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Studiendesign

KEYNOTE-048 Study Design (NCT02358031)

Key Eligibility Criteria Pembrolizumab

- SCC of the oropharynx, Monotherapy
oral cavity, hypopharynx,
or larynx

* R/M disease incurable by
local therapies

- ECOGPSOor1 Sembrof 5 200
+ .
» Tissue sample for PD-L1 Pembrolizumab %gr;:‘;ﬁmaﬂkuc 529R Pembrolizumab

assessment? + Chemotherapy.; Cisplatin 100 mg/m? + 200 mg Q3W

+ Known p16 status in the 5-FU 1000 mg/m?/d for 4 days for up to
oropharynx® 39 cycles total

Pembrolizumab 200 mg Q3W

for up to 35 cycles

for 6 cycles (each 3 wk)

Stratification Factors

* PD-L1 expression?
(TPS 250% vs <50%)

Cetuximab 250 mg/m2 Q1W¢ +

Carboplatin AUC 5 OR )
* p16 status in oropharynx EXTREME R Cisplatin 100 mg/m?2 + Cetuximab

(positive vs negative) 5-FU 1000 mg/m?2/d for 4 days 250 mg/m? Q1W

* ECOG performance status
(Ovs1)

for 6 cycles (each 3 wk)

3Assessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent). TPS =tumor proportion score = % of tumor cells with membranous PD-L1 expression.
tAssessed using the CINtec p16 Histology assay (Ventana): cutpoint for positivity = 70%. Following a loading dose of 400 mg/m2.

Rischin et al; ASCO 2019
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Overall alpha controlled at one-sided 2.5% across all comparisons

P+C vsE
OS Noninferiority
Total Pop.

PvsE P+CVvsSE P+CvsSE P+C vsSE
OS Superiority PFS Superiority PFS Superiority OS Superiority
CPS 220 CPS 220 Total Pop. CPS 220

PvsE
PFS Superiority
CPS 220

PvsE
PFS Superiority

PvsE P+CvsE P+CvsE
OS Superiority PFS Superiority OS Superiority
CPS 21 CPS 21 CPS 21

P+CvsE
OS Superiority

CPS 21 Total Pop.

PvsE
PFS Superiority
Total Pop.

PvsE
OS Noninferiority * Hypotheses in top row tested first and in parallel
Lzl Pl * Remaining hypotheses tested only if the hypothesis immediately

above was positive
PvsE - .
OS Superiority * Prespecified analysis plan allows alpha from successful

Total Pop. hypotheses to be passed to other hypotheses

* Teal and orange boxes: available for testing at Throughout this presentation:

final analysis (FA) , ,
* Gray boxes: testing completed at |IA22 @ First report of the endpoint

¢ Final analysis data cutoff date: February 25, 2019 RS
(~25 mo after last patient randomized) @ Egﬁct)eztg%n endpoint first reported at

Rischin et al; ASCO 2019
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Baseline characteristics

Pembro Alone vs EXTREME Pembro + Chemo vs EXTREME
Pembro EXTREME Pembro + Chemo EXTREME
Characteristic, n (%) N =301 N =300 N = 281 N = 2782
Age, median (range), yrs 62 (22-94) 61 (24-84) 61 (20-85) 61 (24-84)
Male 250 (83.1) 261 (87.0) 224 (79.7) 242 (87 1)
ECOG PS 1 183 (60.8) 183 (61.0) 171 (60.9) 170 (61.2)
Current/former smoker 239 (79.4) 234 (78.0) 224 (79.7) 215 (77.3)
p16 positive (oropharynx) 63 (20.9) 67 (22.3) 60 (21.4) 61 (21.9)
PD-L1 status
TPS 250% 67 (22.3) 66 (22.0) 66 (23.5) 62 (22.3)
CPS =20 133 (44.2) 122 (40.7) 126 (44.8) 110 (39.6)
CPS =1 257 (85.4) 255 (85.0) 242 (86.1) 235 (84.5)
Disease status®
Metastatic 216 (71.8) 203 (67.7) 201 (71.5) 187 (67.3)
Locoregional recurrence only 82 (27.2) 94 (31.3) 76 (27.0) 88 (31.7)

aPatients randomized to EXTREME during the pembro + chemo enrollment hold were excluded from all pembro + chemo vs EXTREME efficacy comparisons.
83 patients in the pembro arm, 3 patients in the EXTREME arm, and 4 patients in the pembro + chemo arm had neither metastatic nor recurrent disease.
FA (data cutoff date: Feb 25, 2019).

Rischin et al; ASCO 2019
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@ OS, P+C vs E, CPS 220 Population

Events HR (95% CI) P

100 Pembro + Chemo 67% 0.60 0.0004°
90- 12-mo rate EXTREME gy,  (045-0.82)
80- 57.1%

46.1% 24-mo rate
704 35.4% 36-mo rate
e 60- 19.4% 33.2%
e 8.0% .
n 50 - Median (95% CI)
O L. ‘\“\_,____I_ 14.7 mo (10.3-19.3)
30- L i Ly 11.0 mo (9.2-13.0)
20+ 4.\_\_“_'_.1_
10- 111
0 rerr vy ey refrrrrgf oy L I R R | rerrfrrrorregr e e a1
0 5 10 15 20 25 30 35 40 45 50
Months
No. at risk
126 102 77 60 50 44 36 21 4 0 0
110 91 60 40 26 19 11 4 1 0 0

aStatistically significant at the superiority threshold of P = 0.0023.
FA (data cutoff date: Feb 25, 2019).

Rischin et al; ASCO 2019
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@ OS, P+C vs E, CPS 21 Population

Events HR (95% CI) P

100 Pembro + Chemo 73% 0.65 <0.0001°
90- 12-mo rate EXTREME 919  (0-53-0.80)
80 55.0%

43.5% 24-mo rate
70- 30.8% 36-mo rate
52 60+ 16.8% 25.6%
G 50 6.5% Median (95% Cl)
O 4. 13.6 mo (10.7-15.5)
30_ % 10.4 mo (9.1'11.7)
20-
12- *IN‘—H-I"I_H.J__LLL'

0 5 10 15 20 25 30 35 40 45 50
Months
No. at risk
242 197 144 109 84 70 52 29 5 0 0
235 191 122 83 54 35 17 5 1 0 0

aStatistically significant at the superiority threshold of P = 0.0026.
FA (data cutoff date: Feb 25, 2019).

Rischin et al; ASCO 2019
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Subgruppen

@ OS in Subgroups, P+C vs E

CPS 220 CPS 21
No. of Deaths/ . No. of Deaths/ i

Subgroup No. of Patients Hazard Ratio (95% ClI) Subgroup No. of Patients Hazard Ratio (95% ClI)
Overall 182/236 —— 0.61 (0.46-0.82) Overall 390/477 —n- 0.66 (0.54-0.80)
Age Age

<65 yrs 118/154 _— — 0.59 (0.41-0.85) <65 yrs 251/305 - - 0.74 (0.57-0.94)
S>65 yrs 64/82 — 0.67 (0.41-1.10) S>65 yrs 139/172 —a— 0.54 (0.39-0.76)

ex ex

Male 143/186 —— 0.57 (0.41-0.80) Male 321/391 - - 0.66 (0.53-0.83)

Female 39/50 _ 0.63 (0.32-1.23) Female 69/86 —_— 0.59 (0.36-0.96)
ECOG PS ECOG PS

0 61/94 _ 0.55 (0.33-0.92) 0 139/186 _ — 0.66 (0.47-0.92)

1 121/142 —u— 0.60 (0.41-0.86) 1 251/291 —a— 0.64 (0.49-0.82)
Region of enrollment Region of enrollment

North America 43/60 — 0.66 (0.36-1.21) North America 79/104 —— 0.62 (0.40-0.98)

Europe 55/74 _ 0.49 (0.28-0.84) Europe 127/158 _ 0.51 (0.36-0.73)

Rest of world 84/102 —_— — 0.63 (0.41-0.98) Rest of world 184/215 —u— 0.78 (0.58-1.04)
Smoking status Smoking status

Never 45/58 _— 0.54 (0.30-1.00) Never 89/108 —— 0.58 (0.38-0.89)

Former 106/138 —— 0.69 (0.47-1.01) Former 237/285 —— 0.74 (0.57-0.95)

Current 30/39 _ 0.53 (0.26-1.09) Current 62/82 _ 0.58 (0.35-0.97)
p16 status (oropharynx) p16 status (oropharynx)

Positive 28/52 ——— 0.39 (0.18-0.84) Positive 71/103 — 0.55 (0.34-0.88)

Negative 154/184 —a— 0.66 (0.48-0.91) Negative 319/374 —- 0.69 (0.55-0.86)
Disease status Disease status

Metastatic 117/156 —— 0.60 (0.42-0.87) Metastatic 261/327 —— 0.60 (0.47-0.77)

Recurrent 64/78 —u— 0.66 (0.40-1.09) Recurrent 125/143 —1- 0.80 (0.56-1.14)

0.1 0.5 1 2 0.1 0.5 1 2
Pembro + Chemo EXTREME Pembro + Chemo EXTREME
Better Better Better Better

Rischin et al; ASCO 2019
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@ PFS, P+C vs E, CPS 220 and 21

CPS 220 CPS 21
Events HR (95% Cl) P 100+ Events HR (95% Cl)
P+C 81% 0.73 0.01622 90- P+C 85% 0.82
c opy,  (0-55-0.97) 80, c o0,  (0-67-1.00)
70+
12-morate 12-morate
= 23.5% e 601 19.2%
10.8% . 10.7% )
) Median (95% CI) o 50 Median (95% CI)
i 5.8 mo (4.7-7.6) i 5.0 mo (4.7-6.2)
s4morate  5:2mo (4.8-6.2) 40- s4morate  5-0mo (4.8-5.8)
14.7% 30- 1.1%
3.3% 4.0%
ch 20+
_H‘—I—._._ 10- h‘""'-—-J—L_.J__LL“_“_‘
0 = 0 ——
TTT T [r [ rrrrrrrfprrerprorerpereery UTgTTrTr BB BRI BRI LR BLELELL B L
0O 5 10 15 20 25 30 35 40 0O 5 10 15 20 25 30 35 40
Months Months
No. at Risk No. at Risk
126 65 37 25 14 8 3 0 0 242 117 54 36 21 11 3 0 0
110 53 15 6 4 2 0 0 0 235 109 32 16 11 5 1 0 0

aNot statistically significant at the superiority threshold of 0.0017.
IA2 (data cutoff date: Jun 13, 2018). PFS assessed per RECIST v1.1 by blinded, independent central review.

Rischin et al; ASCO 2019
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@ Response Summary, P+C vs E

CPS 220 CPS 21
Confirmed Response, P+C E Confirmed Response, P+C E
n (%) N=126 N =110 n (%) N =242 N =235
ORR 54 (42.9) 42 (38.2) ORR 88 (36.4) 84 (35.7)
CR 12(9.5) 4(3.8) CR 16 (6.6) 7 (3.0)
PR 42 (33.3) 38 (34.5) PR 72(29.8) 77 (32.8)
SD 29 (23.0) 38 (34.5) SD 64 (26.4) 77 (32.8)
PD 9(15.1) 9(8.2) PD 42 (17.4) 29(12.3)
Non-CR/non-PD? 4(3.2) 5(4.5) Non-CR/non-PD? 11(4.5) 9(3.8)
Not evaluable or assessed® 20(15.9) 16 (14.5) Not evaluable or assessed® 37 (15.3) 36 (15.3)
100+ 100+
. 90 Duration of response, median (range) . 90 Duration of response, median (range)
& 807 P+C:7.1mo (2.1+to 39.0%) & 804 P+C:6.7mo (1.6+to 39.0%)
g 704 E:4.2mo (1.2+to 31.5%) g 704 E:4.3mo (1.2+to 31.5%)
2 60 2 60
w w
& 504 & 504
2 40+ 2 40+
S 304 S 304
S 204 S 204
104 104
0 T T T T T T T T T T 0 T T T T T T T T T T
0 5 10 15 20 25 30 35 40 45 50 0 5 10 15 20 25 30 35 40 45 50
Noatas o Mems Noatws o e
I T T T T S T R R T T S R T T

3Patients without measurable disease per central review at baseline who did not have CR or PD. ®Patients who did not have a post-baseline imaging assessment evaluable for response
or who did not have post-baseline imaging. Response assessed per RECIST v1.1 by blinded, independent central radiologic review. FA (data cutoff date: Feb 25, 2019).

Rischin et al; ASCO 2019
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© 0S, P+C vs E, Total Population

Events HR (95% CI)

100 Pembro + Chemo 76% 0.722
90 12-mo rate EXTREME ggy,  (0-60-0.87)
80- 53.0%
43.9% 24-mo rate
70+ 29.4% 36-mo rate
o 60- 18.8% 22.6%
e 10.0% )
n 50 Median (95% CI)
O 4o- 13.0 mo (10.9-14.7)
30- 10.7 mo (9.3-11.7)
20- M%
10+ —ll 11}
0 e B B il el B L R B | L B R |
0 5 10 15 20 25 30 35 40 45 50
Months
No. at risk
281 227 169 122 94 77 55 29 0 0
278 227 147 100 66 45 23 6 1 0 0

Rischin et al; ASCO 2019



~\ COMPREHENSIVE KeynOte 48 OS MEDICAL UNIVERSITY
@}']' CENTER OF VIENNA

~/ CENTER VIENNA PembrO |V|O|10

@ OS, P vs E, Total Population

Events HR (95% CI) P
100 Pembro alone 79%  0.83 (0.70-0.99) 0.01992
90+ 12-mo rate EXTREME 88%
80- 48.7%
44 .4% 24-mo rate

70+ 27.0% 36-mo rate
e 60- 18.8% 19.7%
e 10.0% . 0
n 50 Median (95% CI)
O 4o- 11.5 mo (10.3-13.4)

30- 10.7 mo (9.3-11.7)

0. ”u""""-'-'ull.un.uum,_d_

10- M—I-L.Lu_uum‘-ll‘—’

0""l""l' refrrrrgf oy L I R R | rerrfrrrorregr e e a1

0 5 10 15 20 25 30 35 40 45 50

Months
No. at risk
301 226 172 125 99 75 46 22 13 1 0
300 245 158 107 72 51 28 11 6 0 0

aNot statistically significant at the superiority threshold of P = 0.0059.
FA (data cutoff date: Feb 25, 2019).

Rischin et al; ASCO 2019
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@ PFS, P vs E, Total Population

MEDICAL UNIVERSITY
OF VIENNA

Events HR (95% CI)
Pembro alone 90% 1.34
EXTREME 90% (1.13-1.59)
12-mo rate
16.7% 24-mo rate
2 13.7% 9.5%
@ 6.1% Median (95% Cl)
o 2.3 mo (2.2-3.3)
5.2 mo (4.9-6.0)
o —— L L1 1 ]
0 ; — ; ——————————————r——r—r——r
0 5 10 15 20 25 30 35 40
Months
No. at Risk
301 84 54 43 23 9 7 1 0
300 148 49 28 19 10 5 0 0

IA2 (data cutoff date: Jun 13, 2018). PFS was assessed per RECIST v1.1 by blinded, independent central review.

Rischin et al; ASCO 2019



@ @ Keynote 48 ORR P

@ Response Summary, P vs E,
Total Population

Duration of Response

100+
Confirmed 904
Response, Pembro EXTREME .
n (%) N = 301 N = 300 ‘;‘:'i 80 Median (range)
@ 70. P: 22.6 mo (1.5+ to 43.0+)
ORR 51 (16.9) 108 (36.0) g 50 E: 4.5 mo (1.2+ to 38.7+)
CR 14 (4.7) 8 (2.7) % 50-
PR 37 (12.3) 100 (33.3) x L1
2 401
SD 82 (27.2) 102 (34.0) ] 30
= i
PD 122 (40.5) 37 (12.3) 5 20-
Non-CR/non-PD? 14 (4.7) 11 (3.7) 10-
assessedP 32(10.6) 42 (14.0) 0 5 10 15 20 25 30 35 40 45 50
Months
No. at risk

51 38 33 28 25 14 7 5 2 0 0
108 42 17 13 9 9 7 2 0 0 0

3Patients without measurable disease per central review at baseline who did not have CR or PD. ®Patients who did not have a post-baseline imaging assessment evaluable for response
or who did not have post-baseline imaging. Response assessed per RECIST v1.1 by blinded, independent central radiologic review. FA (data cutoff date: Feb 25, 2019).

Rischin et al; ASCO 2019
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© 0S, P vs E, CPS 220 Population

Events HR (95% CI)

100 Pembro alone 71%  0.58 (0.44-0.78)°
90+ 12-mo rate EXTREME 89%
80- 56.4%
44.9% 24-mo rate .
701 35.3% 36-mo rate
e 60+ 19.1% 29.3%
G 504~ 9.2% - Median (95% Cl)
O 4o- 14.8 mo (11.5-20.6)
30_ ﬂLLL‘I [HT TR T 11 11 10-7 mO (8-8'12-8)’
20' -‘-\‘_l_u—l_.-l_ .-I‘-L_,
10- 111
0 rrrrfrrrrr Y rerfrrrrrrew L B B | I' rerrfrrrerrg e/
0 5 10 15 20 25 30 35 40 45 50
) Months
No. at risk
133 107 85 65 57 45 29 15 9 1 0
122 100 64 42 28 21 13 6 3 0 0

Rischin et al; ASCO 2019
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OF VIENNA

© O0S, P vs E, CPS 21 Population

0S8, %

100

90+
80+
701
601
50+
40-
30+
201
10+

0

No. at risk
257
255

12-mo rate

50.4%
43.6%

28.9%
17.4%

24-mo rate

Events HR (95% ClI)

Pembro alone
EXTREME

36-mo rate
22.1%
8.0%

7% 0.74 (0.61-0.90)
90%

- Median (95% CI)
12.3 mo (10.8-14.3)
10.3 mo (9.0-11.5)

O-..

S 10
197 152
207 131

15

110
89

20

N
59

25
Months

70
40

30

43
21

TN
40 45
13 1
5 0

" 50

oo

Rischin et al; ASCO 2019
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11.0 10.7
Median OS (mo) in HR 0.60, 95% ClI HR 0.61, 95% ClI
CPS> 20 0.45-0.82 0.45-0.83
13.6 10.4 12.3 10.3
Median OS (mo) in HR 0.65, 95% Cl HR 0.79, 95% Cl
CPS=1 0.53-0.80 0.64-0.96
13.0 10.7 11.5 10.7
Median OS '
tofal'az ula(tTO? n HR 0.77, 95% Cl HR 0.83, 95% Cl
pop 0.63-0.93 0.70-0.99
42 .9% 38.2% 23.3% 36.1%
ORR CPS= 20
ORR CPS> 1 36.4% 35.7% 19.1% 34.9%
ORR total 35.6% 36.3% 16.9% 36.0%

population
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@ @upmer TPExtreme () o

EXTREME

(6 cycles every 3 weeks)

Cetuximab 250 mg/m? weekly
until progression or toxicity

Cisplatin 5-FU Cetuximab

TPEX

(4 cycles every 3 weeks)

histologically Cetuximab 500 mg/m? every 2 weeks
confirmed R/M HNSCC Cisplatin Docetaxel Cetuximab + G CSF after until progression or toxicity

not suitable for each cycle from Day 2, for 5 days
locoregional
treatment,

age 18-70 years,
PS<2

Previous:

CDDP <300mg/m?
anti-EGFR > 1y

v Primary objective : OS
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1lyear 2years 3years Median OS
58.5% 28.6% 20.1% 14.5 months

Median OS higher than expected:
14.5 months in TPEx arm and
in arm

Hazard ratio TPEx vs :
HR=0.87 (95% Cl: 0.71-1. 05)
p-value=0.15

At risk
269 215

Guigay et al; ASCO 2019
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1year 2years 3years Median PFS
23.7% 11.4% 8.1% 6.0 months

42 48
Months

* 486 events, 247 in the arm and 239 in
the TPEx arm

°* HR=0.88 (95%Cl:0.74-1.06), p-value = 0.17

T P E Xt re m e @ MEDICAL UNIVERSITY

OF VIENNA

PFS

* ORR (CR+PR) at 12 weeks
according to local evaluation

- 46% (123 / 269) in the TPEx arm

Guigay et al; ASCO 2019



@ COMPREHENSIVE T P EXt re m e MEDICAL UNIVERSITY

CANCER OF VIENNA
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Maximal grade of AEs EXTREME

% patients with no AE or AE grade 1-2 8%

% patients with AEs grade 3 41%

% patients with AEs grade 4 44%

% patients with AEs grade 5 7% 6%
o

.Toxicity was lower in the TPEx arm:

. 36% pts had grade 24 AEs during CT vs

Guigay et al; ASCO 2019
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EAGLE : Phase 3 Trial of Durvalumab alone or Durvalumab + Tremelimumab
compared with SOC as 2L Treatment for R/M HNSCC

Durvalumab

Key eligibility criteria 20 mg/kg q4w x 4, then 10 mg/kg q2w until
SCC of the oral cavity, PD

oropharynx, hypopharynx, or .
larynx Tremelimumab
PD after platinum-containing 1 mg/kgqdw x4 d
regimen for R/M HNSCC or
recurrence within 6 months of
multimodal therapy using
platinum with curative intent

* ECOGPSOorl

* Known HPV status (oropharynx)

* Tissue sample for PD-L1
assessment

1° Endpoints:
* QOverall

Durvalumab

Survival:
- DT vs SoC
-D vsSoC

10 mg/kg q2w until PD

Stratification factors
* PD-L1 status (TC 225 vs <25 %)
* Tumor location/HPV status (OPC HPV- vs

HPV+ vs non OPC) Crossover
* Smoking history (<10 pack/y vs >10)

not permitted

P

Licitra et al; ASCO 2019
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EAGLE Primary Endpoint: Overall Survival for D+T
vs SoC and D vs SOC

Median Overall Survival, months (95% Cl)
D+ T: 6.5 (5.5-8.2), P=0.76
D: 7.6 (6.1-9.8), P=0.20
SoC 8.3 (7.3-9.2)

1.0 —

0.9 —
0.8 —

0.7 —
0.6 —
0.5 o e von e e e oo e o e s N o - -
0.4 —
0.3 —

Probability of OS

0.2 + + CENSORED

D+T
0.1 - —D+

SoC

T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

Time from randomization (months)

0.0 —

Number of patients at risk
D+T 247 200 165 127 108 94 73 63 48 37 25 24 20 8 7 0 0

3
D 240 205 169 138 115 100 85 73 59 44 36 33 26 17 10 5 .
SoC 249 219 186 154 122 8 71 53 32 23 14 12 6 4 3 2 LICIZM a A&CO 2019

Licitra et al; ASCO 2019
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R/M HNSCC:Platin 2 6Monate

l R/M HNSCC:Platin < 6Monate
TEST FOR CPS l
l Nivolumab
CPS=>20 CPS>1 CPS=0 Pembro bei TPS=250
Pembro Pembro+Chemo Pembro+Chemo

TPEX
Chemo Mono bei
ECOG 2

(Pembro+Chemo) (Pembro)
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Take home message @
Pseudo-PD ist selten

*\ COMPREHENSIVE
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Incidence of Pseudoprogression in HNSCC

* Response assessment evaluating PD-1/PD-L1 inhibitors is per RECIST
v1.1, not iRECIST

* Inferred incidence of pseudoprogression is low

Study PD-1/PD-L1 Inhibitor ORR Possible Incidence
(platinum-refractory) of Pseudoprogression

KEYNOTE-012 Pembrolizumab (phase Ib) 18% 1/45 (2%)

Checkmate 141 Nivolumab (phase lIll) 13.3% 3/240 (1.25%)

KEYNOTE-040 Pembrolizumab (phase Ill) 14.6% (confirmed or unconfirmed)  2/247 (0.8%)

Durvalumab (phase I/11) 6.5% (15% for PD-L1>25%) 1/62 (1.6%)

Seiwert et al. Lancet Oncol 2016;17:956-965.
Ferris et al. Lancet NEJM 2016;375:1856-67.
Cohen et al. Lancet 2019;393:156-67.

' 8
mesoo . 2019 ASCQO  #ascor T —— Segal et al. European Journal of Cancer 2019; 109;154-61.
ANNUAL MEETING permission required for reuse. ¥

Dun et al; ASCO 2019
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A phase 2 trial of ado-trastuzumab emtansine for patients with HER2
amplified or mutant cancers (NCT02675829)

Advanced Solid Tumor Cancers
* HER2 amplification (fold change 2 2) on MSK-IMPACT or another NGS platform at CLIA laboratory, or ISH
(HER2/CEP17 ratio 2 2.0), or
» Lung cancer with HER2 mutation (Cohort 1 only)
I
l |

HER2 MUTANT HER2 AMPLIFIED

% El ldvlll\;{ri;i
Cohort 1: Cohort 2: Cohort 3: R

: ; ~—| Salivary gland
Lung cancers Lung cancers Bladder and urinary tract cancers Other solid tumors [\,

ICmmi]

Ado-trastuzumab emtansine at 3.6mg/kg IV every 3 weeks
until disease progression by RECIST v1.1 or unacceptable toxicity
For each cohort, enroll 7 patients in Stage 1

- - l - If 0/7 response in any cohort,
| Response interim analysis for each cohort l—' that cohort will close to accrual

| If 21/7 response, enroll 17 additional patients in Stage 2 |
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Patient characteristics

N
Total patients treated 10
Age, median (range) 65 (36-90)
Sex, Male 90%
Disease histology

Adenocarcinoma

Poorly differentiated carcinoma with
apocrine features

Carcinoma NOS

Median lines of prior systemic therapy (range)
Anti-androgen therapy
HER2 targeted therapy
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Best Overall Response

HER?2 Amplified Salivary Gland Cancers

100- B Stable Disease

@ 80’ B Partial Metabolic Response/Partial Response
wn
= 60_ B Complete Metabolic Response
e ] S :
e 40 i* Responses shown by RECIST v 1.1,
- 20: otherwise by PERCIST |
= 0-
- |
- ig --30%
- I
. -60 ORR was 90% (9/10, 95% CI 56-100%)
oyl 8
= .80

-100-

Patients
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Molekulare Analyse bei Speicheldriisencas. notwendig

NTRK fusion

NOTCH1/2 -

> NF-kappa B
ERBB2

PTEN
EGFR

HRAS
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UICC/AJCC 7" ed
non-metastatic,
stage II~IVB NPC ,
stratified by
center and stage

excluding Standard-Therapy Group
T3-4NO

CCRT
Cisplatin 100mg/m?, d1 q3w * 3 cycles
IMRT 68-70Gy in 30-33fr over 6.5w

Clinical Trial: NCT01872962

Ma et al; ASCO 2019
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Primary endpoint: Recurrence-free survival

100
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o
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o

0]

90 -
80 -
O
60 -
90 -
40 -
30 -
20 -
10 -

GP IC+CCRT

3-y RFS : 85.3% vs.
Stratified HR 0.51 (95% CI 0.34-0.77), P = 0.001

0]

12 24 36 48
Time after randomization (months)

Ma et al; ASCO 2019



NPC: Induktionschemo

COMPREHENSIVE @ MEDICAL UNIVERSITY

| CANCER
#4 CENTER VIENNA OF VIENNA

Secondary endpoint: Overall survival
100 - =
90
80
70
60
50
40
10)
20 3-y OS: 94 6% vs.
10 { Stratified HR 0.43 (95% CI1 0.24-0.77)
0
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12 24 36 48

Time after randomization (months)
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Flow and profile of trial participants

Eligibility Criteria Randomly assigned

"WHO types II-lll NPC; (n=476)

-Stage 1I-IVB, excluding T3NO-1 (UICC/AJCC 6th edition); T

18 - 60 years old; [ ]

-Adequate bone marrow, liver, and renal function; NACT+CCRT (n=238) | | CCRT (n=238)

Satisfactory performance status;

‘Informed consent. e ‘bll n=12) P 'b: "=9)

© : neligible (n= neligible (n=

Eligible patients Withdrew consent (n=5) Withdrew consent (n=15)
Exclusion criteria T

* ‘Relapse or distant metastasis; Initiated NACT (n=219)

History of prior malignancy; received 1 cycle of NACT  (n=2)

Life-threatening diseases;

‘Investigator considered the patient received 2 cycle of NACT (n=217)
unable to complete the study. I

Randomisation

PN

NACT+CCRT | CCRT

Initiated CCRT (n=219)

Initiated CCRT (n=214)
received O cycle of cisplatin  (n=2)

NACT: PFx2
-DDP(80 mg/m2, d1)

received 1 cycle of cisplatin  (n=26)
I

received 2 cycle of cisplatin (n=140)
received 3 cycle of cisplatin  (n=51)

received 1 cycle of cisplatin  (n=3)
received 2 cycle of cisplatin (n=59)
received 3 cycle of cisplatin (n=152)

|
Analyzed
5-FU(800 mg/m2, d1-5) Intention-to-treat population (n=238)
*2 cycles

- All randomized patients

Per-protocol population (n=217)
« >=1 xPF +>=1x DDP
CCRT: DDPx3

[ |
|
DDP(80 mg/m2) Primary endpoints
*3 cycles - DFS
Radiotherapy
+2.0-2.33 GylF

- DMFS
Secondary endpoint
*2DRT or IMRT - 08

|
Analyzed
Intention-to-treat population (n=238)
- All randomized patients

Per-protocol population (n=214)
- >=1 x DDP

rreseneo s ASCO ANNUAL MEETING 17 | #ASCO17

Slides are the property of the author. Permission required for reuse.

Presented by: Ming-Yuan Chen

Ming-Yuan et al; ASCO 2017



NPC: Induktionschemo

COMPREHENSIVE MEDICAL UNIVERSITY
CANCER OF VIENNA

DFS und DMFS

5-year DFS 5-year DMFS
(63% vs 73%, p=0.005) (73% vs 83%, p=0.013)

IC+CCRT ~—— IC+CCRT
— CCRT —— CCRT

$ 3

Disease-free survival (%)
s

Distant metastasis-free survival (%)

HR 0.61 (85% C1 0.42-0,90), p=0.013

v y 1 v

0 0 7 u % l(;n 1}0 7 8 9% 108 1}0
Number at risk Number at risk

IC+CCRT 238 218 206 193 162 135 110 74 35 17 0O IC+CCRT 238 220 209 198 168 140 114 78 39 18 0

CCRT 238 213 193 176 148 127 104 65 33 20 O CCRT 238 218 200 186 160 134 112 71 3% 21 O

Huang-Hong et al; ASCO 2019
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e 08 und LRRFS

5-year OS 5-year LRRFS
(77% vs 81%, p=0.045) (85% vs 88%, p=0.219)

IC+CCRT _ —— IC+CCRT
—Gert — — CCRT

.

g

o

§

=

2
R §
3 3
H :
: :
s
8 g
e
8

HR 0.70 (95% CI 0.50-1.00), P=0.045 HR 0.75 (95% C1 0 47-1.19), P=0 21§

o T

® 12 24 3% 48 60 72 8L % w8 w0 e 12 2 % & 60 T2 B4 9% W8 W
Time (months) Time (months)
Number at risk
IC+CCRY 238 233 224 211 177 148 120 83 43 19 0O Number atrisk 238 229 217 204 170 142 116 76 39 18 0
CCRT 238 233 218 208 180 152 124 81 42 22 0 IC+CCRT 238 227 207 192 160 139 192 72 37 21 0

CCRT

Huang-Hong et al; ASCO 2019
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T1, N1-3;
T2-T4, NO-3

—

Clinical trials (preferred)
or

Concurrent systemic therapy/RT "9
followed by adjuvant chemotherapyf

or

Induction chemcﬁtherapygsh followed by
chemo/RT"9

Take home message ([l

_ See Post Chemoradiation or RT
~ Neck Evaluation (FOLL-A, 2 of 2)

or
Concurrent systemic therapy/RT"9 not
followed by adjuvant chemotherapy
(category 2B)
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