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Was sind Immunonkologische Highlights?

Checkpoint Inhibitoren

EMA Zulassungen / pos CHMP opinions
Positive Ph Il Studien
Ruckblick auf 12 Monate -> Ausblick auf 12 Monate

Chronologische Abfolge entspricht Zeitpunkte der Bekanntgaben
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Oktober 2019

e 1L NSCLC, Nivolumab + Ipilimumab + CT vs CT, CheckMate-9LA
e 1L NSCLC, Durvalumab + CT (+ Tremelimumab) vs CT, POSEIDON

e 1L HCC, Atezolizumab + Bevacizumab vs Sorafenib, IMbrave150
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1L NSCLC, Nivolumab + Ipilimumab + CT vs CT 05501b9er

100 — NIVO + IPI + chemo Chemo
(n=361) (n =358)
81% Median OS, mo 15.6 10.9
80 - ° (95% ClI) (13.9-20.0) (9.5-12.6)
I HR (95% Cl) 0.66 (0.55-0.80)
I
~ 60 - l .
A | ! NIVO + IPI + chemo
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: : TraEoo—aith epeoce-0-00 Chemo
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I |
I |
0 T 1 T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
NIVO + IPl + chemo 361 326 292 250 227 153 86 33 10 1 0
Chemo 358 319 260 208 166 116 67 26 11 0 0

Minimum follow-up: 12.7 months.

k'"' Bristol Myers Squibb™ | Medial Affairs/Immuno-Oncology Reck et al. ASCO 2020, Abstract 9501 4



1L NSCLC, Durvalumab + CT (+ Tremelimumab) vs CT Oléi(:)o1b9er

Imfinzi and Imfinzi plus tremelimumab delayed disease
progression in Phase III POSEIDON trial for 1st-line treatment
of Stage IV non-small cell [ung cancer

POSEIDON included both non-squamous and squamous patients and a broad choice of
standard chemotherapy options

PUBLISHED

28 October 2019
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1L HCC, Atezolizumab + Bevacizumab vs Sorafenib Ol%o1b9er

Median OS (95% CI), mo?

100 Atezo + Bev NE
m 6-mo OS rate: 85% Sorafenib 13.2 (10.4, NE)
80- - HR, 0.58 (95% CI: 0.42, 0.79)
K P = 0.0006¢
2 6-mo OS rate: 72% h‘—ﬁ“ﬂmw | -
T 60 -
: 0.
2
T 40-
S :
o ' mOS: 13.2 mo
204 i
04
0 1 2 3 4 5 & 7 8 9 0 11 12 13 14 15 16 17
Months
No. at risk

Sorafenib 165 157 143 132 127 118 105 94 86 60 45 33 24 16 7 3 1 NE
Atezo+Bev 336 329 320 312 302 288 275 2585 222 165 118 87 64 40 20 " 3 NE
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November 2019

e 1L SCCHN, Pembrolizumab +/- CT vs EXTREME, Keynote-048, EMA approval
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1L SCCHN, Pembrolizumab +/- CT vs EXTREME

November
2019

Total population
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Dezember 2019

e 1L BRAF pos MEL, Atezolizumab + Cobimetinib + Vemurafenib
vs Cobimetinib + Vemurafenib, IMspire150
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1L MEL, Atezolizumab + Cobimetinib + Vemurafenib De§8r1n9ber

100
Assessed by Atezo + Pbo +
90 - investigator Cobl + Vem Cobl + Vem
a0 PFS, median months 15.1 10.6
74.2% (95% CI) (11.4-18.4) (9.3-12.7)
70 i - 9
log-rank P = 0.0249
e\e 60
W 50
L
T
30 4
20 Pbo + Cobi + Vem
104 Atezo + Cobi + Vem
il + Censored

0 3 6 9 12 15 18 21 24 27 30

Patients remaining at risk Time, months

Pbo + Cobi + Vem 258 230 179 143 107 86 i 51 27 1" 1

Atezo + Cobi + Vem 256 229 174 149 123 114 a0 66 34 11
Atezo, atezolizumab; Cl, confidence interval; Cobi, cobimetinib; Pbo, placebo; Vem, vemurafenib.
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Janner 2020

e 1L SCLC, Pembrolizumab + CT vs CT, Keynote-604

k'"' Bristol Myers Squibb™ | Medial Affairs/Immuno-Oncology
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1L SCLC, Pembrolizumab + CT vs CT Janner
2020

Final Analysis ITT
Median OS,
Median PFS, Mos (95% Cl)
Mos (95% Cl) — Pembro+EP  10.8(9.2-12.9)
— Pembro + EP 4.8 (4.3_5.4} — Placebo + EP 9.7 (8.6'10.7)
100 - — Placebo+EP 4.3 (4.2-4.5) 100 - HR 0.80 (95% CI: 0.64-0.98), P = .0164
30 - HR: 0.73 (95% Cl: 0.60-0.88) 30 - 12-mo rate
— 45.1%
X 60+ 12- t ) . 39.6%
9;; 15 Er;‘]; e -BS- 60 24-mo rate
i _ " 18-morate n i 22.5%
a 40 5.0% 10.8% o 40 I,
20_ 2.1% 20_ “”“"I I I
_II_I.I_II.I_I 10l
D 1 1 1 1 1 I_. 1 1 1 1 1 0 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33
Pts at risk, n Mos Pts at risk, n Mos
Pembro+EP 228 182 76 42 32 26 15 10 1 1 0 0 Pembro + EP 223 198 174 132 102 87 60 31 15 3 1 0
Placebo + EP 225 189 56 23 11 4 3 1 1 1 0 0 Placebo + EP 223 211 169 122 89 63 44 19 8 3 0 0
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Februar 2020

e 1L TNBC, Pembrolizumab + CT vs CT (CPS >10), Keynote-355

k'"' Bristol Myers Squibb™ | Medial Affairs/Immuno-Oncology
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1L TNBC, Pembrolizumab + CT vs CT (CPS 210)
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Pembro + Chemo

Placebo + Chemo
HR 0.82 (95% CI 0.69-0.97)

7.5 months
5.6 months

I I I | | I I 1 I
12 15 18 21 24 27 30 33 36
Time, months

Percentage of Patients

PD-L1 CPS 21

Pembro + Chemo

Placebo + Chemo
HR 0.74 p 0.0014

7.6 months
5.6 months

— T T T T T T T T 1
9 12 15 18 21 24 27 30 33 36

Time, months

Percentage of Patients

Februar
2020

PD-L1 CPS 210

Pembro + Chemo

Placebo + Chemo
HR 0.65 p 0.0012

9.7 months
5.6 months

L]

] 1 1
9 12 15 18 21 24 27 30 33 36
Time, months

Statistical significance was not tested due
to the prespecified hierarchical testing
strategy

Prespecified P value boundary of
0.00411 met

Cortes et al. ASCO 2020 14

Prespecified P value boundary of
0.00111 not met
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Marz 2020

e rr cHL, Pembrolizumab vs Brentuximab Vedotin, Keynote-204

k'"' Bristol Myers Squibb™ | Medial Affairs/Immuno-Oncology
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rr cHL, Pembrolizumab vs Brentuximab Vedotin

90
80
70 -
60 —
50
40 -
30
20 -

Progression-Free Survival, %

10 4

Events HR P value
n (%) (95% CI)
53.9%
35.6% Pembro 81 (53.6) 0.65 0.00271
I (0.48-0.88)
I BV 88 (57.5)

No. at Risk

Pembro

BV 153

S 6 9 12 15 18 21 24 27 30 33 36 39
Months
116 96 74 65 55 44 35 i8 15 L] 4 1
103 63 41 32 26 19 14 10 7 5 2 1 0

Median (95% Cl)
13.2 mo (10.9-19.4)
8.3 mo (5.7-8.8)

Marz
2020
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April 2020

1L MPM, Nivolumab + Ipilimumab vs CT, CheckMate-743

1L NSCLC PDL-1 > 50%, Cemiplimab vs CT, EMPOWER-Lung 1

1L RCC, Nivolumab + Cabozantinib vs Sunitinib, CheckMate-9ER
1L CRC MSI-H, Pembrolizumab vs CT, Keynote-177

k'"' Bristol Myers Squibb™ | Medial Affairs/Immuno-Oncology
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1L MPM, Nivolumab + Ipilimumab vs CT 5«8516

100 e
NIVO + IPI Chemo
(n = 303) (n = 302)
80 - Median OS, mo 18.1 14.1
. (95% Cl) (16.8-21.4) (12.4-16.2)
68% HR (96.6% Cl) 0.74 (0.60-0.91)
! P value 0.0020
~ 60 - '
3 58% |
8 i
40 - ! "
20 - i 27% | @ NIVO + IPI
: ! Chemo
0 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
No. at risk Months
NIVO + IPI 303 273 251 226 200 173 143 124 101 65 30 11 2 0
Chemo 302 268 233 190 162 136 113 95 62 38 20 11 1

U Bristol Myers Squibb” | Medial Affairs/Immuno-Oncology Baas et al. WCLC 2020
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1L NSCLC PDL-1 = 50%, Cemiplimab vs CT

No. of Median OS (95% ClI)
Patients mo
10 Cemiplimab 336 22 1(85% C1, 17 7-NE)
094 Chemotherapy 354 143(85%C1. 117-192)
E 0.8+ HR, 0.68 35% CI, 0.53-0.87); P=0.0022
£ 0.
a 071
T 06- '
g 05' ] 4 3
Ha Censplunaly
= 034 ! : Chemotherapy
3 12-mo OS (95% Cl), % | 24-mo OS (85%Cl), %1
o 024 703(844-754) 486(392-573}
il sl ! v I
357492517 227(188414)
0 L L) L] L L] L] L] L] L] L] L] L) L] L] Ll L}
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
No. o risk Month
Cemiplimab 356 304 254 223 168 147 120 87 71 48 37 27 18 8 3 1 0
Chemotherapy354 303 254 205 172 126 93 73 52 41 27 12 7 4 3 0 O

Median duration of follox-up:
Cemiplimab = 13.1 months (range: 0.1-31.9)
Chemotherapy = 13.1 months (range: 0.2-32.4)

Probability of overall survival

No. at nsk
Cemipimab

Chematherapy 280

April
2020

PD-L1250%ITT

No. of Median OS (35% CI)
Patients mo
. Cemipimab 283 Notreached (95%: 0 1780
4 Chemotherapy 280 14 2 (€5% CI, 11.2-17 5)
il HR, 0.57 (95% CI, 0.42-0.77); P=0.0002
- Cemplimal
1
"l 1
I :
12m0 OS (5% CI), % | 24mo 0S5 (95% Cl), % Chemotherapy
= 724 (856-78 | 504 (36 4-62.9) 1
- VS 1 Vs I
539 (46.2-611) 5 27.1(13.7425) 1
L] L] L] L] L} L] L] L] L] L] L] L] L] L] L L)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Manth
283 244 203 177 154 108 83 55 42 24 18 5 10 6 3 0
239 198 153 125 87 57 41 25 15 11 6 4 2 1 0 o

Median duration of follow-up:
Cemiplimab = 10.8 months (range: 0.1-31.9)
Chemotherapy = 10.2 months (range: 0.2-29.5)

Ul Bristol Myers Squibb®
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1L RCC, Nivolumab + Cabozantinib vs Sunitinib April

1.0 -
_ 0.9-
>
£ 0.8
a | TTtCeamme . Hessseces s
2 07y T,
8 0.6+ Median 0S, months (95% Cl)
§ 0.5 NIVO+CABO NR (NE)
>
= g-;‘- SUN NR (22.6-NE)
5 HR, 0.60 (98.89% Cl, 0.40-0.89)
& o4 P =0.0010
0.0
I I I I 1 1 I I I I 1
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
NIVO+CABO 323 308 295 283 259 184 106 55 11 3 0
SUN 328 296 273 253 223 154 83 36 10 3 0
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1L CRC MSI-H, Pembrolizumab vs CT

100
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Mai 2020
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Juni 2020

e Neoadjuvant TNBC, Atezolizumab + CT vs CT, IMpassion031
« 1L UC CT + Avelumab Erhaltung, JAVELIN Bladder 100

k'"' Bristol Myers Squibb™ | Medial Affairs/Immuno-Oncology
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Neoadjuvant TNBC, Atezolizumab + CT vs CT

PCR (95% CI), ypTO/is ypNO

100 - A 16.5% (5.9, 27.1)
90 - P =0.00442
80 - |

70 - 57.6%

PCR (95% CI) %

95/165 69/168

Atezolizumab-Chemo Placebo-Chemo

Juni
2020

k'"' Bristol Myers Squibb ‘ Medial Affairs/Immuno-Oncology
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1L UC CT + Avelumab Erhaltung

100 Median OS (95% Cl), months
90 — Avelumab + BSC 21.4 (18.9, 26.1)
80 — o BSC alone 14.3 (12.9, 17.9)
. 70 Stratified HR 0.69 (95% Cl, 0.56, 0.86)
Gt 61%
£ 60— : P<0.001
: 58% !
a 50 —
§ 40
(o]
30
20
10 -
0 ] ] I I | I I | I ] | I | | ] 1 I 1 |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
No. atrisk ohus
Avelumab + BSC 350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 15 11 5 3 0
BSC 350 335 304 270 228 186 153 125 105 83 68 55 41 33 18 12 9 2 1 0

0S was measured post randomization (after chemotherapy); the 0S analysis crossed the prespecified efficacy boundary based on the alpha-spending function (P<0.0053)

Juni
2020
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Juli 2020
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August 2020

e 1L GC/GEJ/ESO Adeno, CPS > 5, Nivolumab + CT vs CT, CheckMate-649
e 1L ESO/GEJ, Pembrolizumab + CT vs CT, Keynote-590
e Adjuvant ESO/GEJ, Nivolumab vs Placebo, CheckMate-577

k'"' Bristol Myers Squibb™ | Medial Affairs/Immuno-Oncology
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1L GC/GEJ/ESO Adeno, CPS > 5, Nivolumab + CT vs CT

2020

Primary endpoint (PD-L1 CPS > 5)

12-mo
ralte

57%

NIVO + chemo Chemo
(n = 473) (n = 482)

Median OS, mo 14.4 11.1
(95% ClI) (13.1-16.2)  (10.0-12.1)

HR (98.4% CI) 0.71 (0.59-0.86)

P value < 0.0001

NIVO + chemo

No. at risk
NIVO + chemo 473
Chemo 482

3 6 9
438 377 313
421 350 271

12
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211

1

|

1

|

1

1

1

:

[ W
| 46%
1

1

|

1

|

[

|

1

|

15

198
138

I
18 21

Months
149 96
98 56

65 33 22 9 1
34 19 8 2 0 0

August
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1L ESO/GEJ, Pembrolizumab + CT vs CT

August

100 A HR
90 - Events (95% CI) P
Pembro + Chemo 70% 0.73 <0.0001
80 - Chemo 82% (0.62-0.86)
70 7 i 12-mo rate
{51% . 24-mo rate
2 60 7 139% {28%
.‘ | . . S i16%  Median (95% CI)
g 50 : H 12.4 mo (10.5-14.0)
40 - : 9.8 mo (8.8-10.8)
30 A
20 1
10 - ;
0 1 1 I i | 1 I II 1 I ] 1
0 3 6 9 12 15 18 21 24 27 30 33 36
No. at Risk Time, months
373 348 295 235 187 151 118 68 36 17 7 2 0
376 338 274 200 147 108 82 51 28 19 4 1 0
I Bristol Myers Squibb” ‘ Medial Affairs/Immuno-Oncology Kato et al. ESMO 2020 29



Adjuvant ESO/GEJ, Nivolumab vs Placebo

August

2020

100 Nivolumab Placebo
(n =532) (n = 262)
Median DFS, mo 22.4 11.0
80 (95% Cl) (16.6-34.0)  (8.3-14.3)
— HR (96.4% Cl) 0.69 (0.56-0.86)
3\: 60 - P value 0.0003¢
) Nivolumab
L
A 40
20 — Placebo
0 I I I I I I I I I I I I I I I
0 3 6P 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
No. at risk
Nivolumab 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0
Placebo 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0
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September 2020

e 1L SCLC, Durvalumab + CT, CASPIAN, EMA approval
e Adjuvant high-risk MIUC, Nivolumab vs Placebo, CheckMate-274

k'"' Bristol Myers Squibb™ | Medial Affairs/Immuno-Oncology
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1L SCLC, Durvalumab + CT

September
2020

1.0 - Durvalumab + EP EP
(n=268) (n=269)
Events, n (%) 210 (78.4) 231 (85.9)
0.8 1 Median OS, mos (95% CI) 12.9 (11.3-14.7) 10.5(9.3-11.2)
7,
(o] HR (95% Cl) 0.75 (0.62-0.91); P = .0032
[T
o 0.6 1
>
= |
5 |
T 041 :
o I
S
o : |
0.2 - 1 1
| |
1 1 |
1 1 |
O L] n n ! n ! n ! 14.4%l L] L] L}
0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk Mos
D+EP 268 244 214 177 140 109 85 66 41 21 8 2 0
EP 269 243 212 156 104 82 64 48 24 8 0 0 0
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Adjuvant high-risk MIUC, Nivolumab vs Placebo Sepztgg(\)ber

dl Bristol Myers Squibb’

Opdivo (nivolumab) Significantly Improves Disease Free-Survival vs. Placebo as
Adjuvant Therapy for Patients with High-Risk, Muscle-Invasive Urothelial Carcinoma in

Phase 3 CheckMate -274 Trial

09/24/2020

In an interim analysis, CheckMate -274 met primary endpoints of disease-free survival in both all randomized patients and in patients whose tumor cells
express PD-L1 21%

k'"' Bristol Myers Squibb™ | Medial Affairs/Immuno-Oncology BMS press release 33



Oktober 2020

e Neoadjuvant NSCLC, Nivolumab + CT vs CT, CheckMate-816
e 2L ESCC, Nivolumab vs CT, ATTRACTION-03/0NO-024, CHMP opinion

k'"' Bristol Myers Squibb™ | Medial Affairs/Immuno-Oncology
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Neoadjuvant NSCLC, Nivolumab + CT vs CT Oczzibozboer

d Bristol Myers Squibb’

Press Release

Opdivo (nivolumab) Plus Chemotherapy Shows Statistically
Significant Improvement in Pathologic Complete Response as

Neoadjuvant Treatment of Resectable Non-Small Cell Lung Cancer in
Phase 3 CheckMate -816 Trial

0CT 07,2020

CheckMate -816 met a primary endpoint of improved pathologic complete response in patients who received

Opdivo plus chemotherapy before surgery

k'"' Bristol Myers Squibb™ | Medial Affairs/Immuno-Oncology BMS press release 35



2L ESCC, Nivolumab vs CT October

2020

Nivolumab Chemotherapy

100 1 (n=210)= (n =209)2
Median OS,* mo 10.9 8.4
80 - (95% ClI) (9.2-13.3) (7.2-9.9)
HR (95% Cl) 0.77 (0.62-0.96)
18 P value 0.019
=2 60 -
; 12-mo rate 18-mo rate
o . i
40 I i
i : Nivolumab
20 ! ! [ T | LL 1
47% 31% Chemotherapy
0 34% 21% . |
0 2 4 5) 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk Months
Nivolumab 210 182 167 147 126 11 95 82 70 60 43 25 17 13 7 4 3 0 0
Chemotherapy 209 196 169 126 105 84 68 57 49 40 27 17 12 6 2 1 1 1 0

Ul Bristol Myers Squibb®
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Negative Ph lll Studien

e Adjuvant MEL, Nivolumab + Ipilimumab vs Nivolumab, CheckMate-915

Adjuvant MIUC, Atezolizumab vs Observation, IMvigor010
1L UC, Pembrolizumab + CT vs CT, Keynote-361
1L UC, Durvalumab +/- Tremelimumab vs CT, DANUBE

1L TNBC, Atezolizumab + Paclizaxel vs Paclitaxel, IMpassion131

k'"' Bristol Myers Squibb™ | Medial Affairs/Immuno-Oncology
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Zusammenfassung

Vielzahl positiver Ph Ill Studien, einige negative

Nivolumab und Pembrolizumab dominieren auch Highlights 2020
Fortschritte in unterschiedlichen Tumorentitaten: LC, GI, RCC & UC, HL, TNBC, MEL, H&N

Uberwiegend Erstlinienbehandlung metastasierter Tumoren,
vereinzelt (neo)adjuvant oder spatere Linien

Chemotherapie bevorzugter Kombinationspartner,
vereinzelt duale 10, TKis, targeted therapies oder Monotherapie

o Weiterhin Bedarf an Biomarker und ,,cold tumors* fur 2021
e Stichtag 17.10 ,,nur® 2 EMA Zulassungen 2020 (+ 3x pos. CHMP opinion)
e Vielzahl an EMA Zulassungen 2021
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