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Statistical Analysis

* Primary end point
Patients — Objective responsa rate (ORR) per RECIST v1.1 (independent radiologic review)
’ m‘m |mm H Disease status & . Se‘:D rati er:’respconlmints DOR RECIST v1.1 (independent radiologi i
H h‘v e : P:er;;;n free susf\.f:val {F')FpSe)rper RECI;'I: v{1l1 [i:degperﬂemnt Ladoglt;gr?:r:?ew)
mmm then qﬂwt’,ur"lz months _ Overal ival (0S )
of the renal pelvis, ureter, ral sunaval (05)
' ' then Q12W thereafter _ Safety and tolerability
bladder, or urethra
: Pembrolizumab + Primary and secondary efficacy end points were evaluated in all patients and by PD-L1 expression status
* Measurable disease based on 200 mg Q3W Tumor response assessed ~ PD-L1 positive was defined as a CPS 210
RECIST v1.1 m’m review 9 weeks after first = CPS 210 was chosen to represent positive PD-L1 expression based on validation data reported in the primary analysis?
« No pembrolizumab dose then « CPS was computed as the ratio of the number of tumor cells, lymphocytes, and macrophages expressing PD-L1
Fh- ﬂm QEW for 12 months and (numerator) to the total number of viable tumor cells in the biopsy specimen (denominator) = 100
chemotherapy for UC + The all-patients-as-treated population (all enrolled patients who received =1 dose of pembrolizumab) served as the analysis
Q12W thereafter \ation for offieacy and
+ Ineligible for cisplatin-based poputon for efcacy and safety
m * The Clopper-Pearson exact binomial method was used to assess point estimates and 95% Cls for ORR
+ The Kaplan-Meier method was used to assess DOR, PFS, and OS

+ Database cutoff was September 26, 2018

CT. computed tomography; MR, magnetic resonance imaging; Q3W, every 3 weeks: O6W. every & wesks; Q12W, every 12 wesks; UC, unothelial carcinoma.
sl nid disease progression, start of new anticancer reatment, withdrawal of consent, or death,

Figure 2. Patient Disposition

Started treatment
(N = 370)

Reasons for discontinuation

Disease progression (n = 179; 48.4%) Patient Disposition and Baseline Demographics

Adverse event (n= 81; 16.5%) * Mean follow-up (standard deviation [SD]) was 15.3 (12.1) months

Clinical progression (n =42; 11.4%) ~ 178 (48.1%) patients stopped study treatment within 3 months; 77 (20.8%) patients remained on study for 212 months

Complete response (n = 12; 3.2%) — The last patient was enrolled 24.9 months before the data cutoff date

Physician decision (n = 12; 3.2%) « Mean follow-up (SD) for responders was 28.1 (8.1) months

Consent withdrawal (n =20; 5.4%)

Study drug nonadherence (n = 1; 0.3%)

Completed
(n=43; 11.6%)

O’Donnell et al., ASCO 2019 Abstract # 4546
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Figure 3. Objective Response Rates® by Patient Subgroups

Responses, niN ORR 95% CI |
Table 2. Objective Response Rate in All Patients and Those With CPS 210 per Independent Radiologic Review Overall 106/270 288 24135 —p—
Al Patients CPS 210 PD-L1 status
N=310 LI CPS <10 511251 203 155258 !
Response n (%) ond n (%) ot CPS 210 52110 473 37.7-570 P
Objective response rate 106 (26.6) 241-335 52 (47.3) 377-570 ECOG PS i
CR 33(89) 6.2-12.3 22 (20.0) 13.0-287 o 85214 0.4 24,3370 ‘e
PR 73(19.7) 15.8-24.2 30 (27.3) 19.2-366 o 41156 263 19.6.33.9 ;
Stable disease 67 (18.1) 143224 22 (20.0) 13.0-28.7 !
Location of metastases i
PD 157 (42.4) 373476 30 (27.3) 19.2-366 i
Lymph node only 25/51 49.0 34,8634 P
No assessmenta 31(8.4) 58-117 6 (5.5) 20-115 :
Visceral disease 79/315 251 20.4-30.2 —-H
NEP 924 11-46 0(0) 00-33 |
. . L ) Reasons for cisplatin ineligibility H
CP3, combined positive score; CR, complete response; ME, nonevaluable; PO, progressive disease; PRL partial response. 1
rl;d?xmine Jﬁggﬁmwwm determined to be NE by RECISTv1.1. ECOGPS 2 34120 283 20.5-37.3 H
Renal impairment 51183 279 21.5-35.0 '_‘*_'I
ECOG PS 2 + renal impairment  10/34 294 15.147.5 ——
Other 11/33 333 18.0-51.8 '—E_.—'
[ [ [ [ |
0 20 40 60 80
ORR, %

CPS, combined positive score; ECOG PS, Eastern Cooperative Oncology Group performance status; ORR. objective response rate; POHL1, programmed death bgand 1.
=Per RECIST v1.1 by independent radiclogic review.
sinciudes 1 patient with ECOG PS of 3.

O’Donnell et al., ASCO 2019 Abstract # 4546
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Figure 6. Kaplan-Meier Estimates of OS in (A) the Overall Population and (B) in Relation to PD-L1

Figure 5. Kaplan-Meier Estimate of Progression-Free Survival Expression CPS 210 or CPS <10

100 Median {35% Of), | GMont PFE, | 12-Monm PFS, A 100+ Median |35% CI], | 1Z2Momtn 05, | 22-Momn OF, B 100 Median B5% Gl | 24-Month 08,
- manths = % manths - ' GPS monts %
i: 22(21-34) 14 20 113 {2.7-12.1) ] T =0 | 18812228 5 470
E 80 804 =10 | A7 {FE115) M40
—— -3 =]
- > =
w 5 60 g 60
; - -
g = :
= 404 = 404
= = [
- 2 2
& O O 404
6‘. — CP5=10
o — CP5=10
T T T T T T T T T T T 0 I I I I I I I T T T T a T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 0 4 B 12 16 20 24 2B 32 368 40 44 0 4 B 12 16 20 24 28 32 38 40 44
No. at risk Months No. at risk Months No. at risk Months
370 147 99 77 66 58 50 32 168 4 0 — 370 284 223 173 147 127 113 80 41 15 1 — CPS210 110 96 79 66 59 52 50 3% 21 8 1 —

CPS =10 251 179 140 103 84 71 89 3F 17T & 1 —
PFE, progression-free survival.

CPS, combined positive score; 05, overall survival; PDHL 1, programmed death ligand 1.
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Safety

* Grade 3-5 treatment-related adverse events (AEs) were reported in 20.8% of patients, most frequently fatigue (2.4%),
colitis (1.9%), increased blood alkaline phosphatase level (1.6%), muscle weakness (1.4%), and hepatitis (1.4%)

* 34 (9.2%) patients discontinued because of treatment-related AEs
— 16 (4.3%) of those were serious freatment-related AEs
* 1 patient died because of a treatment-related AE (myositis)

Table 3. Treatment-Related Adverse Events Occurring in 23% of Patients

Treatment-Related Adverse Event, n (%) N=370

Any 249 (67.3)
Fatigue 67 (18.1)
Pruritus 66 (17.8)
Rash 43 (11.6)
Decreased appetite 40 (10.8)
Hypothyroidism 37 (10.0)
Diarrhea 3(9.2)
MNausea 32(8.6)
Asthenia 15 {4.1)
Maculopapular rash 15 {4.1)
Pneumonitis 15 {4.1)
Increased AST 14 (3.8)
Pyrexia 14 (3.8)
Increased ALT 13 (3.5)
Dysgeusia 13 (3.5)
Vomiting 13 (3.5)
Cough 12 (3.2)
Constipation 11 (3.0
Dry mouth 11 (3.0
Influenzalike illness 11 (3.0
Peripheral edema 11 (3.0

ALT, alarine aminotransferase; AST, aspartate aminoransiease.

O’Donnell et al., ASCO 2019 Abstract # 4546
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KEYNOTE-361 Study Design (ncT02853305)

. o Pembrolizumab 200 mg Q3W + .
Key Eligibility Criteria Gemcitabine 1000 mg/m? + Pembrolizumab

UC of renal pelvis, ureter, bladder Cisplatin 70 mg/m? OR Carboplatin AUC 5 —* 200 mg Q3W

or urethra for =29 cycles

for =6 cycl
Locally advanced unresectable or or =b cycles
metastatic disease

No prior systemic therapy for
advanced disease

ECOGPS50,1o0r2

Tissue sample for PD-L1
assessment?

Pembrolizumab
200 mg Q3W

for =35 cycles

Gemcitabine 1000 mg/m?
Stratification Factors on days 1 and 8 Q3W +

» PD-L1 expressiona(CPS 210 vs Cisplatin 70 mg/m? OR
<10) Carboplatin AUC 5§ on day 1 Q3W

* Choice of platinum for =6 cycles

* Dual primary endpoints: PFS per RECIST v1.1 by BICR and OS
» Secondary endpoints: ORR, DCR, and DOR by BICR per RECIST v1.1, safety

sfssezzed using the PO-L1 IHC Z22C3 pharmbx assay. CPS (combined positive score)is the number of PD-L1-staining cells (fumor cells, wmphocytes, and macrophages) divided by the
total number of viable tumor cells, muttiplied by 100.
BICR, blinded independent central review.
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Statistical Considerations

Overall a controlled at one-sided 2.5% across all comparisons

Pembro + Chemo vs Chemo Pembro + Chemo vs Chemo + Hypotheses in top row

PFS (by BICR) Superiority OS5 Superiority -
ITT Population ITT Population tested first and in parallel

Pembro vs Chemo Pembro vs Chemo .
0S Non-Inferiority 0S Superiority * Remaining hypotheses

CPS 210 CPS 210 tested only If the
hypothesis immediately
before was statistically
Pembro vs Chemo Pembro vs Chemo significant

0S5 Superiority OS5 Non-Inferiority
ITT Population ITT Population

Pembro + Chemo vs Chemo Pembro vs Chemo
ORR (by BICR) Superiority ORR (by BICR) Superiority
ITT Population ITT Population
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Patient Disposition

1010 patients randomized between Oct19, 2016 and Jun 29, 20182

Pembro + Chemo Pembro Chemo
* 351 allocated » 307 allocated + 352 allocated
» 347 treated® » 304 treated® » 342 treated®

* 14 ongoing * 1 ongoing

» 44 completed » 46 completed * 195 completed

« 289 discontinued » 257 discontinued * 147 discontinued

— 189 radiographic PD — 174 radiographic PD — 97 radiographic PD

18 clinical PD 23 clinical PD 20 clinical PD
o8 AEs 44 AEs 46 AEs
12 withdrawal by patient 11 withdrawal by patient 14 withdrawal by patient
11 others 9 otherc 10 otherc

Median (range) time from randomization to cutoff: 31.7 (22.0-42.3) mo

=0n or after Feb 21, 2018, a protocol amendment limited accrual to the pembro arm to patients with CPS210 tumors. 82% of patients were already randomized prior to Feb 21, 2018,
EDefined as patients who started study medication in the trial.

“Includes complete response, non-compliance with study drug, non-study anticancer therapy, physician decision, and use of excluded medication.

Data cutoffdate: April 259, 2020
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Analysis Plan

Overall a controlled at one-sided 2.5% across all comparisons

v

Pembro + Chemo vs Chemo Pembro + Chemo vs Chemo
PFS (by BICR) Superiority OS Superiority
ITT Population ITT Population

/ Pembro vs Chemo Pembro vs Chemo \

OS Non-Inferiority OS Superiority
CPS =210 CPS =10

Pembro vs Chemo Pembro vs Chemo

0S Superiority OS5 Non-Inferiority
ITT Population ITT Population

Pembro + Chemo vs Chemo Pembro vs Chemo
ORR (by BICR) Superiority ORR (by BICR) Superiority

\ ITT Population ITT Population /




Alva KN361 ESMO 2020

OS: Pembro vs Chemo, Patients With
CPS210 Tumors

100 -
90 -
80 =
70+
60 -
50 =
40+
30+
20 =
10 =

Pts with HR
Event (95% CI)

12-mo rate Pembro 65.6%  16.1 mo (13.6-19.9) 1.01

58.7%
57.6% Chemo 67.7% 152mo (11.6-23.3) (0-77-1.32)

Median (95% CI)

08, %

':] | | | | I | | | I | | | | I | | | I: | | | | I | | | | I | | | | I | | I I I | | I | | | | I | | I I | | | | I I | | I | | | | I | | I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

No. at risk Time, months

160 1339 120 102 93 83 72 64 59 46 34 20 12 3 1
158 152 133 112 91 79 76 71 &0 40 25 17 9 3

Data cutoffdate: April 28, 2020.

o=
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OS: Pembro vs Chemo, ITT Population

100+
Pts with . o HR
90 Event Median(35%Cl)  g50 ¢y
- N Pembro 68.1%  15.6 mo (12.1-17.9) o2
20 56.0% Chemo 747% 14.3mo (12.3-16.7) (O-77-1.11)
56.0%
60- |
<
G 504
o
40-
30~
20-
10+
o8 ———————————————

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 4%

No. at risk Time, months

a0/ 260 228 196 1.0 153 133 120 110 48 b 47 19 4 1 0
352 335 297 250 197 169 150 129 104 71 44 33 20 7 0 0
Data cutoffdate: April 28, 2020.
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OS: Effect of Subsequent Anti-PD-(L)1 Therapy,
ITT Population (Exploratory Analysis)

OS, ITT Population Exploratory 2-Stage Analysis: OS Adjusted for

100 - 100 = Subsequent Anti-PD-(L}1 Therapy in Chemo Arm
90— S0 —
80+ Pembro vs Chemo 80+ Pembro vs
70 HR (95% CI): 0.92 (0.77-1.11) -0 Adjusted HR (95% CI): 0.80 (0.48-1.32)
60— G -
= ==
g o= o=
o o
A0 = 40 =
30 =- 30 -
20 - 2 -
10 - 10 -
'} | | | | | | 1 | | | | | 1 | | | | 1 1 D ! ! | I 1 v v I " " 1 v v 1 L | ! ! 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 5] 12 18 24 30 36 42
No. at risk Time, months No. at risk Time, months
J07 260 228 196 170 153 133 120 110 88 62 37 19 4 1 0 307 228 170 133 110 62 19 1

352 335 297 250 197 169 1650 129 104 71 46 33 20 7 0 0O
Data cutoffdate: April 28, 2020.
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ORR and DOR by BICR, ITT Population

Confirmed
Response,
n I%f

ORR

DCR

CR

PR

sD

FD
Mon-CR/non-FPD#

Not evaluable or
assessed>

Pembro +
Chemo
N =351

192 (54.7)
282 (80.3)
53 (15.1)
130 (39.6)
90 (25.6)
39 (11.1)
10 (2.8)

20 (5.7)

#ncludes patients with confirmed CR or PR.
Responzes bazed on BICR per RECIST 1.1, Data cutoffdate: April 25, 2020,

Pembro
N = 307
93 (30.3)
145 (47.2)
34 (11.1)
50 (19.2)
52 (16.0)
118 (38.4)
8 (2.6)

36 (11.7)

Chemo
N = 352
158 (44.9)
267 (75.9)
43(12.2)
115 (32.7)
100 (31.0)
39 (11.1)
16 (4.5)

30 (8.5)

Ongoing Response, %

Duration of Response?

Median (range)

100 12-mo rate Pembro +
90 4 gg;l:: Chemo  8-5MoO (2.0+to 35.5+)
80 - 23.5% Pembro 28.2mo (2.1+to 36.1+)
70 = Chemo  §.2mo (1.8+to 36.3+)
60 -
50
40 -
304 Mu_u
20 = T TR TN THNT
10 =

0 B e B e e e e

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk Time, months

192 188 132 86

93 B2

158 139

fa
T2

B

35

a2 55 44 33 20 10 1 0 i 0
45 42 3% 31 22 12 J
19 117 15 N 9 & 2 1 0 0
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All-Cause AEs, As-Treated Population

Pembro + Chemo vs Chemo Pembro vs Chemo
Anemia A Anemia -
=]
“ﬁa* Roveea ] Fatigue -
A Neutropenia - L.ﬁnppedl_’lt_? l
@ Constipation - ]
e | Appetite - Pruritus Grade
@ Diarrhea - Diarrhea - 1-2 3.5
o Vomiting 1 Constipation - Pembro
E Thrombocytopenia - MNausea - + Chemo .
- A thTil ] Asthenia -
= 3 Raansﬁ | 1I||"'1:!If'|'|l’[ll'lg - Femhrﬂ .
E Pruritus - | Platelet count -
L] Neutropenia -
Platelet i P
E HFlate EF‘;?;::TEI - | Neutrophil count - Chemo .
| Neutrophil count A Thrombocytopenia A
100 80 60 40 20 0 20 40 60 80 100 100 80 60 40 20 0 20 40 60 80 100
Incidence, % Incidence, %
All AEs Pembro + Chemo Chemo All AEs Pembro Chemo
Any grade 99 7% 99 7% Any grade 95. 7% 99 7%
Grade 3-5 a7.4% 81.9% Grade 3-5 62 9% 81.9%
Led to death 9. 2% 2 6% Led to death 8.6% 2 6%
Led to discontinuation 30.9% 18.1% Led to discontinuation 15.9% 18.1%

Median (range)} duration of treatment was 7.7 (0-27.8) months for pembro + chemo, 4.2 (0-28.1) months for pembro, and 3.7 (0-7.2) months for chemo. As-treated population includes all
patientz who received =1 dose of trial treatment. Data cutoffdate: April 29, 2020.



SACT Data - Analysis of overall survival (OS)

- Treatment records for 61 patients were available in
SACT, the minimum follow-up was 5 months from the
last CDF application.

- Patients were traced for their vital status on 22-MAY-
2020. The median follow-up time in SACT was 8.8
months.

« Median OS based on SACT data was 19.5 months

« OS at 6 months was 69%; at 12 months was 61%

 Median OS with pembrolizumab (PD-L1 CPS210;
cisplatin-ineligible):

« KEYNOTE-052 = 18.5 months (n = 110 patients)

Number of patients at risk, those that have died (events) and those that are still alive

Kaplan-Meier plot (N=61), SACT OS data.

1.uv
1

V.£9
1

napiar-ivieier survival esuinaile

v.uv
1

8 12

Cuirmdual in

15

wamnthe

18 21

24

(censored) by quarterly breakpoints, SACT OS data.

(Tr'r?;f] t'k’:;‘)a”a's 024 | 3-24 6-24 9-24 | 12-24 | 15-24 | 18-24 24
Number at risk 61 51 39 30 19 11 7 1
Censored 36 36 33 28 17 10 6 1
Events 25 15 6 2 2 1 1 0




MSD decision to terminate CDF Review

At the time of CDF recommendation based on data from KEYNOTE-052, MSD were optimistic
that KEYNOTE-361, which provided direct comparative evidence vs standard chemotherapy,

would demonstrate a statistically significant benefit in PFS and OS for Pembrolizumab in the
subgroup of patients with PD-L1 CPS210

- However, no statistically significant differences in OS nor PFS were found in KEYNOTE-361
between pembrolizumab and standard chemotherapy in the subgroup of interest

« Given the absence of clinical benefit versus standard chemotherapy, there was no plausible case
for pembrolizumab to be cost effective in this patient population, therefore it was agreed with
NICE to proceed with a termination of the CDF Review

* In light of the data MSD have presented today, it appears clear that the outcome of a formal CDF
Review would have arrived at the same conclusion as a full CDF Review

- Patients with UC continue to have access to an immunotherapy in the first-line setting and
promising treatment options for UC are currently undergoing NICE appraisal. MSD and other
companies continue to investigate promising treatments in ongoing clinical trials in UC.



