definitive concurrent chemoradiotherapy: eVOLVE-HNSCC
5.2 First-line, recurrent/metastatic, PD-L1-positive: MCLA158-CL03
5.3 First-line, recurrent/metastatic, PD-L1-positive: BI1501-0002
5.4 Systemic therapy in recurrent/metastatic: XL092-305
6. Breast cancer
6.1 Adjuvant breast cancer, ER-positive and HER2-negative: CAMBRIA-1
6.2 Adjuvant breast cancer, ER-positive and HER2-negative: CAMBRIA-2
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6.3 Advanced/metastatic breast cancer
6.3.1 First-line, locally-advanced/metastatic, triple-positive: HeredERA
6.3.2 First-line, locally-advanced/metastatic, triple-negative with PD-L1
CPS <10%: MK2870-011
6.3.3 First-line, locally recurrent inoperable/metastatic, triple-negative
with PD-L1 (TPS >20%): TROPION-Breast05
6.3.4 First-line, locally-advanced/metastatic, ER-positive,
HER2-negative: CO44657
6.3.5 First-line, locally-advanced/metastatic, ER-positive,
HER2-negative: CAPItello-292
6.3.6 First-line, locally-advanced/metastatic, ER-positive,
HER2-negative: VIKTORIA-2
6.3.7 First-line, locally-advanced/metastatic, ER-positive,
HER2-negative, BRCA1/2 mutation: EVOPAR
6.3.8 First to third-line, advanced/metastatic, ER-positive,
HER2-negative: OPERA-01
6.3.9 Second-line, locally advanced or metastatic, ER-positive,
HER2-negative: MK6482-029 (LITESPARK-029)
7. Biliary tract cancer
7.1 First-line, unresectable advanced/metastatic HER2-expressing:
DESTINY-BTCO1
7.2 Second-line or more, advanced /metastatic or pancreatic adenocarcinoma,
MDM2 amplified, TP53 wild-type fusions/translocations: B/1403-0011
8. Esophageal squamous cell carcinoma
8.1 First-line, unresectable advanced/metastatic: LEAP-014
8.2 First-line, unresectable locally-advanced: KEYMAKER-O6E
8.3 Second-line, advanced/metastatic: TalLios, KEYMAKER-068B
9. Solid tumors
9.1 Locally-advanced/unresectable/metastatic, HER2- or HER3-positive: DESTINY
PanTumor 02
10. Melanoma
10.1 First-line, Locally-advanced/metastatic: ZINNIA
11. Metastatic castration-resistant prostate cancer (mCRPC)
11.1 First-line, patients who progressed on or after prior treatment with one
NHA: MK-5684-004
11.2 Previously treated with next-generation hormonal agent (NHA) and
taxane-based chemotherapy: MK-5684-003
12. Colorectal cancer

12.1 Second-line, unresectable or metastatic: OrigAMI-3
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> Clinical Studies

1. Adjuvant non-small cell lung cancer (NSCLC), wild type EGFR: EUCALYPTUS
Folasans (Eng) : A randomized, double-blind study to compare the pharmacokinetics between ABP
234 and keytruda® (pembrolizumab) in subjects with early-stage non-squamous non-small cell lung
cancer as adjuvant treatment following resection and platinum-based chemotherapy

Yolasanis (Ine) : m3fnwIdouuudu Unadeyaaesnu Wesuiieundvaaumans sevinegnelin
234 wazeAgngan (nulusdguuy) lueraadasiduusisslendldldwadauiadnililyviia

aualaszesnu lugiuznmssnviasundinisiifnuaziadividanfiuwadidinuiugiu

#3U Recruitment rate UsgdnU 2568 159015 EUCALYPTUS

—+—Target
—#—Actual (cumulative)

Target 2 EUCALYPTUS

Total screened 1

No. of randomized subjects
N
<
<
<
<
4

Randomized subjects  1(100%)
N
Screening failure 0 5 /
0 -
R R A
o Y o w i v SEED S S S S R . M - S
Status Maadnsugedhsulasans FESLSFAE Yy T F e

Recruitment time

e : Insindnauetaainsen 1 51 Wu 2 91 luidiew n.a. 2568

2. Advanced/metastatic NSCLC

2.1 First-line, locally-advanced/metastatic squamous NSCLC: MK2870-023
Folasenis (Eng) : A phase 3 study of pembrolizumab in combination with carboplatin/taxane
(paclitaxel or nab-paclitaxel) followed by pembrolizumab with or without maintenance MK-2870
in the first-line treatment of metastatic squamous non-small cell lung cancer
Folasanis (lne) : n1sAnwnideszesdl 3 vesnisldounulusdguuusiudverarilunaifu
/8Nnguunnigu (B1unadunnea nisewdu-unadunnea) arusienisidennalusdguuy saufu
wieldldsauiuenduin-2870 Tutrenisdnwideios Tunissnwiaidunsndmiulsruzidslonviing
laldwasuuindnuuuanndassosunsnizane

#3U Recruitment rate Us¢d1d 2568 1A59N15 MK2870-023

Target 5 MK2870-023  —+—Target
== Actual (cumulative)

E 576—0—6—0—0—0¢—0—0—0—0—0—0—
Total screened 4 2 .

=]

3 3
Randomized subjects 3 (75%) £,

2

.
Screening failure 1 (25%) S 0

S o

N . R

Status dudasudthednsalasinig FE S T

Recruitment time

fian - www.clinicaltrial.gov
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2.2 First-line, advanced/metastatic, EGFR-mutation: OSTARA
%aim&m’i (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

¥olasenis (Ine) : ns@ne1ideszesn 2 wuuillawedayasn nguiAe anliunislugud
3

gnaneuse LieUseiliuainuvaendeuarUsedninavesenledinesiiusindueieoduiuniuuy
Wumssnwiaduusnlufidisiunisidenduusiiwlenviingadlidnfignaiuansiviewnsnszaiy

= o ¢

wardinsnaneugrewasuleiinesuealnsnunames

q

?
q

#3U Recruitment rate UszdnU 2568 1a53n15 OSTARA

Target a
OSTARA —+=Target

——Actual (cumulative)

Total screened 5

4 - ————————————

Randomized subjects 4 (80%)

Screening failure 1 (20%)

No. of randomized subjects

»

e v N NN NN
Status UnSugtheuddlubiou n.e. 2568 FE WY

Recruitment time

2.3 First-line, locally-advanced/metastatic, wild type EGFR
2.3.1 PD-L1 all comers, ALK and ROS-1 negative: Marigold
Folasans (Eng) : A randomized, double-blind study to compare efficacy, pharmacokinetics, safety,
and immunogenicity between ABP 234 and keytruda® (pembrolizumab) in subjects with
advanced or metastatic non squamous non-small cell lung cancer

Folasenas (ne) : n1sdnwridonvudu UnUndeyaansdiu tietouiiisudszanina
WdyRauAEns auvasnde wavauaiunsalunisnseiuliinglnuiuseniee el 234 uavendd
n301@ (alusdguan) Tusranasinsiiiuuzfeenilllswadvumdnilalsvinauaisia szovqnany
VITLUZUNINTEINY

d3U Recruitment rate UsgdnU 2568 159015 Marigold

. —¢—Target
Target 5 Ma rIgOId =f=Actual (cumulative)
ﬁ 6
Total screened 6 S S S S S S S S S S
5 4
& 3
Randomized subjects 1 (16.67%) £
'I% 2
s 1
Screening failure 5(83.33%) s o
o Y © I B TR B ]
\’b«’b «"’f,@w véf@‘@"\« @j’ \&:f’ v&» . s & ‘\cé» o@;\,
Status maatasudiigtnulasins Recruitment time

P .. .
U1 www.clinicaltrial.gov
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2.3.2 PD-L1 all comers, ALK and ROS-1 negative: BENITO
%aiﬂi\‘imi (Eng) : Randomized, multicenter, multinational, double-blind study to compare the
pharmacokinetics, efficacy, safety and immunogenicity of MB12 (proposed pembrolizumab
biosimilar) versus keytruda® in combination with chemotherapy for the treatment of patients with

advanced stage IV non-squamous non-small cell lung cancer

Folasents (lne): nsAnwAfouuudy UnUadeyamsinuiiassdinu Asdunsluaniduifovansuss
Tunangusene LileSouifisuindvaaurmans Usslvdua anudasads wazanuansalunisnsedu
TiAngfduiuvessndudi2 (e13ringadisndesnnalusdguan) sufunAdngne Alsmiund
thdadmiumssnniithenzieeniilildwadvunmdnilildvinauniifassozd ¢

d3U Recruitment rate UszdnU 2568 159015 BENITO

Target > BENITO IIT\T::EZ: (cumulative)
ﬁ 6
Total screened 1 g5 * > > > * * *
< 4
Randomized subjects 0 53
s 2
Screening failure 1 (100%) 22 !
ol = = = = - o -
Jun-25  Jul-25 Aug-25 Sep-25 Oct-25 Nov-25 Dec-25
Status mMaalasugiiethiulasims Recruitment time

2.3.3 PD-L1 (TPS < 50%), ROS-1 negative: Evolve lung 02
%Eﬂﬂix‘lmﬁ (Eng) : A Phase lll,two-arm, parallel, randomized, multi-center, open-label, global study to
determine the efficacy of volrustomig (MEDI5752) plus chemotherapy versus pembrolizumab
plus chemotherapy for first-line treatment of patients with metastatic non-small cell lung cancer

Folasanis (ne) : msAnwiszesd 3 wwuasenauguuiu lnodsnisgu dudunislunaisaniduy
vhlan uwuudawensine ieUssiiulssdvBamvesehaalniin (wad5752) Alvsmiugnaiivide
Wisuisufugunalusguuuiilisuivenaivide lunsinvndudduusndmiugiaslsauzidsUon
yiawadldidnluszezunsnszany

d3U Recruitment rate Usgd1U 2568 154013 Evolve lung 02

Tarcet 6 —4—Target
g @« EVOIve Iung 02 —I—Actial (cumulative)
§ s
Total screened 22 R
%,
£
Randomized subjects 3 (13.64%) N
g 3
5 2 *4.—.—.—.+.—.—.—.£
Screening failure 19 (86.36%) g1
0
, R I R e R R R
Status UnSugthetaasniludiou we. 2568 FE Y S S
Recruitment time

flan - www.clinicaltrial.gov
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2.3.4 PD-L1 (TPS = 50%), ALK-negative : Galaxies: 213824
Folasenis (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

valasanis (lne) : n1sAnun3deseesd 2 wuvdu Wawedeya lasldunannesulusinpoandn

Y o o o

Wevszdliunanisnaunaugiduiuindasuulmilufidrsulasinmsidenidulsauzisensilalilywad

q

YUIAENTINTIINUTRALEATU SrezanalenzAvsasraswnsnszatenlllasun1sSnwunau

q

d3U Recruitment rate Usgdnd 2568 159015 213824

Target 10 213824 —+—Target

== Actual (cumulative)

12

Total screened 24 10

Randomized subjects 5 (20.83%)

a e i
—

No. of randomized subjects
o

Screening failure 19 (79.17%)

Pl v Jan-25 Feb-25 Mar-25
Status UnTugtheuadlufiou d.a. 2568

Recruitment time

2.3.5 PD-L1 (TPS = 50%), ALK, ROS-1 negative: MK3475-D46
Falasanis (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

Folasanns (ne) : msnu1idenmanainszesd 3 wuudy Wawedesn dudunsluvansaudide auau
fregnuIsuiisuiidgniiiiednyiissennulusdguuy (s18uia-3475) fAldsaufueredyguuy
In3uau WSguisuiunissnwiseedua-3475 mﬁmlﬁmlﬂumi%ﬂmﬁﬂﬁuLLiﬂIuﬁLSﬁﬁmmﬁﬁaﬁ
HulsauzSonviaililyiwadeundnseozuninszanedafinsuuudadiuiiosenvesiis-uoa 1 wnnin
WIOWNNU 50%

#3U Recruitment rate UsgdnU 2568 15015 MK3475-Dd6

Target 6 MK3475-D46 (EVOKE-03) —+—Target
7 —#—Actual

Total screened 15 g /

3

N 4
Randomized subjects 6 (40%) .S 3

g 2

5
Screening failure 9 (60%) S [1) - -

o v ov wa a4 & &FF TS

Status Unsugtheudilufiou 5.0. 2568 Recruitment time

P .. .
U1 www.clinicaltrial.gov
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2.3.6 PD-L1 (TPS = 50%): RGEN-2235
Folasenis (Eng) : A randomized, double-blind phase 2/3 study of fianlimab (anti-LAG-3
antibody) in combination with cemiplimab (anti-PD-1 antibody) versus cemiplimab monotherapy in
first-line treatment of patients with advanced non-small cell lung cancer (NSCLC) with tumors

expressing PD-L1 > 50%

Folasanis (Ine) : mafny1idossesil 2/3 uuudu UnTadeyaiaesiuvessnfiouduuy (woufved
AU-LOALeT-3) FUAVEIIANARUU (LoURUBARIU-TIA-1) WIsulsudunIssnwsisetginduuy
giafgalunissnurdiduusndmsuiilelsausiSelonsiawadlididn (Bueadusad) svuzqnaiy
fideseniinsuanseanues fid-ueal = 50%

#3U Recruitment rate UszdnU 2568 1a54n15 RGEN-2235

Target 4 RGEN-2235 —*Target

—fli—Actual (cumulative)

Total screened 1

Randomized subjects 1 (100%)

Screening failure 0 ; 4.*/-—1—-—-—-—.
0 |
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2.3.7 PD-L1 (TPS = 50%): CT-P51 3.1
Folasams (Eng) : A double-blind, randomized, active controlled, parallel group, phase 3 study to
compare efficacy and safety of CT-P51 and keytruda in combination with platinum-pemetrexed
chemotherapy in patients with previously untreated metastatic non-squamous non-small cell

lung cancer
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2.4 Second-line, advanced/metastatic NSCLC, EGFR mutation: TROPION-Lung15
Folasenis (Eng) : A phase lll, open-label, sponsor-blind, randomized study of Dato-DXd with or
without osimertinib versus platinum-based doublet chemotherapy for participants with
EGFR-mutated locally advanced or metastatic non-small cell lung cancer whose disease has

progressed on prior osimertinib treatment
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2.5 Second-line, advanced/metastatic NSCLC, EGFR mutation: MK2870-009
Falasanis (Eng) : A randomized, open-label, phase 3 study of MK-2870 vs. Platinum
doublets in participants with EGFR-mutated, advanced nonsquamous non-small cell lung cancer
(NSCLQ) who have progressed on prior EGFR tyrosine kinase inhibitors
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2.6 Second-line, advanced/metastatic NSCLC, EGFR mutation : SAFFRON
Folasans (Eng) : A phase lll, 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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2.7 Third-line, locally-advanced/metastatic, EGFR mutations: MK2870-004
Folasens (Eng) : A randomized, open-label, phase 3 study of MK-2870 vs chemotherapy (docetaxel
or pemetrexed) in previously treated advanced or metastatic non squamous non-small
cell lung cancer with EGFR mutations or other genomic alterations
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3. Advanced/metastatic small cell lung cancer (SCLC)
3.1 First-line, recurrent/metastatic: #1U331a serplulimab (TSCO trial)
wpiSnenanpuwisUsemalnglasuusainen serplulimab anusem saanaueud vsun d1in
dielddmiudihourSeanvlinwadiinsorgnana 1uu 30 eanandululsemelneg aalasinisde
Efficacy and safety of serplulimab combination with chemotherapy as a first-line treatment for

extensive-stage small cell lung cancer (ES-SCLC)
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3.2 Third-line, recurrent/metastatic: 87U537A tarlatamab (TSCO trial)

vsEMwAWes Wsun e 1asud1u1aanusen Clinigen Healthcare Ltd., UK Tunsingn
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4. Gastric or gastroesophageal junction (GEJ)

4.1 First-line, locally-advanced, recurrent/metastatic HER2-positive: DESTINY-Gastric 05
%E]Iﬂi\‘m’ﬁ (Eng) : A multicenter, randomized, open-label, phase 3 trial of trastuzumab deruxtecan
(Enhertu®) plus chemotherapy plus or minus pembrolizumab versus chemotherapy plus trastuzum-
ab plus or minus pembrolizumab as first-line treatment in participants with unresectable,

locally advanced or metastatic HER2-positive gastric or gastroesophageal junction (GEJ) cancer
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4.2 Second to third-line locally-advanced, metastasis claudin 18.2-positive: Clarity gastric-01
Folasanis (Eng) : A phase Il multi-center, open-label, sponsor-blinded, randomized study of
AZD0901 monotherapy compared with investigator’s choice of therapy in second- or later-line adult
participants with advanced/metastatic gastric or gastroesophageal junction adenocarcinoma
expressing claudin18.2
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4.3 Third-line, advanced, unresectable/metastatic: MK2870-015
Folasens (Eng) : A phase 3, multicenter, open-label, randomized study to compare the efficacy and
safety of MK-2870 versus treatment of physician’s choice in 3L+ advanced/metastatic
gastroesophageal adenocarcinoma (gastric adenocarcinoma, gastroesophageal junction
adenocarcinoma, and esophageal adenocarcinoma)
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5. Head and neck squamous cell carcinoma (HNSCC)

5.1Maintenance therapy, locally-advanced patients who have not progressed following
definitive concurrent chemoradiotherapy: eVOLVE-HNSCC
%aIﬂNﬂ’]’i (Eng) : A phase lll, randomized, open-label, multi-center, global study of volrustomig
(MEDI5752) as sequential therapy versus observation in participants with unresected locally
advanced head and neck squamous cell carcinoma, who have not progressed following
definitive concurrent chemoradiotherapy
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5.2 First-line, recurrent/metastatic PD-L1-positive: MCLA158-CL03
Folasans (Eng) : A phase 3 randomized, open-label study to evaluate the efficacy and safety of
petosemtamab plus pembrolizumab vs pembrolizumab in first-line treatment of recurrent
or metastatic PD-L1+ head and neck squamous cell carcinoma
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5.3 First-line, recurrent/metastatic PD-L1-positive: BI1501-0002

Folaseanis (Eng) : A Phase Ib open label randomized clinical trial to evaluate safety and
efficacy of Bl 770371 in combination with pembrolizumab with or without cetuximab compared with
pembrolizumab monotherapy for the first-line treatment of patients with metastatic or recurrent
head and neck squamous cell carcinoma
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5.4 Systemic therapy in recurrent/metastatic: XL092-305
%Eﬂﬂiﬂmi (Eng) : A phase 2/3, randomized, double-blind, controlled study of zanzalintinib (XL092)
in combination with pembrolizumab vs pembrolizumab in the first-line treatment of subjects
with PD-L1 positive recurrent or metastatic head and neck squamous cell carcinoma
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6. Breast cancer
6.1 Adjuvant breast cancer, ER-positive and HER2-negative: CAMBRIA-1

Folasens (Eng) : A phase lll, open-Label, randomised study to assess the efficacy and
safety of extended therapy with camizestrant (AZD9833, a next generation, oral selective estrogen
receptor degrader) versus standard endocrine therapy (aromatase Inhibitor or tamoxifen) in patients
with ER+/HER2- early breast cancer and an intermediate or high risk of recurrence who have
completed definitive locoregional therapy at least 2 years of standard adjuvant endocrine-based
therapy without disease recurrence
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6.2 Adjuvant breast cancer, ER-positive and HER2-negative: CAMBRIA-2
Falasanis (Eng) : A phase lll, open-Label, randomised study to assess the efficacy and
safety of camizestrant (AZD9833, a next generation, oral selective estrogen receptor degrader) versus
standard endocrine therapy (aromatase inhibitor or tamoxifen) as adjuvant treatment for patients
with ER+/HER2- early breast cancer and an intermediate-high or high risk of recurrence who have
completed definitive locoregional treatment and have no evidence of disease
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6.3 Advanced/metastatic breast cancer
6.3.1 First-line, locally-advanced/metastatic, triple-positive: HeredERA
Falasanns (Eng) : A phase lll, 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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6.3.2 First-line, locally-advanced/metastatic, triple-negative with PD-L1 CPS
<10%: MK2870-011
Folasenis (Eng) : A phase 3, randomized, open-label study comparing efficacy and safety of
sacituzumab tirumotecan (sac-TMT, MK-2870) as a monotherapy and in combination with
pembrolizumab (MK-3475) versus treatment of physician’s choice in participants with previously
untreated locally recurrent unresectable or metastatic triple-negative breast cancer expressing
PD-L1 at CPS less than 10
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6.3.3 First-line, locally recurrent inoperable/metastatic, triple-negative with PD-L1
(TPS>20%) : TROPION-Breast05
Folasans (Eng) : A phase Ill, open-label, randomised study of datopotamab deruxtecan (Dato-DXd)
with or without durvalumab compared with investigator’s choice of chemotherapy (paclitaxel, nab
paclitaxel or gemcitabine + carboplatin) in combination with pembrolizumab in patients with PD-L1
positive locally recurrent inoperable or metastatic triple negative breast cancer
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6.3.4 First-line, locally-advanced/metastatic, ER-positive, HER2-negative: CO44657
Falasans (Eng) : A phase Ill , randomization, open-label study evaluating efficacy and
safety of girestrant compared with fulvestrant both combined with a CDK4/6 inhibitor in patient with
estrogen receptor-possitive, HER2-negative advanced breast cancer with resistance to prior
adjuvant endocrine therapy
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6.3.5 First-line, locally-advanced/metastatic, ER-positive, HER2-negative:
CAPItello-292
Folasams (Eng) : A phase Ib/Ill, open-label, randomised study of capivasertib plus CDK4/6 inhibitors
and fulvestrant versus CDK4/6 inhibitors and fulvestrant in hormone receptor-positive and human
epidermal growth factor receptor 2-negative locally advanced, unresectable or metastatic
breast cancer
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6.3.6 First-line, locally-advanced/metastatic, ER-positive, HER2-negative:
VIKTORIA-2
Folasens (Eng) : A randomized, open-label, phase 3 study of fulvestrant and CDK4/6
inhibitors with or without gedatolisib as first-line treatment in patients with HR-positive and HER2-
negative advanced breast cancer
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6.3.7 First-line, locally-advanced/metastatic, ER-positive, HER2-negative, BRCA1/2
mutation: EVOPAR
Folasans (Eng) : A randomised, open-label, phase Ill study of saruparib (AZD5305) plus camizestrant
compared with physician’s choice CDK4/6 inhibitor plus endocrine therapy or plus
camizestrant for the first-line treatment of patients with BRCA1, BRCA2, or PALB2 mutations and
hormone receptor-positive, HER2-negative (IHC 0, 1+, 2+/ ISH non-amplified) advanced breast cancer
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6.3.8 First to third-line, advanced/metastatic, ER-positive, HER2-negative:
OPERA-01
Holasenis (Eng) : A phase 3 randomized, open-label study of OP-1250 monotherapy vs standard of
care for the treatment of ER+, HER2- advanced or metastatic breast cancer following endocrine
and CDK 4/6 inhibitor therapy
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6.3.9 Second-line, locally advanced or metastatic, ER-positive, HER2-negative:
MK6482-029 (LITESPARK-029)
‘Ti’eﬂ.ﬂ’i\iﬂ’ﬁ (Eng) : A phase 2, randomized, active-controlled, open-label, multicenter study of
belzutifan plus fulvestrant in participants with estrogen receptor positive, HER2 negative
unresectable locally advanced or metastatic breast cancer after progression on previous endrocrine
therapy
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7. Pancreatic and biliary tract cancer (BTC)

7.1 Adjuvant adenocarcinoma of BTC after resection (RO or R1): ARTEMIDE-Biliary01
%E]Iﬂi\‘lﬂﬁi (Eng) : A phase lll, randomized, double-blind, placebo-controlled, multicenter, global
study of rilvegostomig in combination with chemotherapy as adjuvant treatment after

resection of biliary tract cancer with curative intent
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7.2 First-line, unresectable advanced/metastatic HER2-expressing: DESTINY-BTCO01
Folasenis (Eng) : A phase 3 study of trastuzumab deruxtecan (T-DXd) and rilvegostomig versus
standard-of-care gemcitabine, cisplatin, and durvalumab for first line locally advanced or
metastatic HER2-expressing biliary tract cancer
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7.3 Second-line or more, advanced /metastatic or pancreatic adenocarcinoma, MDM2
amplified, TP53 wild-type fusions/translocations: B/1403-0011
‘Tiaiﬂi\im‘i (Eng) : A phase lla/llb, open-label, single-arm, multi-centre trial of Bl 907828 for treatment
of patients with locally advanced / metastaticc MDM2 amplified, TP53 wild-type biliary tract
adenocarcinoma, pancreatic ductal adenocarcinoma, or other selected solid tumours
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8. Esophageal squamous cell carcinoma

8.1 First-line, unresectable advanced/metastatic : LEAP-014
Folasenis (Eng) : A phase 3, randomized study to evaluate the efficacy and safety of
pembrolizumab (MK-3475) + lenvatinib (E7080/MK-7902) + chemotherapy compared with standard of
care as first-line intervention in participants with metastatic esophageal carcinoma
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8.2 First-line, unresectable locally-advanced: KEYMAKER-O6E
Folasens (Eng) : A phase 1/2 open-label, Umbrella platform design of investigational agents with or
without Pembrolizumab and/or chemotherapy in participants with advanced
gastroesophageal cancer: master and a phase 1/2 open-label, Umbrella platform design study of
investigational agents in combination with Pembrolizumab with or without chemotherapy in
participants with 1L locally advanced unresectable/metastatic esophageal cancer
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8.3 Second-line, advanced/metastatic: KEYMAKER-06B
Folasams (Eng) : A phase 1/2 open-label, umbrella platform design study of investigational agents
with pembrolizumab (MK-3475) in participants with advanced esophageal cancer previously
exposed to PD-1/PD-L1 treatment
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9. Solid tumors

9.1 Locally-advanced/unresectable/metastatic, HER2- or HER3-positive: DESTINY
PanTumor02
Folasans (Eng) : A phase Il, multicenter, open-label study to evaluate the efficacy and safety of
trastuzumab deruxtecan (T-DXd, DS-8201a) for the treatment of selected HER2-

expressing tumors
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10. Melanoma

10.1 First-line, Locally-advanced/metastatic: ZINNIA
Falasenns (Eng) : A randomized, double-blind study evaluating the efficacy, safety, and
immunogenicity of ABP206 compared with OPDIVO® (nivolumab) in subjects with treatment-naive

unresectable or metastatic melanoma

Folasanis (lne) : msfinyideriagu uuudndangunisideiiaesine ieUssliudsyaning A
Uaeady uazaduatuisalunisnseiugiiquiuvesedil 206 Wisuiflsuiveendli® (Hlguuu)
Tuenanasiasiidulsauzifafmissdamailuunszozunsnszaenioldannsaindald Adsliaelasy
MsSnwNneu

39U Recruitment rate UsgdnU 2568 159015 ZINNIA

==f==Target
Target 25 30 ZlNNlA == Actual (cumulative)
g
2 75
Total screened 27 E /
g 20 /
. . T 15 +—o—odt
Randomized subjects 20 (74.07%) .§
E 10 -
. . 0 T s
Screening failure 7 (25.93%) s, .
LI I BN B . 4
o v Y R AR LA S PRGN LY. A
Status Ynsuritheudluiiou w.e. 2568 A A L A
@ Recruitment time

wene: dnsifindwaudUaenin 15 1o Wu 25 91 luidteu w.e. 2568

fan : www.clinicaltrial.gov

HOCC MEDICINE PSU 2025




11. Metastatic castration-resistant prostate cancer (mCRPC)

11.1 First-line, patients who progressed on or after prior treatment with one NHA:
MK5684-004
Folasens (Eng) : A phase 3, randomized, open-label study of MK-5684 versus alternative abiraterone
acetate or enzalutamide in participants with metastatic castration-resistant prostate
cancer (MCRPC) that progressed on or after prior treatment with one next- generation hormonal
agent (NHA)
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11.2 Previously treated with next-generation hormonal agent (NHA) and taxane-based
chemotherapy: MK5684-003
Folasams (Eng) : A Phase 3 randomized, open-label study of MK-5684 versus alternative abiraterone
acetate or enzalutamide in participants With metastatic castration-resistant prostate
cancer (MCRPC) previously treated with next-generation hormonal agent (NHA) and taxane-based
chemotherapy
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12. Colorectal cancer

12.1 Second-line, unresectable or metastatic: OrigAMI-3
Holasans (Eng) : A randomized, open-label phase 3 study of amivantamab + FOLFIRI versus
cetuximab/bevacizumab + FOLFIRI in participants with KRAS/NRAS and BRAF wildtype recurrent,
unresectable or metastatic colorectal cancer who have received prior chemotherapy
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JAMA | Original Investigation

Atezolizumab in High-Risk Locally Advanced Squamous Cell Carcinoma
of the Head and Neck

A Randomized Clinical Trial

Reabeirt Hsclelid, MD; Jérdemie Fayetts, MD, PRD; Maria Temsica, MD: Kumar Prabhash, MBBES, MD, Db

Racard Mesia, PhD; Androe) Knwedd, PhD; Arunee Dechaphunkul, MD; José Dinis, MO; Ye Guo, MD;

Mursyuki Masoda, MD; Ching-Yun Heieh, MD; Maria Grazia Ghi, MD; Claudia Vaz de Melo Sette, MD:

Kesvim Harrington, MBES, PhD; Makato Tahara, MD, Phi; Nabil F. Saba, MD; Agnes Ly, PharmD; Tao &sng, PhDs
Yiling Yan, PhD; Marcus Ballinger, PhD; Manika Kaul, MO Christinag Matheny, PhiD;

Wiskirith Cuchelkar, MBBES, PRD: Debarsh 1. Wadg, MD, PRD

n Wisual Abstract
IMPORTAMCE Treating locally advanced squamous cell cardnoma of the head and nedk Editorial page 1584
(LA SCCHM) imvolves any comibination of surgery, radiation, and chemotherapy, followed by
routine monitoring for local recurrence or distant metastases. Given the poor patient Supplemental content
outcomes, a significant unmet clinical need for improved treatment options remains.

OBJECTIVE Toevaluate efficacy and safiety of maintenance atezolizumab in patients with
LA SCCHM at high risk of disease progression after multimodal definitive treatment.

DESIGH, SETTING, AND PARTICIPANTS IMvoke010 was a phase 3, global, double-blind,
randomized clinical trial. Patients were recruited at 128 sites in 23 countries between April 3,
2018, and February 14, 2020 (dinical cutoff date: September 27, 2023). Eligible patients had
LA SCCHM (stage IVa/ivb involving the oral cavity, larynx, hypopharyn:, or human
papillomavirus-negative oropharyne, or stage Il human papillomavines-positive oropharynx
[AJCC Cancer Staging Manual, eighth edition]) without disease progression after multimaodal
definitive treatment.

INTERVENTION Patients were randomized (1:1) to receive atezolizumab 1200 mg or placebo
every 3 weeks for 1 year or until disease recurrence, disease progression, unacceptable
towicity, or consent withdrawal.

MAIN QUTCOMES AND MEASURES The primary end point was investigator-assessed event-free
survival. Other end points included overall survival and safety.

RESULTS Owverall, 406 patients were randomized to receive atezolizumab (n = 203) or
placebo (n = 203); baseline demographics were balanced between both treatment groups
(65 years, 142 [70.0%] vs 155 [76.4%]; make, 168 [B2.8%] vs 174 [B5.73:]; Asian,

68 [35.6%] vs 61 [IL0%]; Bladk, 1 [0.5%] ws 1[0.5%]; and White, 121 [63.4%] vs

135 [68.5%], respactively). At dinical cutoff (median follow-up, 46.5 months), median
investigator-assessed event-free survival was 59.5 months (95% CI, 46.8 to not estimable)
with atezolizumab vs 52.7 months (95% Cl, 41.4 to not estimable) with placebo (hazard ratio,
094 95% CI, 0.70-1.26; P = 68). There was no difference in overall survival between
aterolizumab and placebo (24-month overall survival, B2.0% vs 79.2%, respectively). No
new or unexpected safety signals were identified.

CONCLUSIONS AND RELEVAMCE In this study, atezolizumab did mot improve dinical outcomes
in patients with LA SCCHM at high risk of disease progression after multimodal definitive
treatment. These data contribute to evidence on the limited activity of checkpoint inhibitors
in the global population of this disease settimg. Owverall, the role of immunotherapy for
patients with LA SCCHN remains to be determined.

TRIAL REGISTRATION ClinicalTrialsgov identifier: NCT03452137
Author Affliations: fAuthor
affilations ane isted at the end of this
article.

Corresponding futhor: Robert

Haddad, MD, Dara-Farber Cancer

stitute, 450 Brookkne Ave, Bostan,
SAAA. PO YXNEAY SSS- 1607, doi: 000 ama 2025 1483 WA 02295 (robert_haddadipdio.
Publkshed online Manch 13, 2025 harvard edu).
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STRIDE improved owbcomes

sorafenib in the Asian subgromp.

These results suppart the benefits of STRIDE for participants with unresectable hepatoceliular carcinoma globally, ncluding the Asia-Pacific region.

Highlights

L]

Tha HIMALAYA study showed improved outcomes with
STRIDE vs. sorafanib in unresactable HCC.

In an Asian subgroup of HIMALAYA, STRIDE improved
averall survival and objective response rates vs. sorafenib.

Outcomes wera improved with STRIDE ws. sorafenib in the
subgroup of participants enrolled in Hong Kong and Taiwan.

Treatmeant-related adwerse ewvents with STRIDE were
generally manageable and low grade in the Asian subgroup.

STRIDCE is beneficial for people with unresectable HCC in
the Asia-Pacific region, consistent with the global
study population.

Impact and implications

The global, phase Il HIMALAYA study found that the STRIDE
[Single Tremalimumab Regular Interval Durvalumab) regimen
improved overall survival (05), including long-term OS5 vs
sorafenib, and that durvalumab monotherapy was non-infariar
to sorafenib in participants with unresectable hepatoceliular
carcinoma (uHCC). However, thera are diffarences in the asti-
ology and clinical practices relatad to HCC in parts of Asia,
compared to Westem countries and Japan, which could lead to
differances in treatment outcomes betwean thess regions. The
results of this analysis demonstrate the benefits of STRIDE for
participants in the Asia-Pacific region, consistent with the full,
global study population. Owerall, these findings continue to
support the use of STRIDE in a diverse population, reflectiva of
uHCC globally.
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Pembrolizumab plus chemotherapy versus chemotherapy for advanced
esophageal cancer: 5-year extended follow-up for the randomized phase Il
KEYNOTE-590 study
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@ Available online 18 November 2025

Background: The global KEYNOTE-590 trial was the first to show a significant improvement in survival with
immunotherapy plus chemotherapy in the first-line treatment of esophageal cancer (EC) and supported the
approval of pembrolizumab plus chemotherapy in this setting. After a median follow-up of 22.6 months,
pembrolizumab plus chemotherapy compared with placebo plus chemotherapy had a manageable safety profile
and significantly improved survival of participants with previously untreated advanced EC. Results of a median
follow-up of 58.8 months (range 49.2-70.6 months) are reported.

Patients and methods: Adults with previously untreated advanced EC or Siewert type 1 gastroesophageal junction
cancer were randomly assigned 1 : 1 to receive chemotherapy with or without pembrolizumab. Study outcomes
were efficacy and safety.

Results: Owerall, 749 participants received pembrolizumab plus chemotherapy (n = 373) or placebo plus
chemotherapy (n = 376). Median overall survival was 12.3 months versus 9.8 months [hazard ratio (HR) 0.72, 95%
confidence interval (CI) 0.62-0.84] with pembrolizumab plus chemotherapy versus placebo plus chemotherapy;
S-year survival rates were 10.6% and 3.0%. Median progression-free survival (PF5) was 6.3 months wversus 5.8
months (HR 0.64, 95% Cl 0.54-0.75); 5-year PFS rates were 5.5% and not reached. Grade >3 treatment-related
adverse events occurred in 71.9% and 67.6% of participants in the pembrolizumab plus chemotherapy and placebo
plus chemotherapy groups, respectively.

Conclusion: Data from KEYNOTE-590 continue to show durable efficacy after 5 years, and pembrolizumab plus
chemotherapy more than tripled the 5-year overall survival rate compared with placebo plus chemotherapy, with
no new safety signals. These results support first-line therapy with pembrolizumab plus chemotherapy as standard
for previously untreated patients with advanced EC with programmed death-ligand 1 combined positive score =1.
Key words: esophageal cancer, previously untreated, pembrolizumab, chemotherapy
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FGFR2 Fusions or Rearrangements in Young Intrahepatic
and Perihilar Cholangiocarcinoma Patients: Key Genetic
Insights From a Pan-Asian Study
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ABSTRACT

Aim: Biliary tract cancers, including intrahepatic cholangiocarcinoma (ICC), are aggressive with limited treatment options and
poor prognosis. Recent trials (TOPAZ-1. Keynote-966) showed improved survival with ICIs plus gemcitabine and cisplatin.
Targeted therapies, including FGFR inhibitors, are promising for cholangiocarcinoma patients with FGFR2 gene fusions or
rearrangements, although few reports exist on FGFR2 positivity and clinical data in Asia. This study aims to address this pap by
evaluating FGFR2 fusions or rearrangements in intrahepatic and perihilar cholangiocarcinoma patients across Asia, providing
insights into their clinical significance and potential therapeutic implications.

Methods: This multicenter study evaluated the frequency of FGFR2 rearrangements and fusion genes in ICC and perihilar
cholangiocarcinoma across Asia (Thailand, Malaysia, Vietnam, and Taiwan) using fluorescence in situ hybridization (FISH) and
comprehensive genomic profiling with the Todai OncoPanel2 (TOP2).
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Amivantamab plus lazertinib versus osimertinib in first-line EGFR-mutant
advanced non-small-cell lung cancer with biomarkers of high-risk disease:
a secondary analysis from MARIPOSA
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@ Available online 26 June 2024

Background: Amivantamab-lazertinib significantly prolonged progression-free survival (PFS) versus osimertinib in
patients with epidermal growth factor receptor (EGFR)-mutant advanced non-small-cell lung cancer [NSCLC; hazard
ratio (HR) 0.70; P < 0.001), including those with a history of brain metastases (HR 0.69). Patients with TP53 co-
mutations, detectable circulating tumor DNA (ctDMA), baseline liver metastases, and those without ctDMA clearance
on treatment have poor prognoses. We evaluated outcomes in these high-risk subgroups.

Patients and methods: This analysis included patients with treatment-naive, EGFR-mutant advanced NSCLC randomized
to amivantamab-lazertinib (n = 429) or osimertinib (n = 429) in MARIPOSA. Pathogenic alterations were identified by
next-generation sequencing (NG5) of baseline blood ctDNA with Guardant360 CDx. Ex19del and L858R ctDNA in blood
was analyzed at baseline and cycle 3 day 1 (C3D1) with Biodesix droplet digital polymerase chain reaction (ddPCR).
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Survival probability

pzSvsliaandWaLsaauUsSLUASYELAa1nD
(Squamous cell carcinoma of the head and neck: HNSCC)
U 2561-2568 (N= 983 S19)

S282IaIN15590TNIAYSIU (Overall survival)

weNAIN Anatomical group

1.00

0.75 p =0.058

0.50

0.25 ¥

- T =25 Rt —
T —H
0.00
0 12 24 36 48 60 72 84 96

Anatomical group -+ Oral cavity -+~ Larynx -+ Oropharynx -+ Hypopharynx

Time (months)

events

Median survival
(95% CI),

months

1-year survival,

% (95% CI)

3-year survival,

% (95% Cl)

5-year survival,

% (95% Cl)

Anatomical n (%)
group
Oral cavity 373 (38.1)
Larynx 19 (1.9)
Oropharynx 398 (40.7)
Hypopharynx 189 (19.3)

263

13

258

130

10.9 (9.9-13.3)

16.9 (12.5-NR)

16.6 (13.6-20.4)

14.3 (13.3-17.5)

46.6 (41.6-52.1)

73.7 (56.3-96.4)

57.0 (52.3-62.2)

60.0 (53.2-67.5)

27.4 (23.0-32.8)

36.1 (19.7-66.3)

34.5 (29.8-40.0)

30.9 (24.6-38.8)

22.4(18.1-27.9)

24.1 (8.8-65.7)

27.1(22.4-32.9)

24.6 (18.4-32.7)

Note: Cl = confidence interval; NR = not reached.
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Survival probability
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0.251

528218115590 TN A5 (Overall survival)
HENANNTLEZUDILIA

p < 0.0001
0 12 24 36 48 60 72 84 96
Time (months)
Stage =+ | =+ Il = |l + IVA + IVB -+ IVC

Stage n (%) events  Median survival 1-year survival, 3-year survival, 5-year survival,

(95% C), % (95% CI) % (95% CI) % (95% ClI)

months
| 25 (2.6) 10 39.0 (20.7-NR) 75.8 (60.7-94.7) 54.7 (34.4-87.2) 36.5 (14.5-92.1)
I 53 (5.4) 31 18.4 (10.6-NR) 55.9 (43.7-71.7) 34.0 (21.8-53.2) 29.8 (17.7-50.0)
Il 108 (11.0) 64 22.6 (15.3-56.8) 68.0 (59.6-77.5) 44.3 (35.4-55.4) 37.0 (28.1-48.7)
IVA 444 (45.4) 296 14.3 (12.3-16.8) 54.9 (50.3-59.8) 34.3 (29.9-39.4) 26.2 (21.8-31.5)
VB 286 (29.2) 206 11.7 (10.0-13.6) 49.0 (43.4-55.3) 23.6 (18.8-29.6) 20.2 (15.4-26.3)
IVC 63 (6.4) 57 6.4 (4.8-11.6) 35.2 (25.0-49.6) 6.6 (2.4-18.1) 0*

Note: Cl = confidence interval; NR = not reached; * 5-year survival rate is 0% as all patients in this

cohort died before the 5-year follow-up.
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S282IaIN15590TNIAYSIU (Overall survival)
FYLUWINILAY (stage IVC) (N=61)

1.00

0.75 p=0.13

0.50

Survival probability

0.25

0.00 |

0 12 24 36 48
Time (months)

Treatment — No anticancer treatment (BSC alone) -+ Received anticancer treatment

Treatment n (%) events  Median survival 1-year survival, 3-year
(95% ClI), % (95% ClI) survival, %
months (95% CI)
No anticancer treatment (BSC alone) 14 (23.0) 14 3.0 (1.9-16.6) 35.7 (17.7-72.1) 0%
Received anticancer treatment 47 (77.0) 41 8.2 (5.2-14.2) 36.3 (24.6-53.6) 9.7 (3.8-24.4)

Note: Cl = confidence interval; NR = not reached; * 3-year survival rate is 0% as all patients in this

cohort died before the 3-year follow-up.

Kaplan-Meier survival curves 9838931015500 83nlnesaulufUieusisefsveuay
SrnosrEzuNingEans (stage IVO) nui1dninnissendinduualtunfutuilofiagldiunns
$nwnzi3e (Median 0S 8.2 \eu Wisudy 3.0 Weulunguilldsunisquaniueinisediafen
p = 0.13) egalsAnuldfnnuuanasegrsivoddeynieana s?fqa'mLﬁaqmmﬂﬁ’]muﬂﬂwﬁaa
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32821981N15590 TN 1AE3U (Overall survival) vaedUneuzisafsusuaza1nD
WU9MIU Anatomical group wazszezuadlsa

(A) Oral cavity (B) Larynx
1.00 [
0.75 p=0.017 p=0.02
0.50 ._.I
_'_'-v—o—v-v—ﬂ—¢|_H
2% \_l U -4 , Stage
3 |
éo.oo : I
E- (C) Oropharynx (D) Hypopharynx == ||l
100 + IVA
g -+ IVB
D 475 p <0.0001 + IVC
0.50
0.25
0.00 . . . . . . . . . . . . . . . . . .
0 12 24 36 48 60 72 84 96 0 12 24 36 48 60 72 84 96
Time (months)
Kaplan-Meier survival curves 1898n5111959033mlAe593 (Overall Survival)
IMUNAINTTEI09LTA (Stage |, II, 1l IVA, IVB way IVC) A18lulaazdIlnidinien1gininves

uziSedsuzuazdine Leun Oral cavity, Larynx, Oropharynx wag Hypopharynx wu318msn
N1559AFINILUILUNANAININANTULTIVBITEEElIA Lasiaduuanstsiueg1eidedAny
nsadRseninesvevaelsalunndunuanianigdnie tawd Oral cavity (p = 0.017), Larynx
(p = 0.020), Oropharynx (p < 0.001) ez Hypopharynx (p = 0.054) a1un15nAgeU Log-rank test
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