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Overview of gastric cancer in
the UK

Gastric cancer Chemotherapy + KEYTRUDA

statistics in the (2 Al ERe license for OG

negative gastric .
UK and GOJ cancer cancer in the UK

UK Prescribing
Information

GOJ, gastro-oesophageal junction; HER2, human epidermal growth factor receptor 2; 10, immuno-oncology; OG, oesophago-gastric.
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In the UK, there are approximately 4200 deaths due to gastric
cancer per year?

Gastric cancer is the 18t most commonly diagnosed
cancer in the UK?

In the UK, approximately 6600 new cases of gastric cancer ® © ©

di d h a . :
are dlagriosed sach year 2 in 3 cases of gastric

1 a
Approximately 17% of patients with gastric cancer Celiigsrelic ninell

in England will survive their cancer for 210 years®

Gastric cancer has the highest incidence rate in those
aged 85-89 years?

UK Prescribing /@\

aData collected from 2017—2019; bData collected from 2013—2017. Information

Cancer Research UK. Stomach cancer statistics. Available at: https://www.cancerresearchuk.org/health-professional/cancer-statistics/statistics-by-cancer-type/stomach-cancer. Accessed October 2025. e
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Chemotherapy treatment for advanced HER2-negative gastric
or GOJ cancer is associated with poor survival outcomes'’

Patients with
HER2-negative tumours Q |0 therapy REVNOIESSS
Approximately 73% of patients Research has shown that the KEYTRUDA in combination with
with advanced GOJ cancer have addition of 10 therapy to chemotherapy has been shown
HER2-negative tumours? chemotherapy improves clinical to improve clinical outcomes
outcomes, including OS, in patients with advanced
in patients with advanced unresectable or metastatic
HER2-negative gastric or cancers and has also been
GOJ cancer? investigated in patients with
advanced HERZ2-negative gastric
or GOJ cancer*®

- J /. J

|O + chemotherapy has become an important treatment option in patients with gastric or GOJ cancer.

KEYNOTE-859 provides additional data on treatment options available for patients with advanced
HER2-negative gastric or GOJ cancer®

1. Sexton RE et al. Cancer Metastasis Rev 2020;39:1179-1203; 2. Cheng J et al. Ther Adv Med Oncol. 2024;16:17588359241271913; 3. Janjigian YY et al. Lancet Oncol 2021;398:27-40;

UK Prescribing /\
GOJ, gastro-oesophageal junction; HER2, human epidermal growth factor receptor 2; 10, immuno-oncology; OS, overall survival; PD-L1, programmed death ligand-1. Information '
4. Gandhi L et al. N Engl J Med 2018;378:2078-92; 5. Rha SY et al. Lancet Oncol 2023;24:1181-1195. \\'-“/
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KEYTRUDA is licensed and reimbursed for OG cancer
Indications in the UK

KEYNOTE-590: KEYTRUDA, in combination with platinum and

KEYTRUDA + fluoropyrimidine-based chemotherapy, is indicated for the first-line

OESOPHAGEAL chemotherapy in treatment of locally advanced unresectable or metastatic carcinoma
patients with of the oesophagus in adults whose tumours express PD-L1

CPS 2101 with CPS 210" £ NICE and SMC

reimbursed?3

KEYTRUDA, in combination with fluoropyrimidine and
platinum-containing chemotherapy, is indicated for the first-line
treatment of locally advanced unresectable or metastatic
HER2-negative gastric or gastro-oesophageal junction
adenocarcinoma in adults whose tumours express PD-L1

with CPS 21" E NICE and SMC

KEYNOTE-859:

KEYTRUDA +

chemotherapy in
patients with
CPS 211

reimbursed*>

CPS, combined positive score; GOJ, gastro-oesophageal junction; HER2, human epidermal growth factor receptor 2; NICE, National Institute for Health and Care Excellence; OG, oesophago-gastric; PD-L1, programmed

death ligand-1; SMC, Scottish Medicines Consortium.

1. KEYTRUDA (pembrolizumab) Summary of Product Characteristics. Available at: https://www.medicines.org.uk/emc/product/2498/smpc#about-medicine. Accessed October 2025; 2. SMC Medicines Advice (SMC2420) UK Prescribing /@\
April 2022. Available at: https://scottishmedicines.org.uk/medicines-advice/pembrolizumab-keytruda-full-smc2420/. Accessed October 2025; 3. NICE. Technology appraisal guidance [TA737] October 2021. Available at: .
https://www.nice.org.uk/quidance/ta737. Accessed October 2025; 4 SMC Medicines Advice (SMC2660). Available at: https://scottishmedicines.org.uk/medicines-advice/pembrolizumab-keytruda-goja-full-smc2660/. Information \ 4

Accessed October 2025; 5. NICE. Technology appraisal guidance [TA997]. Available at: https://www.nice.org.uk/guidance/ta997. Accessed October 2025.
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KEYNOTE-859: Study design'?

Multicentre, randomised, double-blind, placebo-controlled Phase 3 trial \
Patients enrolled until 3 October 2022 (N=1579)

KEYTRUDA®? 200 mg IV Q3W
+

Key eligibility criteria FP® or CAPOX¢
Advanced gastric or

GOJ adenocarcinoma
HER2-negative

Known PD-L1 status

ECOG PSOor1

No prior systemic treatment for

Until unacceptable toxicity,
disease progression or for a
maximum of 35 cycles

L——————————ﬂ-----

metastatic disease Placebo? IV Q3W
+ —_——
Stratification factors n=789 FP® or CAPOXE = Primary endpoint: OS
at randomisation = Secondary endpoints: PFS, ORR
= Geographic region and DOR, as assessed by BICR
= PD-L1CPS (<1vs 21) using RECIST v1.1 and safety
= Investigator’s choice of chemotherapy

(FP vs CAPOX) Figure adapted from Tabernero J et al. 2021 and Rha SY et al. 2023."2

aAdministered on Day 1 of each cycle;2 PCisplatin 80 mg/m2 IV Q3W + 5-FU 800 mg/m?/day IV on Days 1-5;" cOxaliplatin 130 mg/m2 IV Q3W + capecitabine

1000 mg/m? BID on Days 1-14."

5-FU, 5-fluorouracil; BICR, blinded independent central review; BID, twice a day; CAPOX, capecitabine + oxaliplatin; CPS, combined positive score; DOR, duration of response;

ECOG PS, Eastern Cooperative Oncology Group performance status; FP, 5-fluorouracil + cisplatin; GOJ, gastro-oesophageal junction; HER2, human epidermal growth factor receptor 2; IV, intravenous; UK Prescribing /@\

ORR, objective response rate; OS, overall survival, PD-L1, programmed death ligand-1; PFS, progression-free survival; Q3W, every 3 weeks; R, randomisation; RECIST v1.1, Response Evaluation Criteria Inf .
in Solid Tumors Version 1.1. nformation

1. Tabernero J et al. Future Oncol 2021;17:2847-2855; 2. Rha SY et al. Lancet Oncol 2023;24:1181-1195.
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KEYNOTE-859: Baseline characteristics

A

KEYTRUDA + FP Placebo + FP or ¥
or CAPOX (n=790) CAPOX (n=789)

KEYTRUDA + FP Placebo + FP or

Characteristic Characteristic

or CAPOX (n=790) CAPOX (n=789)
Age, median (IQR), years 61 (52-67) 62 (52-69) MSI-H,¢ n (%) 39 (5) 35 (4)
Age 265 years, n (%) 304 (38) 310 (39) PD-L1 status,® n (%)
Male sex, n (%) 527 (67) 544 (69) CPS 21 at baseline 618 (78) 617 (78)
Geographic region, n (%) CPS <1 at baseline 172 (22) 172 (22)
Asia 263 (33) 262 (33) CPS 210 at baseline 279 (35) 272 (34)
Western Europe, Israel, North America 201 (25) 202 (26) CPS <10 at baseline 509 (64) 517 (66)
and Australia Combination chemotherapy at randomisation
Rest of world 326 (41) 325 (41) CAPOX 682 (86) 681 (86)
ECOG PS, n (%) FP 108 (14) 108 (14)
0 A8 (i) Sl (1) Histological subtype,® n (%)
! 509 (64) 488 (62) Diffuse 318 (40) 301 (38)
Disease status,” n (%) Indeterminate 186 (24) 215 (27)
Locally advanced 28 (4) 30 (4) Intestinal 284 (36) 273 (35)
Metastatic 761(96) 759 (%6) Liver metastases presentf 314 (40) 311 (39)
HLELR) IR LB () Prior gastrectomy/oesophagectomy9 172 (22) 162 (21)
Adenocarcinoma of the GOJ 149 (19) 185 (23)
Adenocarcinoma of the stomach 640 (81) 603 (76) Tables adapted from Rha SY et al. 2023.

Analysis cutoff date: 3 October 2022.

aMissing in 1 patient (<1%) in the KEYTRUDA + FP or CAPOX group; Other in 1 patient (<1%) in the placebo + FP or CAPOX group and missing in 1 patient (<1%) in the

KEYTRUDA + FP or CAPOX group; °Missing in 110 patients (14%) in the KEYTRUDA + FP or CAPOX group and in 114 patients (14%) in the placebo + FP or CAPOX;

dMissing in 2 patients (<1%) in the KEYTRUDA + FP or CAPOX group; eUnknown in 1 patient (<1%) and missing in 1 patient (<1%) in the KEYTRUDA + FP or CAPOX

group; fMissing in 1 patient (<1%) in the KEYTRUDA + FP or CAPOX group; 9Missing in 5 patients (1%) in each group. UK Prescribing /@\

CAPOX, capecitabine + oxaliplatin; CPS, combined positive score; ECOG PS, Eastern Cooperative Oncology Group performance status; FP, 5-fluorouracil + cisplatin; GOJ, gastro-oesophageal junction; Information
IQR, interquartile range; ITT, intention-to-treat; MSI-H, microsatellite instability-high; PD-L1, programmed death ligand-1. nrormation
Rha SY et al. Lancet Oncol 2023;24:1181-1195. P
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KEYNOTE-859: Overview of study analyses timeline
and DCO dates

Protocol-specified
interim analysis

Analysis and

Exploratory analysis Exploratory analysis

DCO date: 3 October 20221 22 August 202322 27 September 202423
® @ |
Analysis Primary and : Median duration of
secondary endpoints follow-up, months (IQR)
Protocol-specified interim analysis' 31.0 (23.0-38.3)
Exploratory analysis 22 August 20232 0S,> PFS, ORR, DOR and safety 41.6 (33.6-48.9)
(Ii‘t)fg!;);z;:c;zlzr‘:va_ﬁ/s)i? 27 September 2024 54.8 (46.8-62.1)

The results shown in this presentation cover the protocol-specified interim analysis and the exploratory 54.8-month follow-up analysis;-
this presentation does not contain results from the exploratory 41.6-month follow-up analysis, which was presented at ASCO 2024
(poster available upon request).

aThe 41.6-month and the 54.8-month follow-up analyses were not specified in the protocol and have been defined as exploratory for the purposes of this deck;

however, this terminology is not explicitly used in the original sources;'-3®Primary endpoint. UK Prescribing /\
ASCO, American Society of Clinical Oncology; DCO, data cutoff; DOR, duration of response; IQR, interquartile range; ORR, objective response rate; OS, overall survival; PFS, progression-free survival. Information
1. Rha SY et al. Lancet Oncol 2023;24:1181-1195; 2. Rha SY et al. Presented at American Society of Clinical Oncology (ASCO) Congress 2024, 31 May—4 June. Abstract 4045; 3. Rha SY et al. Presented at American mnformation A\

Society of Clinical Oncology (ASCO) Congress 2025, 30 May—6 June. Abstract 4036.
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KEYNOTE-859: Results

Follow-up analysis (4.5 years)

Protocol-specified interim analysis

Primary endpoint:
OS in patients with
PD-L1 CPS 21

Secondary endpoint:
PFS in patients with
PD-L1 CPS 21

Secondary endpoint:
ORR and DOR in
the PD-L1
CPS 21 population

Safety results:
AEs in the
as-treated population

Safety results:
TRAEs in 215% of
patients in the
as-treated population

Safety results:
Immune-mediated AEs

Primary endpoint:
OS in patients with
PD-L1 CPS 21

Secondary endpoint:

ORR and DOR in
patients with
PD-L1 CPS 21

Secondary endpoint:
PFS in patients with
PD-L1 CPS 21

Safety results:
AEs in the
as-treated population

UK Prescribing
Information

AE, adverse event; CPS, combined-positive score; OS, overall survival; PD-L1, programmed death ligand-1; PFS, progression-free survival.
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Protocol-specified interim analysis | Primary endpoint:
OS in patients with PD-L1 CPS =12a.1.2

Median (IQR) follow-up time: 31.0 (23.0-38.3) months

—— KEYTRUDA + FP or CAPOX
90 — —— Placebo + FP or CAPOX
80 —
70 — 12 months . HR: 0.74
. 52% (95% Cl: 48-56) (95% CI: 0.65-0.84; p<0.0001)
3 46% (95% CI: 42-50)
@ 07 24 months KEYTRUDA + | Placebo + FP
40 — | fg; (gg ; g: fg‘zj’ osb FP or CAPOX or CAPOX
30 — : 0 (95% CI: 15-21) (n=618) (n=617)
20 — : Patients with event, % 751 85.3
10 | ! Median OS¢ 13.0 11.4
0 | I | L | | | | | (95% Cl), months (11.6-14.2) (10.5-12.0)
0 5 10 15 20 25 30 35 40 45 50
No. at risk H
(C"eniorrﬁd) Time (months)
KEYTRUDA + 618 511 383 269 192 121 81 46 17 3 0
FP or CAPOX (@) (0) (0) (0) (24) (66) (88) (114) (137) (151) (154)
Placebo + FP 617 493 339 206 126 66 41 20 7 0 0
or CAPOX ()} (5) (6) (6) (27) (51) (62) (74) (84) (91) (91)

Figure and table adapted from Rha SY et al. 2023.1:2

Analysis cutoff date: 3 October 2022.
a0S in the PD-L1 CPS 21 population was an alpha-controlled analysis; YOS was compared between treatment arms using the log-rank test stratified by the

randomisation stratification factors; the magnitude of the treatment effect was assessed using a Cox regression model stratified by the randomisation

stratification factors; °Based on Kaplan—Meier estimates. UK Prescribing /\
CAPOX, capecitabine + oxaliplatin; Cl, confidence interval; CPS, combined positive score; FP, 5-fluorouracil + cisplatin; HR, hazard ratio; IQR, interquartile range; OS, overall survival, Inf ti

PD-L1, programmed death ligand-1; PFS, progression-free survival. Information \ )y

1. Rha SY et al. Lancet Oncol 2023;24:1181-1195; 2. Rha SY et al. Presented at American Society of Clinical Oncology (ASCO) Congress 2023, 2—-6 June. Poster 4014.
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Protocol-specified interim analysis | Secondary endpoint:
PFS in patients with PD-L1 CPS 212312

Median (IQR) follow-up time: 31.0 (23.0-38.3) months

— KEYTRUDA + FP or CAPOX
—— Placebo + FP or CAPOX

HR: 0.72

o . _ .
12 months (95% CI: 0.63-0.82; p<0.0001)

29% (95% CI: 26—33)
18% (95% CI: 15-22)

KEYTRUDA + FP or Placebo + FP

PFS (%)
(9]
o
\

40 : 24 month PFSPe CAPOX or CAPOX
1 months
' n=61 n=617
30 - - 20% (95% Cl: 16-23) (n=6i15) ( )
! 8% (95% CI: 5-11) Patients with
20 — . event, % 71.7 78.3
10 : .
| . Median PFSd 6.9 5.6
0 I — I - i | | | | (95% Cl), months (6.0-7.2) (5.4-5.7)
0 5 10 15 20 25 30 35 40 45 50
No. at risk T
(censored) Time (months)
KEYTRUDA + 618 356 156 112 82 57 33 21 8 1 0
FP or CAPOX  (0) (61) (88) (95) (111) (130) (147) (157) (168) (174) (175)
Placebo + FP 617 317 97 51 26 11 8 2 1 0 0
or CAPOX (0) (55) (86) (101) (114) (123) (126) (132) (133) (134) (134)

Figure and table adapted from Rha SY et al. 2023.1:2

Analysis cutoff date: 3 October 2022.
aPFS in the PD-L1 CPS 21 population was an alpha-controlled analysis; "PFS was compared between treatment arms using the log-rank test stratified by the randomisation

stratification factors; the magnitude of the treatment effect was assessed using a Cox regression model stratified by the randomisation stratification factors;

cAssessed by BICR using RECIST v1.1; ‘Based on Kaplan—Meier estimates. UK Prescribing /\
BICR, blinded independent central review; CAPOX, capecitabine + oxaliplatin; Cl, confidence interval; CPS, combined positive score; FP, 5-fluorouracil + cisplatin; HR, hazard ratio; IQR, interquartile range; Information

PD-L1, programmed death ligand-1; PFS, progression-free survival; RECIST v1.1, Response Evaluation Criteria in Solid Tumors Version 1.1. mnformation \ )y

1. Rha SY et al. Lancet Oncol 2023;24:1181-1195; 2. Rha SY et al. Presented at American Society of Clinical Oncology (ASCO) Congress 2023, 2—-6 June. Poster 4014.
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Protocol-specified interim analysis | Secondary endpoint: ORR

and DOR in the PD-L1 CPS =1 population'2

100
90
80
70
60
50
40
30
20
10

ORR?b¢ (%)

Median (IQR) follow-up time: 31.0 (23.0-38.3) months \

ORR in the PD-L1 CPS 21 population

AORR=9.5% (95% Cl: 3.9-15.0)
p=0.0004

52.1%
(95°/o Cl: 48.1—56.1) 42.6%

(95% CI: 38.7-46.6)

42.2% PR 36.8% PR
9.9% CR 5.8% CR
KEYTRUDA + Placebo +
FP or CAPOX FP or CAPOX
(n=618) (n=617)

Analysis cutoff date: 3 October 2022.
aAlong with OS, PFS and ORR in the overall population, OS, PFS and ORR in the PD-L1 CPS 21 and CPS 210 populations were alpha-controlled analyses;
PORR was compared between treatment arms using the Miettinen and Nurminen method stratified by the randomisation stratification factors;

¢Assessed by BICR using RECIST v1.1.
BICR, blinded independent central review; CAPOX, capecitabine + oxaliplatin; Cl, confidence interval; CPS, combined positive score; CR, complete response; DOR, duration of response; UK Prescribing /@\

FP, 5-fluorouracil + cisplatin; IA, interim analysis; ORR, objective response rate; OS, overall survival; PD-L1, programmed death ligand-1; PR, partial response;

RECIST v1.1, Response Evaluation Criteria in Solid Tumors Version 1.1.
1. Rha SY et al. Lancet Oncol 2023;24:1181-1195; 2. Rha SY et al. Presented at American Society of Clinical Oncology (ASCO) Congress 2023, 2—-6 June. Poster 4014.

DOR in the PD-L1 CPS 21 population &

KEYTRUDA + FP Placebo + FP

DOR or CAPOX or CAPOX
(n=322) (n=263)

Median DORe¢ (95% CIl), months 8.3 (7.0-10.9) 5.6 (5.4-6.9)

% with duration 212 months 41.2 25.6

% with duration 224 months 30.0 111

Figure and table adapted from Rha SY et al. 2023."2

Information
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Follow-up analysis (4.5 years) | Primary endpoint:
OS in patients with PD-L1 CPS 21

Median (IQR) follow-up time: 54.8 (46.8—62.1) months

—— KEYTRUDA + FP or CAPOX
90 — —— Placebo + FP or CAPOX
80 —
70 - 12 months HR2: 0.74
529 (95% CI: 0.66-0.84)
9 60 46%
8 50 24 months KEYTRUDA + Placebo + FP
40 — : 29% osbk FP or CAPOX or CAPOX
30 - ! 18% (n=618) (n=617)
20 — : Patients with event, % 85.6 92.2
10 | | Median OS 13.0 11.4
0 | | : | | : | | ‘ | ‘ : : : | ‘ (95% CIl), months (11.6-14.2) (10.5-12.0)
0 5 10 15 20 25 30 35 40 45 50 55 60 65 70
No. at risk Time (months)
KEYTRUDA + N
FPor CAPOX 618 512 383 269 2156 173 145 126 104 88 B4 49 28 9 0 The results presented on this slide are based on an exploratory
Placebo + FP analysis. They have not been peer reviewed or tested for statistical
or CAPOX 617 493 339 206 142 101 82 64 57 44 29 19 8 3 0 significance, and no statistical conclusions can be drawn.

Figure and table adapted from Rha SY et al. 2025.

Analysis cutoff date: 27 September 2024.
aHR and associated 95% CI for OS was assessed using a stratified Cox proportional hazards model with the Efron method of handling ties; POS was estimated using

the nonparametric Kaplan-Meier method, with between-group differences in OS assessed using a stratified log-rank test. UK Prescribing /\
CAPOX, capecitabine + oxaliplatin; Cl, confidence interval; CPS, combined positive score; FP, 5-fluorouracil + cisplatin; HR, hazard ratio; IQR, interquartile range; OS, overall survival; Information
PD-L1, programmed death ligand-1. Intformation \\_‘/

Rha SY et al. Presented at American Society of Clinical Oncology (ASCO) Congress 2025, 30 May—6 June. Abstract 4036.
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Follow-up analysis (4.5 years) | Secondary endpoint:
PFS in patients with PD-L1 CPS =1

Median (IQR) follow-up time: 54.8 (46.8—62.1) months

— KEYTRUDA + FP or CAPOX
—— Placebo + FP or CAPOX

HR2: 0.72
(95% CI: 0.64-0.82)

PFS (%)
[#]
o
|

12 months KEYTRUDA + Placebo + FP
0 b,c
40 — 29u/o 24 months PFS FP or CAPOX or CAPOX
30 — 18% 19% (n=618) (n=617)
20 — 8% Patients with event, % 73.1 78.9
10 | E o I‘ 11 |L| 111 |I |I| 1 \I |I | |I 11 I| 1 Median PFS 6-9 56
0 | | ! | | ! ‘ | | | | | | | | | (95% Cl), months (6.0-7.2) (5.4-5.7)

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70
Time (months)

No. at risk

KEYTRUDA + C

FP or CAPOX 618 356 156 113 93 77 62 58 52 40 25 18 8 2 0 The results presented on this slide are based on an exploratory
Placebo + FP analysis. They have not been peer reviewed or tested for statistical
or CAPOX 617 31797 51 33 22 18 14 13 8 6 4 2 1 0 significance, and no statistical conclusions can be drawn.

Figure and table adapted from Rha SY et al. 2025.

Analysis cutoff date: 27 September 2024.
aHR and associated 95% CI for PFS was assessed using a stratified Cox proportional hazards model with the Efron method of handling ties; °PFS was estimated using

the nonparametric Kaplan-Meier method, with between-group differences in PFS assessed using a stratified log-rank test; Assessed by BICR using RECIST v1.1. UK Prescribing /\
BICR, blinded independent central review; CAPOX, capecitabine + oxaliplatin; Cl, confidence interval; CPS, combined positive score; FP, 5-fluorouracil + cisplatin; HR, hazard ratio; IQR, interquartile range; Information
PD-L1, programmed death ligand-1; PFS, progression-free survival; RECIST v1.1, Response Evaluation Criteria in Solid Tumors Version 1.1. mnformation \ )y

Rha SY et al. Presented at American Society of Clinical Oncology (ASCO) Congress 2025, 30 May—6 June. Abstract 4036.
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Follow-up analysis (4.5 years) | Secondary endpoint:

ORR and DOR in patients with PD-L1 CPS =1

Median (IQR) follow-up time: 54.8 (46.8—62.1) months \
ORR in the PD-L1 CPS 21 population DOR in the PD-L1 CPS 21 population x
100 -
90 -
KEYTRUDA + FP Placebo + FP
80 ~ DOR or CAPOX or CAPOX
. 70 - (n=618) (n=617)
o 51.9%
-°;, 60 - (95% CI: 47.9-55.9) 42.6% Median DORP (range), months¢ 8.3 (1.2+ 10 66.3+) 5.6 (1.3+ to 58.1+)
g: 50 - (95% CI: 38.7-46.6)
& 40 Figure and table adapted from Rha SY et al. 2025.
© .l 40.1% PR
0,
20 - 36.5% PR
10 A~
0 Hhldefr T 6.2% CR
KEYTRUDA + Placebo + The results presented on this slide are based on an exploratory
FP or CAPOX FP or CAPOX analysis. They have not been peer reviewed or tested for statistical
(n=618) (n=617) significance, and no statistical conclusions can be drawn.

20RR was compared between treatment arms using the stratified Miettinen and Nurminen method; PAssessed by BICR using RECIST v1.1; <“+” indicates there was no

PD at the time of last assessment.
BICR, blinded independent central review; CAPOX, capecitabine + oxaliplatin; Cl, confidence interval; CPS, combined positive score; CR, complete response; DOR, duration of response; UK Prescribing /@\
FP, 5-fluorouracil + cisplatin; ORR, objective response rate; OS, overall survival; PD, progressive disease; PD-L1, programmed death ligand-1; PR, partial response; RECIST v1.1, Response Evaluation Criteria in Solid .
Tumors Version 1.1. Information

Rha SY et al. Presented at American Society of Clinical Oncology (ASCO) Congress 2025, 30 May—6 June. Abstract 4036. e
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Protocol-specified interim analysis | Safety results:
AEs in the as-treated population

Median (IQR) follow-up time: 31.0 (23.0-38.3) months

AEs KEYTRUDA + FP Placebo + FP
or CAPOX (n=785) or CAPOX (n=787)

AEs of any cause (any grade), n (%) 776 (99) 771 (98)
TRAEs, n (%) 751 (96) 736 (94)

Grade 3-5 466 (59) 402 (51)

Serious 184 (23) 146 (19)

Led to death 8 (1)? 16 (2)°

Led to discontinuation of any drug 207 (26) 158 (20)

Table adapted from Rha SY et al. 2023.

Analysis cutoff date: 3 October 2022. The as-treated population included all patients who were randomised and received 21 dose of study treatment.

an=1 each due to diarrhoea, peripheral embolism, pneumonitis, pulmonary haemorrhage, sepsis, septic shock, thrombotic thrombocytopenia purpura

and death (cause unknown); Pn=3 due to septic shock, n=2 due to acute myocardial infarction, and n=1 each due to cerebral haemorrhage,

cerebrovascular accident, diarrhoea, gastric perforation, abnormal hepatic function, neurotoxicity, pneumonitis, pulmonary embolism, sepsis, sudden . /\
death and urosepsis. UK Prescribing @

AE, adverse event; CAPOX, capecitabine + oxaliplatin; FP, 5-fluorouracil + cisplatin; IQR, interquartile range; TRAE, treatment-related adverse event. Information \ )y
Rha SY et al. Lancet Oncol 2023;24:1181-1195.
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Protocol-specified interim analysis | Safety results:
TRAEs in 215% of patients in the as-treated population'?

Median (IQR) follow-up time: 31.0 (23.0-38.3) months

414 Nausea 414 \x
3241

Diarrhoea 272
31.0 Anaemia 26.9
274 Vomiting 222
25.0 Decreased platelet count 22,5
24.6 Decreased neutrophil count 21.6
24.1 Palmar-plantar erythrodysaesthesia syndrome 211
214 Decreased appetite 213
20.0 Fatigue 20.8
19.1 Peripheral neuropathy 208
18.1 Neutropenia 17.2
17.7 Increased AST 13.0
17.5 Peripheral sensory neuropathy 16.6

100 9% 8 70 60 50 40 30 20 10 0

Incidence (%) 0 10 20 30 40 5 60 70 80 9 100
KEYTRUDA + FP or CAPOX Placebo + FP or CAPOX

Grade 1-2 [ Grade 3-5 Grade 1-2 [ Grade 3-5

Figure adapted from Rha SY et al. 2023."2

The safety profile was as expected for the KEYTRUDA and chemotherapy regimen

Analysis cutoff date: 3 October 2022." The as-treated population included all patients who were randomised and received 21 dose of study treatment.’ UK Prescribing /\
aPercentages at the end of each bar represent the incidence of any-grade TRAEs. Information
AST, aspartate aminotransferase; CAPOX, capecitabine + oxaliplatin; FP, 5-fluorouracil + cisplatin; IQR, interquartile range; TRAE, treatment-related adverse event." mnformation

.

1. Rha SY et al. Lancet Oncol 2023;24:1181-1195; 2. Rha SY et al. Presented at the European Society for Medical Oncology (ESMO) Virtual Plenary 2023, 16 February. Abstract VP1-2023. e
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Protocol-specified interim analysis | Safety results:

Immune-mediated AEs'2

Median (IQR) follow-up time: 31.0 (23.0-38.3) months \

Grade
16
153 All immune-mediated AEs, REVIRUSASEE Placebo + FP -2 3-5
0 or CAPOX or CAPOX KEYTRUDA + FP or CAPOX |
14~ n (%) =785 =787
(n=785) (n=787) Placebo + FP or CAPOX |
12 Any grade 213 (27.1) 73 (9.3)
Grade 3-5 62 (7.9) 13 (1.7)
= 10—
E;— 0 Led to death 1(0.1)2 1(0.1)2
(%]
é 8- Table adapted from Rha SY et al. 2023."
2 -
6 56
] 43
4 3.3 3.2
2 17 18 20 -
- | Hos 0.6 05 0.4 04 04
- : o 0.1 . : 4 V.
0 | 0.1 0.1 0.1 N g 0 i) 0.3 0.1
Hypo- Hyper- Colitis ~ Pneumonitis  Severe Adrenal Hepatitis ~ Thyroiditis T1D Nephritis Hypophysitis Pancreatitis Vasculitis
thyroidism  thyroidism skin insufficiency
reactions

Figure adapted from Rha SY et al. 2023.2

Analysis cutoff date: 3 October 2022." The as-treated population included all patients who were randomised and received 21 dose of the study treatment. The data shown
in the figure are immune-mediated AEs with incidence in 22 participants, based on a list of terms prepared by the funder and considered regardless of attribution to trial

treatment by the investigator. Related terms were included."2 UK Prescribing /\
a0One participant in each arm due to pneumonitis;' PPercentages at the end of each bar represent the incidence of any-grade immune-mediated AEs." Information
AE, adverse event; CAPOX, capecitabine + oxaliplatin; FP, 5-fluorouracil + cisplatin; T1D, type 1 diabetes. mnformation

1. Rha SY et al. Lancet Oncol 2023;24:1181-1195; 2. Rha SY et al. Presented at the European Society for Medical Oncology (ESMOQO) Congress 2023, 16 February. Abstract VP1-2023. o
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Follow-up analysis (4.5 years) | Safety results:

AEs in the as-treated population

Median follow-up time (IQR): 54.8 months (46.8—62.1) \

AEs KEYTRUDA + FP Placebo + FP
or CAPOX (n=785) or CAPOX (n=787)
AEs of any cause (any grade), n (%) 776 (98.9) 771 (98.0)
Grade 3-5 595 (75.8) 550 (69.9)
Led to death 65 (8.3) 58 (7.4)
Led to discontinuation 264 (33.6) 206 (26.2)
TRAES, n (%) 751 (95.7) 736 (93.5)
Grade 3-5 466 (59.4) 404 (51.3)
Led to death 8 (1.0)? 16 (2.0)°
Led to discontinuation 212 (27.0) 160 (20.3)
Immune-mediated AEs, n (%) 251 (32.0) 108 (13.7)
Grade 3-5 79 (10.1) 16 (2.0)
Led to death 1(0.1)° 1(0.1)
Led to discontinuation 43 (5.5) 14 (1.8)

Table adapted from Rha SY et al. 2025.

Analysis cutoff date: 27 September 2024. The as-treated population included all patients who were randomised and received 21 dose of

study treatment. AEs were graded per the National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.0.

an=1 each due to diarrhoea, peripheral embolism, pneumonitis, pulmonary haemorrhage, sepsis, septic shock, thrombotic thrombocytopenia
purpura and death; Pn=3 due to septic shock, n=2 due to acute myocardial infarction, and n=1 each due to cerebral haemorrhage, cerebrovascular
accident, diarrhoea, gastric perforation, abnormal hepatic function, neurotoxicity, pneumonitis, pulmonary embolism, sepsis, sudden death and

urosepsis. UK Prescribing /@\

AE, adverse event; CAPOX, capecitabine + oxaliplatin; FP, 5-fluorouracil + cisplatin; IQR, interquartile range; TRAE, treatment-related adverse event. w \ p
Rha SY et al. Poster presented at American Society of Clinical Oncology (ASCO) Congress 2025, 30 May—6 June 2025, Abstract 4036. P
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KEYTRUDA dosing

KEYTRUDA offers flexibility of dosing

Administered as an Over 30 200 mg Q3W or
IV infusion minutes 400 mg Q6W

The 200 mg Q3W (once Q3W) regimen has been assessed in Phase 2 and 3 registration studies across a
multitude of indications of KEYTRUDA. An exposure-response evaluation, using modelling and simulation, led to
the approval of the 400 mg Q6W (once Q6W) dosing for monotherapy and combination therapy.

The recommended dose of KEYTRUDA as monotherapy in paediatric patients aged 3 years and older with cHL or
patients aged 12 years and older with melanoma is 2 mg/kg body weight (up to a maximum of 200 mg), Q3W
administered as an intravenous infusion over 30 minutes.

What does the flexibility of dosing mean for you and your patients?

cHL, classical Hodgkin lymphoma; 1V, intravenous; Q3W, every 3 weeks; Q6W, every 6 weeks. w

KEYTRUDA (pembrolizumab) Summary of Product Characteristics. Available at: https://www.medicines.org.uk/emc/product/2498/smpc#about-medicine. Accessed October 2025.

UK Prescribing /@\
"/
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]

= At the protocol-specified interim analysis, first-line treatment with KEY TRUDA provided statistically
significant improvement in OS compared with placebo when both were used in combination with FP or
CAPOX in patients with PD-L1 CPS =1 status (HR: 0.74; 95%
Cl: 0.65-0.84; p<0.0001)’

= Median OS continued to be numerically higher with KEYTRUDA + FP or CAPOX (13.0 months)

vs placebo + FP or CAPOX (11.4 months) at 4.5 years of follow-up (HR: 0.74; 95%
Cl: 0.66-0.84)

=  KEYTRUDA showed statistically significant improved PFS compared with placebo when both were
used in combination with FP or CAPOX in patients with PD-L1 CPS 21 status (HR: 0.72; 95% CI.
0.63-0.82; p<0.0001) at the pre-specified interim analysis’

= At the 4.5-year follow-up analysis, PFS continued to be numerically higher with KEYTRUDA + FP
or CAPOX vs placebo + FP or CAPOX (HR: 0.72; 95% CI: 0.64—0.82)?

UK Prescribin
CAPOX, capecitabine + oxaliplatin; Cl, confidence interval; CPS, combined positive score; FP, 5-fluorouracil + cisplatin; HR, hazard ratio; OS, overall survival, PD-L1, programmed death ligand-1; Information i
PFS, progression-free survival. i

1. Rha SY et al. Lancet Oncol 2023;24:1181-1195; 2. Rha SY et al. Presented at American Society of Clinical Oncology (ASCO) Congress 2025, 30 May—-6 June. Abstract 4036.

>
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= |mproved ORR with KEYTRUDA + FP or CAPOX (52.1%) vs placebo + FP or CAPOX (42.6%) was
observed at the protocol-specified interim analysis in patients with PD-L1 CPS =1 status (p=0.0004)"

= At 4.5 years of follow-up, ORR continued to be higher with KEYTRUDA + FP or CAPOX (51.9%)
vs placebo + FP or CAPOX (42.6%)?

= At protocol-specified interim analysis, median DOR was 8.3 months and 5.6 months for KEYTRUDA
and placebo, respectively, when both were used in combination with FP or CAPOX in patients with
PD-L1 CPS 21 status; DOR was 8.3 months and 5.6 months, respectively, after 4.5 years of follow-up

=  No new safety signals for KEYTRUDA were observed at the protocol-specified interim analysis, and
the tolerability profile was as expected for a KEYTRUDA + chemotherapy regimen’

= The safety results from the 4.5-year follow-up analysis remained consistent with the
protocol-specified analysis’2

UK Prescribin
CAPOX, capecitabine + oxaliplatin; CI, confidence interval; CPS, combined positive score; DOR, duration of response; FP, 5-fluorouracil + cisplatin; HR, hazard ratio; ORR, objective response rate; Information =
PD-L1, programmed death ligand-1. mnformation

1. Rha SY et al. Lancet Oncol 2023;24:1181-1195; 2. Rha SY et al. Presented at American Society of Clinical Oncology (ASCO) Congress 2025, 30 May—-6 June. Abstract 4036.

>
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Protocol-specified interim analysis | Exploratory endpoint:

HRQoL analysis

Change in LSM for the gastric-specific EORTC \
QLQ-STO22 symptom scale from baseline to Week 18

I KEYTRUDA + FP or CAPOX B Placebo + FP or CAPOX L
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. HRQoL was a prespecified
exploratory endpoint in the trial
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* It was assessed using the
EORTC QLQ-C30,
EORTC QLQ-STO22 and
EQ-5D-5L questionnaires
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Dysphagia I Pain | Reflux I Eating l Anxiety | Dry mouth l Taste | Body I Hair

symptoms restrictions image loss
EORTC QLQ-STO22 symptom scales

. Figure adapted from Lowery M et al. 2023.
Analysis cutoff date: 3 October 2022.

HRQoL was assessed in the PRO full analysis set population with PD-L1 CPS 21 or PD-L1 CPS 210, and overall, separately. The PRO full analysis set population

comprised all randomly assigned patients who received 21 dose of study medication and had completed 21 HRQoL assessment for a given HRQoL endpoint.

CAPOX, capecitabine + oxaliplatin; CI, confidence interval; CPS, combined positive score; EORTC, European Organisation for Research and Treatment of Cancer; EQ-5D-5L, EuroQol 5-dimension, 5-level; UK Prescribing /\
FP, 5-fluorouracil + cisplatin; HRQoL, health-related quality of life; LSM, least squares mean; PD-L1, programmed death ligand-1; PRO, patient-reported outcome; QLQ-C30, Quality of Life Questionnaire Core 30; Information

QLQ-STO22, Quality of Life Questionnaire-Stomach 22. —_— \ )

Lowery M et al. Presented at the European Society for Medical Oncology (ESMO) Congress 2023, 20-24 October. Abstract 1516P.
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