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Systémova lécba inoperabilnich a metastatickych
skvamoznich karcinomu hlavy a krku

Paliativni systémova léCba - chemoterapie

Monochemoterapie (cDDP, CBDCA, MTX..)
Polychemoterapie (cDDP-FU)
Median preziti  bez CHT 4-6 mésicl

s CHT 6-8 mésicu



Chemotherapy in R/M SCCHN

Effectivity of chemotherapy regimens (1st line) in R/M SCCHN in randomized clinical trials

Regimen Median
survival,
months

Cisplatin + 5-fluorouracill-4 30-32 556-8.7

Cisplatin'-3 1517 5067

5-fluorouracil’ 13 6.1

Carboplatin + 5-fluorouracil? 21 5.0

Methotrexate? 10 5.6

Cisplatin, methotrexate, bleomycin, vincristine3 34 7.0

Cisplatin + paclitaxel* 26 8.1

Jacobs C et al J Clin Oncol 1992
Forastiere AA et al J Clin Oncol 1992
Clavel M et al. Ann Ocol 1994
Gibson MK et al J Clin Oncol 2005
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Figure 2. Kaplan—Meier Estimates of Overall Survival and Progression-free
Survival According to the Treatment Group.

EXTREME trial

mMQOS:10.1 months in the cetuximab group
and 7.4 months in the CT-alone group
(HR, 0.80; 95% ClI, 0.64-0.99; P=0.04)

MPFS:5.6 months in the cetuximab group
and 3.3 months in the CT-alone group
(HR, 0.54; 95% ClI, 0.43-0.67; P<0.001)

Vermorken JB, et al. N Engl J Med 2008



EXTREME trial

Median Overall Survival
No. of (Cetuximab plus Chemotherapy

Subgroup Patients vs. Chemotherapy) Hazard Ratio (95% CI})
mo

All patients 442 10.1vs. 7.4 — @ 0.80 (0.64-0.99)
Age i

<65 yr 365 10.5 vs. 7.3 @ 0.74 (0.59-0.94)

265 yr 77 9.1vs. 7.8 ——— 1.07 (0.65-1.77)
Karnofksy performance score E

<80 52 6.3 vs. 4.4 — 1.14 (0.64-2.04)

=80 390 10.6 vs. 7.9 —@—! 0.75 (0.60-0.94)
Platinum regimen i

Cisplatin 284 10.6vs. 7.3 —@—i | 0.69 (0.53-0.91)

Carboplatin 149 9.7vs. 8.3 —— 0.98 (0.69-1.41)
Previous treatment

Neoadjuvant chemotherapy 57 10.7 vs. 6.3 : 0.82 (0.46-1.49)

Radiochemotherapy 129 86vs. 7.5 r—&:-—i 0.90 (0.61-1.34)
Primary tumor site |

Oral cavity 88 11.0vs, 4.4 e 0.42 (0.26-0.67)

Oropharynx 149 109vs. 7.9 A 0.85 (0.58-1.23)

Larynx 111 8.6vs. 8.4 ———i 0.99 (0.65-1.51)

Hypopharnyx 62 B4vs. 8.9 —_—————— 1.14 (0.64-2.04)
Tumor grade E

Well- or moderately differentiated 269 95vs. 6.5 —— 0.72 {0.55-0.94)

Poorly differentiated 92 10.8 vs. 9.4 ——— 1.00 (0.62-1.60)
Baseline quality-of-life score i

sMedian 129 7.4vs.5.9 —e—— 0.86 (0.59-1.24)

=Median 98 13.9vs. 9.2 —— 0.70 (0.43-1.12)
Percentage of EGFR-detectable cells i

=0 to <40% 64 109vs. 7.8 i 0.72 (0.40-1.28)

=40% 341 10.1 vs. 7.1 — @ 0.75 (0.59-0.95)

] I 0|5 LN Ill_a EIU
Cetuximab plus Chemotherapy
Chemotherapy Better Alone Better

Vermorken JB, et al. N Engl ] Med 2008
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Pembrolizumab ve 2. linit SCCHN

Keynote-012:

192 R/M HNSCC pts were enrolled
61% received = 2 therapies for recurrent disease
ORR (confirmed) was 17.7%

ORR was 21.9% in HPV* pts and 15.9% in HPV- pts.

Median OS was 8.5 mo.
The 6-mo PFS rate was 24.9%.

Mehra et al. ASCO 2016



Phase 3 CheckMate 141 Study Design
Nivolumab in R/M SCCHN After Platinum Therapy

» Randomized, global, phase 3 trial of the efficacy and safety of nivolumab vs investigator’s
choice in patients with R/M SCCHN

Key Eligibility Criteria
» R/M SCCHN of the oral cavity,
pharynx, or larynx

= Progression on or within 6 months of
last dose of platinum-based therapy

+ |rrespective of no. of prior lines of
therapy

+ Documentation of p16 to determine
HPV status (oropharyngeal)

» Regardless of PD-L1 status?

Stratification factor
* Prior cetuximab treatment

@

Nivolumab
3 mg/kg IV Q2W
Investigator’s Choice

Methotrexate 40
mg/m? IV weekly

*Tissue required for testing.

Docetaxel 30 mg/m? [V
weekly

Cetuximab 400 mg/m?
IV once, then 250
mg/m? weekly

Primary endpoint
« 0OS

Other endpoints
* PFS
* ORR
Safety
DOR
Biomarkers
Quality of life

DOR = duration of response; IV = intravenous; ORR = objective response rate; PFS = progression-free survival, Q2W = once every 2 weeks; R = randomized.

Clinicaltrials.gov NCT02105636.

Ferris etal. ASCO 2016



Demographics
Nivolumab in R/M SCCHN After Platinum Therapy

Nivolumab Investigator's Choice
(n = 240) (n=121)
Median age, years 59.0 61.0 60.0
<65, n (%) 172 (71.7) 76 (62.8) 248 (68.7)
Smoking/tobacco use, n (%)
Current/former 191 (79.6) 85 (70.2) 276 (76.5)
Never 39 (16.3) 31 (25.6) 70 (19.4)
ECOG performance status, n (%)
0 49 (20.4) 23 (19.0) 72 (19.9)
1 189 (78.8) 94 (77.7) 283 (78.4)
22 1(0.4) 3(2.5) 4(1.1)
Not reported 1(0.4) 1(0.8) 2 (0.6)
Number of prior lines of systemic cancer therapy, n (%)
1 106 (44.2) 58 (47.9) 164 (45.4)
2 80 (33.3) 45 (37.2) 125 (34.6)
>3 54 (22.5) 18 (14.9) 72 (19.9)
p16 status2t, n (%)
Positive 63 (26.3) 29 (24.0) 92 (25.5)
Negative 50 (20.8) 36 (29.8) 86 (23.8)
Not tested 127 (52.9) 56 (46.3) 183 (50.7)

*Required from patients with oropharyngeal cancer only. "Determined via p16 immunaohistochemistry.
ECOG = Eastern Cooperative Oncology Group.

Ferris etal. ASCO 2016



Progression-Free Survival
Nivolumab in R/M SCCHN After Platinum Therapy

Median OS, mo HR
100+ (95% ClI) (97.73% Cl) | P-value
_ g0 Nivolumab (n = 240) 20(1.9,2.1) 0.89
T 0.3236
% 80 Investigator’s Choice (n=121) | 2.3(1.9,3.1) (0.70, 1.1)
a2 70°
3 & 60]
w'm 1
o §_ 50
.E o 407 6-month PFS rate (95% CI)
8 < 30 19.7% (14.6, 25.4)
g 20
* 107 e - - = n
01 9.9% (5.0, 16.9) mmmeeee_ .
0 3 6 9 12 15 18
No. at Risk Months
Nivolumab 240 79 32 12 4 1 0
Investigator’'s 121 43 g 2 0 0 0
Choice

Ferris etal. ASCO 2016



Overall Survival
Nivolumab in R/M SCCHN After Platinum Therapy

‘ Median 0S, mo HR

(95% ClI) (97.73% CI) ‘ S ETE

100
£ 90 Nivolumab (n = 240) 7.5(5.5,9.1) 0.70
£ . 0.51 096 | 00101
= 80 Investigator’'s Choice (n=121) 5.1(4.0,6.0) (0.51, 0.
()
2 60
= 50 1-year OS rate (95% CI)
% 401 N 36.0% (28.5, 43.4)
B 301 T e '
T 20 B T
> 101 e S
S o ' 16.6% (8.6, 26.8)
0 3 6 9 12 15 18
No. at Risk Months
Nivolumab 240 167 109 52 24 7 0
Investigator's 121 87 42 17 5 1 0
Choice

Ferris etal. ASCO 2016



Overall Survival (% of patients)
3

Overall Survival by p16 Status
Nivolumab in R/M SCCHN After Platinum Therapy

p16-Positive

HR (95% Cl)

------

Investigator's Choice (n = 29)

0.56 (0.32, 0.99)

Mivolumab (n = 63)

Mo. at Risk
Mivolumab 63

Investigator's 29
Choice

.,3.

48
20

35
11

|E T

|g T
Months
18
4

12

10
1

15

Overall Survival (% of patients)

1001
90
80 1
70 1
60 1
50 1
40
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10 1

p16-Negative

HR (95% CI)
0.73 (0.42, 1.25)

s = ss_ = Mivolumab (n = 50)

Investigator's Choice (n = 36) .

32
26

6 9 12 15 18

Months
25 12 51 1
13 7 3 1

Ferris etal. ASCO 2016



Overall Survival by Tumor PD-L1 Expression at 1%
Nivolumab in R/M SCCHN After Platinum Therapy

PD-L121% PD-L1<1%
100 4= 1001
7 901 90
c 80 ) -
g > HR (95% Cl) g o HR (95% Cl)
| g o
_;% . 055(036,083) & 0.89 (0.54, 1.45)
k)
3_5 50 £ 507
[ , ik
> 40 e T 40
2 “ Nivolumab (n = 88 =z . _
S a0 - (n ) s 30 Mivolumab (n = 73)
Z 3
E 20 1 L. s = 20 1 .
2 107 s 101 Investigator's Choice (n = 38)
o 0- Investigator's Choice (n = 61) 5 0 9
{I'.I - IS - EI':' o ':q o 1'2 - 1I5 - 1lE|. 1IJ - |3 - il':i - ':q - 1I2 - 1-5 o ‘1.8
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o. at Ris
Nivolumab 88 67 44 18 6 0 73 52 33 17 8 3 0
Investigator's 61 42 20 5] 2 0 38 29 14 5] 2 0 0
Cholce

Ferris etal. ASCO 2016
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CheckMate 141

Year Update: Nivolumab vs IC in Patients With R/IM SCCHN Post-Platinum Therapy

OSB f'l PD L1 E dN E ARTICLE INFO ABSTRACT
ener Cross xpressors an on xpressors e Objectives: We report 2.year results from CheckMate 141 to establish the long term efficacy and safety profile of
o Aol nivolumab and outcomes by tumor PD-L) expression in patients with recurrent oe metastatic (R/M),platiom.
+ OSrates at 18, 24, and 30 months were similar in bath groups s o Neck Nth—u- i refractory squamonus cell carcinoma of the head and neck (SCCHN).
; . - - . 5 Carcinoma, squascais cel o et
PD-L1 expressors: nivolumab continued to provide OS benefit, with 45% reduction in risk of death vs IC b ',_ Methods: Patients with R/M SCCHN with tumor progresion, recurrence within 6 months of platinum therapy
. y - were randomized 2:1 to nivolumab 3mg/kg every 2weeks or investigator's choice (IC). Primary endpoint
- PD-L1 nen-expressors: nivolumab resulted in 27% reduction in risk of death vs IC :::::&_-:wuuluo" Wuwsnan Popitimavieus overall survival (0S). Data cutoff: September 2017,
Irogrummed Col Dasch | Nacepoor Resules: With 24.2 manths’ minimum follow-up, sivolumab (s = 240) continued to impeove OS v IC (s = 121),
PD-L1 Expressors (21%) PD-L1 Non-Expressors (<1%) U4 pevteta, e (FDL) Protetn, Humaa) hazard ratio (HR) = 0.68 (9% C1 0.54-0.86). Nivolumab nearly tripled the estimated 24.month OS rate
Clnical Trial, Pse 11 (16.9%) vs IC (6.0%), and demanstrated OS benefit across patients with tumor PD-L1 expression = 1% (Hk (96%
100 100 Surstval Analysés CI) = 0.55 (0.39-0.7]) and < 1% (HR [95% CI] = 0.73 [0.49-1,09]), and regardiess of tumoe HPV status.
50 Median 05 HR P Median 0§ H 1 (g tevm Suevivees) Estimated OS rates at 18, 24, and 30 months with nivolumab were consistent irrespective of PD LI expression
a0 (95% CI), mo | (95% CI) I (95% Cl),mo | (95% CI) (< 1%/219%). In the nivolumab arms, there were 5o observed differences in baseline characteristics or safety
prafile between long term survivoes and the overall populatian. Geade -4 treatment related adverse event rates
. Nive | B2 (67 95) 055 70 Nivo | 6.5 (4.4, 11.7) 0.73 were 15.3% and 36.9% for nivolunsab and IC, respectively
- 60 ic 47(38 62 (039,078) = &0 Ic 55(37 85) | (049,109) Conclusion: Nivolumab significancly impeoved OS at the primary analysis and demonstrated prolonged OS
&2 0 E 50 benefit v IC and maintenance of 3 manageable and consistent safety peofile with 2 year follow up. OS benefit
8 8
0 40
30 30
20 20
1 10 Nivo Curnpondieg author ot il Cances Crater Resourch Pavilios Seite 2.365, 5117 Contre Ave, Plssburgh, PA 15292.1863, USA
ol wdtres (L Perriex
0+ 0+ T T T T
0 3 & 9 12 15 18 21 24 27 30 33 3 38 0 3 B 9 12 15 18 21 24 27T 30 33 3 3B ‘
Racelved 7 Aped 301, Accepted 10 Apri 2018
No. at risk Months No. atrisk Months 13688375, © 201N Published by Elsevier Lid
Nvo 98 74 59 42 0 25 2 19 16 11 8 5 1 0 Nvo 7B 54 38 32 28 20 18 17 15 1 5 4 3 0
© € 45 2¢ 14 10 6 4 3 2z Z 0 0 0 0O © 40 30 18 @ 0 7 5 4 4 1 0 0 0 0

Symbols represent censored observations 5




Sustained OS Benefit in the Overall (ITT) Population

. Nivolumab reduced the risk of death by 32% vs IC

. The 24-month OS rate was nearly tripled with nivolumab compared with IC

100
90
80
70
60
50
40 A
30
20 A

10 +
2.3%
O T T T T T 8.6% |6 M—H—_O‘ IC

0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months

Nivo 240 169 132 98 78 57 50 42 37 28 15 10
IC 121 88 51 32 23 14 10 8 7 4 1 1 0 0

0S (%)

Nivo

N
o

Symbols represent censored observations. ITT = intent-to-treat; Nivo, nivolumab

Ferris et al., AACR 2018



OS Benefit Across PD-L1 Expressors and Non-Expressors

100
Median OS HR
90
(95% Cl), mo (95% ClI)
80
20 4 8.2(6.7,9.5) 0.55
— 60 47(38,62) | (039,078)
xX
w0
o 40 -
30
20
10
0 T T T T T T T T 1
0 3 6 9 12 15 24 27 30 36 39
No. at risk
Nivo 96 74 59 42 30 25 11 8 0
IC 63 45 24 14 10 6 2 0 0

Symbols represent censored observations

0S (%)

Median OS HR
(95% Cl), mo (95% C1)
Nivo | 6.5(4.4,11.7) 0.73
IC 55(3.7,85) | (0-49,1.09)

12 15 18 21 24 27 30 33 36 39
Months

29 20 19 17 15 11 5 4 3 0
10 7 5 4 4 1 0 0 0 0

 OSrates at 18, 24, and 30 months were similar in both groups

— PD-L1 expressors: nivolumab continued to provide OS benefit, with 45% reduction in risk of death vs IC

— PD-L1 non-expressors: nivolumab resulted in 27% reduction in risk of death vs IC

Ferris et al., AACR 2018



OS by HPV Status?

« Nivolumab demonstrated survival benefit in patients with HPV-positive and HPV-negative tumors,
with comparable HRs for risk of death vs IC

HPV-Positive HPV-Negative
100 100
90 - Median OS HR 90 - Median OS HR
(95% Cl),mo | (95% CI) (95% Cl),mo | (95% CI)
80 - : 80 - .
o Nivo | 9.1 (6.5, 11.8) 0.60 . Nivo | 7.7 (4.8, 13.0) 0.59
4.4(3.0,9.8) | (0.37,0.97) IC 6.5(3.9,87) | (0.38,0.92)
~ 60 —~ 60
= =
o 50 & 07
O 40- O 401
30 30
10 - 107
a IC
0 T T T T T T T T T T T T 1 0 T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. atrisk Months No. atrisk Months
Nivo 64 50 40 31 23 17 16 13 12 1M1 7 6 3 0 Nivo 56 38 34 24 22 19 16 15 13 8 4 2 0 0
IC 29 20 13 9 8 4 2 1 1 1 1 1 0 0 IC 37 28 18 11 5 4 4 3 2 1 0 o0 0 0

aHPV testing was required only for patients with OPC; symbols represent censored observations

Ferris et al., AACR 2018



Souliéres KN040
AAACR 2018

Updated Survival Results of the
KEYNOTE-040 Study of Pembrolizumab
vs Standard-of-Care Chemotherapy for
Recurrent or Metastatic Head and Neck
Squamous Cell Carcinoma

Denis Souliéres, Ezra EW Cohen, Christophe Le Tourneau, José Dinis,
Lisa Licitra, Myung-Ju Ahn, Ainara Soria, Jean-Pascal Machiels,

Nicolas Mach, Ranee Mehra, Barbara Burtness, Pingye Zhang,
Jonathan Cheng, Ramona Swaby, Kevin J Harrington

e INVENTING,
FOR

Souliéres KNO4O

Phase 3 KEYNOTE-040 Study (NCT02252042)*""™

Pembrolizumab

SCC of the oral cavity, oropharynx, 200 mg IV Q3W

hypopharynx, or larynx for2y
PD after platinum-containing regimen
for R/M HNSCC or recurrence or PD

within 3-6 mo of multimodal therapy
using platinum?
ECOGPS0Oor1
Known p16 status (oropharynx)® Docetaxel 75 mg/m? Q3W
Tissue sample® for PD-L1 assessment? OR

Cetuximab 250 mg/m? QW'

Methotrexate 40 mg/m? QW®
OR

Stratification Factors
+ ECOGPS (0vs1)
+ p16 status® (positive vs negative)

« Clinically stable patients with radiologic PD
could continue treatment until imaging
performed 24 wk later confirmed PD

+ PD-L1 TPS® (250% vs <50%)

« Crossover not permitted
ilm\( of 2 prior therapies for R/M HNSCC. *Assessed us4 the CIN|ec P16 Histology assa‘(\:’emana) culpoml lov posl!mly 70%.
“Newly collected preferred. “Assessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent Technol roportion score = % of tumor cells with membranous PD-L1
expression. ¢Could be increased to 60 mg/m2 QW in the absence oV |ox-c|ly Following a loading dose of 400 mq}m
9 INVENTING

Articles

Pembrolizumab versus methotrexate, docetaxel, or
cetuximab for recurrent or metastatic head-and-neck
squamous cell carcinoma (KEYNOTE-040): a randomised,
open-label, phase 3 study

Exra W Cahen, Deris Sauditres, Christophe Le Taxmoas, fosé Dinis, Lisal icitr, Myang-ju b, Ainara Saria e Pascal Machicts, Nicoias Mach,
Ranee M et Borbora Bertness, Fingye Zhang Jarnsthan Cheng, Ramanal Swaby Kevin) Harringtor, o behaf of the KEYNOTE-040 invest iqut ors®
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therapy coneaining plasinum for locally advanced disease, were randomly assigned (1:1) in blocks of FOur per SIFAMM S DiegaM cors Gescr
with an imeracive volce-response and integrated web-response syssem o recetve pembrolizumal 200 mg every  Gete Usiarty of Califomis,
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standard of care had grade 3 or worse weamm ene-relzved adverse evenes (33 [13%] of 246 vs 85 [3634] of 234). The most  en-Vedine Unieity, Pk,
common ereaiment relased adverse event was hypothyrotdism with pembroizumab {in 33 [133] paenss) and  reeeiert e T
fartgue with seandard of care (In 43 [15%]). Treasmentrelated death ocourred in four padents weaed with o a.h.-! o Francincn
pembrolzumaly [unspecified cuse, large Imestine perforadon, mallgnam neoplasm progression, and StEvenS  Gend, Ports Porugd
Johnson synd: and two patlents dwlth sandard of care (malignam neoplasm | 1p . 0 Denin MO E
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Souliéres KN040

Phase 3 KEYNOTE-040 Study (NCcT02252042) "

Key Eligibility Criteria Pembrolizumab

SCC of the oral cavity, oropharynx, 200 mg IV Q3W
hypopharynx, or larynx for2y

PD after platinum-containing regimen

for RM HNSCC or recurrence or PD

within 3-6 mo of multimodal therapy ‘

using platinum? Methotrexate 40 mg/m? QWe
ECOGPSOor1 OR

Known p16 status (oropharynx)® Docetaxel 75 mg/m? Q3W

Tissue sample® for PD-L1 assessment® OR
Cetuximab 250 mg/m? QWf

Stratification Factors
- ECOG PS (0 vs 1) + Clinically stable patients with radiologic PD
could continue treatment until imaging

» p16 status® (positive vs negative)
performed 24 wk later confirmed PD

« PD-L1 TPS9 (250% vs <50%)

* Crossover not permitted
3Limit of 2 prior therapies for R/M HNSCC. ®Assessed using the CINtec p16 Histology assay (Ventana); cutpoint for positivity = 70%.

“Newly collected preferred. “Assessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent Technologies). TPS = tumor proportion score = % of tumor cells with membranous PD-L1
expression. *Could be increased to 60 mg/m2 QW in the absence of toxicity. "Following a loading dose of 400 mg/m2.
INVENTING
9 FOR LIFE

Soulieres et al., AACR 2018



Souliéres KN040
AAACR 2018

Updated Overall Survival: ITT

100 Events,n HR (95% CI) P
90 1 Pembro 181 0.802 0.0161°
801 socC 207 (0.65-0.98)

70
60 -
50 -
40
30

O0S, %

20 - | Median (95% CI)
1 8.4 mo (6.4-9.4)
10 6.9 (5.9-8.0)
0 T T . T T T 1
0 5 10 15 20 25 30

) Months
No. atrisk

247 160 103 48 14 2 0
248 151 82 34 10 1 0

3Cox proportional hazards model with treatment as a covariate stratified by the randomization stratification factors. ®Nominal one-sided P value based on the log-rank test stratified by the

randomization stratification factors. Data cutoff date: May 15, 2017.
INVENTING
Q TING

Soulieres et al., AACR 2018



With increasing PD-L1 expression, there was a trend towards better outcomes

Souliéres KN0O40
AAACR 2018

Updated Overall Survival by PD-L1 Expression

CPS 21
100 Events.n HR(95%Cl) P
901 Pembro 138 0.742 0.0049>
801 s0C 162 (0.58-0.93)
70 -
{12-mo rates
2 607 140.1%
o 501
O 4o Median (95% CI)
8.7 mo (6.9-11.4)
30+ 7.1(5.7-8.3)
20
10 -
0 L) 1 1 | L L )
0 5 10 15 20 25 30
) Months
No. at risk
196 131 a7 43 14 2 0
191 115 63 28 ] 1 0

TPS 230%

1007 Events.n HR (95% Cl) P
907 Pembro 41 0.530 0.0014°
80 - socC 56 (0.35-0.81)
701
12-mo rates
s 607 46.6%
o 501 25.4%
O 4p- Median (95% Cl)
11.6 mo (8.3-19.5)
301 6.6 (4.8-9.2)
20 -
10 4
'U L] L] 1 1 T 1
0 5 10 15 20 25 30
. Months
No. at risk
64 49 35 19 T 1 0
65 38 22 2] 2 0 0

2Cox proportional hazards model with treatment as a covariate stratified by the randomization stratification factors. "Nominal one-sided P value based on the log-rank test stratified by the

randomization stratification factors. Data cutoff date: May 15, 2017.

6 INVENTING
FOR LIFE
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Souliéres KN040
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Updated Overall Survival: Subgroups

No. Deaths/
Subgroup No. Patients Hazard Ratio (95% CI)
Overall 388/495 -
Age :
<65 yr 2671332 -
265 yr 121/163 ——
Sex
Male 329/412 -
Female 59/83 ——
Region :
Europe 248/305 -
North America 90/133 o
Restofworld 50/57 —&
ECOG PS ;
0 95/138 —i-
1 2921356 =i ,
01 1.0 50
Pembrolizumab Soc
Better Better

Unstratified Cox proportional hazards model with treatment as a covariate.
Data cutoff date: May 15, 2017.

No.Deaths/

Subgroup No. Patients Hazard Ratio (95% C1)
Smoking status :

Current 53/68 —T

Former 2271293 -

Never 108/134 I
p16 status in the oropharnyx :

Positive 89/119 :

Negative 299/376 —=
Prior lines of therapy :

(Neo)adjuvantonly 54/74 i

1 223/282 —

22 111/139 — —
Choice of chemotherapy t

Methotrexate 105/135 —i

Docetaxel 185/233 —T—

Cetuximab 98/127 —l—

0.1 - 1.0 >5.0
Pembrolizumab sOocC
Better Better
INVENTING
FOR LIFE

Soulieres et al., AACR 2018
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KEYNOTE-048 Study Design (ncT02358031)

Criteria

» SCC of the oropharynx,
oral cavity, hypopharynx,
or larynx

* R/M disease incurable by
local therapies

+ ECOGPS0Oor1

» Tissue sample for PD-L1
assessment?

* Known p16 status in the
oropharynx®

Stratification Factors

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

» p16 status in oropharynx
(positive vs negative)

» ECOG performance status
(Ovs 1)

Pembrolizumab
Monotherapy

»

Pembrolizumab

+ Chemotherapy_

EXTREME

Pembrolizumab 200 mg Q3W

for up to 35 cycles

Pembrolizumab 200 mg + Pembrolizumab
Carboplatin AUC 5 OR 200 mg Q3W
Cisplatin 100 mg/m? + g

5-FU 1000 mg/m?/d for 4 days for up to

for 6 cycles (each 3 wk) 35 cycles total

Cetuximab 250 mg/m2 Q1We¢ +
Carboplatin AUC 5 OR
Cisplatin 100 mg/m2 +

5-FU 1000 mg/m?/d for 4 days

Cetuximab
250 mg/m2 Q1W

for 6 cycles (each 3 wk)

sAssessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent). TPS = tumor proportion score = % of tumor cells with membranous PD-L1 expression. "Assessed using the CINtec p16
Histology assay (Ventana); cutpoint for positivity = 70%. Following a loading dose of 400 mg/m?2.

Burtness et al. ESMO 2018



Study End Points: Pembrolizumab vs EXTREME and
Pembrolizumab + Chemotherapy vs EXTREME

Primary Secondary Key Exploratory
* CPS 220,2 CPS 21,2 and * CPS 220,2CPS 21,2 and » CPS 220,2 CPS 21,2 and
total populations total populations total populations

* OS » PFSP rates at 6 and 12 mo « Duration of response®
* PFSP « ORRP

» Change from baseline and
time to deterioration in
quality of life (EORTC
QLQ-C30 and H&N-35)¢

* Total population
» Safety and tolerability

3Assessed at a central laboratory using the PD-L1 IHC 22C3 pharmDx assay. CPS = combined positive score = number of PD-L1-positive cells (tumor cells, lymphocytes, macrophages)
divided by total number of tumor cells x 100.

bAssessed per RECIST v1.1 by blinded, independent central review.
°To be presented at a later date.

Burtness et al. ESMO 2018



Disposition of All Randomized Patients

882 patients randomly allocated
from April 1, 2015, to January 17, 20172

Pembrolizumab (P) Pembro + Chemo (P+C) EXTREME (E)

- 301 allocated » 281 allocated . 300 allocated B
» 300 treated * 276 treated » 287 treated

Median follow-up®: Median follow-upb: Median follow-upP®:
11.7 mo 13.0 mo 10.7 mo

» 16 ongoing » 13 ongoing * 10 ongoing
» 16 completed » 14 completed
» 268 discontinued » 249 discontinued » 277 discontinued
— 213 radiographic or clinical PD — 178 radiographic or clinical PD 202 radiographic or clinical PD
— 33 AEs — 44 AEs 44 AEs
9 consent withdrawal 13 consent withdrawal 18 consent withdrawal
6 complete response 9 complete response 3 complete response
3 death 2 death 2 death
3 physician decision 2 physician decision 7 physician decision
1 lost to follow-up 0 lost to follow-up 1 lost to follow-up
0 use of excluded medication 1 use of excluded medication 0 use of excluded medication

3There was an enroliment hold for the pembrolizumab + chemotherapy arm from Aug 13, 2015 to Oct 2, 2015.
“Defined as the time from randomization to the date of death or database cutoff date of Jun 13, 2018, if the patient was alive.

Burtness et al. ESMO 2018



Baseline Characteristics, ITT Population

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 220 133 (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)

Recurrent only®© 82 (27.2) 94 (31.3) 76 (27.0) 88 (31.7)

3Patients randomized to EXTREME during the pembro + chemo enroliment hold were excluded from all pembro + chemo vs EXTREME efficacy comparisons.
"3 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.
cIncludes locally recurrent disease and disease that spread to cervical lymph nodes. Data cutoff date: Jun 13, 2018.
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KEYNOTE-048 Study Desig

Key Eligibility Criteria

» SCC of the oropharynx,
oral cavity, hypopharynx,
or larynx

N (NCT02358031)

Pembrolizumab 200 mg Q3W

for up to 35 cycles

» R/IM disease incurable by
local therapies

+ ECOGPSOor1

» Tissue sample for PD-L1
assessment?

+ Known p16 status in the
oropharynx®

Stratification Factors

* PD-L1 expression? Cetuximab 250 mg/m2 Q1We +

IS0 5 200 Carboplatin AUC 5 OR _
= p16 status in oropharynx Cisplatin 100 mg/m?2 + Cetuximab

[ G S S LG 5-FU 1000 mg/m?/d for 4 days 250 mg/m? Q1W

- ECOG performance status
(0vs 1) for 6 cycles (each 3 wk)

2Assessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent). TPS = tumor proportio =70
Histology assay (Ventana); cutpoint for positivity = 70%. <Following a loading dose of 400 mgf’m2

Burtness et al. ESMO 2018



Overall Survival:

P vs E, CPS 220 Population

Events HR (95% CI) P
100 Pembro alone 62% 0.61 (0.45-0.83) 0.0007
90 - 12-mo rate EXTREME 78%
80 - 56.9%
44.9% 24-mo rate
70+ 38.3%
2 60" 22.1%
BT S i ey Median (95% CI)
O 4p- 14.9 mo (11.6-21.5)
30 R 10.7 mo (8.8-12.8)
204 J'I"'-|_|_|_|_|_|.|
10+
0 F=r=—r—r—r—p=—r—r—r—r—r—r T r T .
0 5 10 15 30 35 40
Months
No. at Risk
133 106 85 65 11 2 0
122 100 64 42 5 0 0

Data cutoff date: Jun 13, 2018.
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Overall Survival: P vs E, CPS 21 Population

Events HR (95% CI) P
100 Pembro alone 69%  0.78 (0.64-0.96) 0.0086
90 A 12-mo rate EXTREME 81%
80 - 51.0%
43.6% 24-mo rate
707 30.2%
< 60- 18.6%
50 Median (95% CI)

0s,

404 12.3 mo (10.8-14.9)
0 \uuw‘ 10.3 mo (9.0-11.5)
201

o) """'"-'—I—L._u_u_l_,

0 I —r—r Ty —
0 5 10 15 20 25 30 35 40
Months

No.at Risk
267 196 162 110 74 34 17 2 0
255 207 131 89 47 21 9 1 0

Data cutoff date: Jun 13, 2018.
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Progression-Free Survival: P vs E

CPS 220
1004 Events HR (95% CI) P 1
90 Pembro 86% 0.99 0.5
80 - EXTREME  91% (0.75-1.29)
70"
12-mo rate
< 601 22.9% <
12.4% .
»w 50 Median (95% ClI) e
I;: 3.4 mo (3.2-3.8) K
40 24-mo rate 5.0 mo (4.8-6.2)
30+ 14.9%
4.8%
7 m‘—'—w
1
10+ -I-‘L"l—|_,|_
— 1
U AR as RS RS RS RS N IR R
0 5 10 15 20 25 30 35 40
Months
No. at Risk
133 45 32 28 17 8 6 1
122 58 18 8 6 3 1 0

Progression-free survival assessed per RECIST v1.1 by blinded, independent central radiologic review.
Data cutoff date: Jun 13, 2018.

CPS 21
004 Events HR (95% CI)
90 Pembro 88% 1.16
0.96-1.39
80 - EXTREME 91% ( )
704
12-mo rate
60 19.6%
11.9% _
50 Median (95% CI)
3.2 mo (2.2-3.4)
40 sdmorate  5-0 MO (4.8-5.8)
30 1 11.2%
5.4%
204 hl_‘—l_i_._
104 "'\-\._.._u_L_L'—-_I_u_I_I
7 | 1]
01 B LI IR BRI ILILILILE IR I
0 5 10 15 20 25 30 35 40
Months
No.at Risk
257 80 54 43 23 9 7 ( 0
255 119 37 20 15 8 4 0
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KEYNOTE-048 Study Design (NcT02358031)

Key Eligibility Criteria
+ SCC of the oropharynx,

oral cavity, hypopharynx,
or larynx

+ R/M disease incurable by
local therapies

- ECOGPS0Oor1

» Tissue sample for PD-L1
assessment?

+« Known p16 status in the
oropharynx®

Stratification Factors

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

» p16 status in oropharynx
(positive vs negative)

» ECOG performance status
(0 vs 1)

2Assessed using the PD-L1 IHC 22C3 pharmDx assay (Agilent). TPS = tumor prop0

Pembrolizumab 200 mg +
Carboplatin AUC 5 OR
Cisplatin 100 mg/m?2 +

5-FU 1000 mg/m?/d for 4 days

for 6 cycles (each 3 wk)

Cetuximab 250 mg/m? Q1W¢ +

Carboplatin AUC 5 OR
Cisplatin 100 mg/m2 +
5-FU 1000 mg/m?/d for 4 days

for 6 cycles (each 3 wk)

Histology assay (Ventana); cutpoint for positivity = 70%. cFollowing a loading dose of 400 mg;’m2 o

Pembrolizumab
200 mg Q3W

for up to 29 cycles

Cetuximab
250 mg/m2 Q1W
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Overall Survival:

P+C vs E, Total Population

Events HR (95% CI) P

100 Pembro + Chemo 70% 0.77 0.0034
904 12-mo rate EXTREME goy,  (0:63-0.93)
80 53.0%

43.9% 24-mo rate
704 29.0%
< 601 18.7%
w 50 Median (95% CI)
O 40+ 13.0 mo (10.9-14.7)
30+ 10.7 mo (9.3-11.7)
20"
104 l
0 +—r—r—r-rr-rr-rro- I I ———rrrrrrrrrrrrrr
0 5 10 15 20 25 30 35 40
Months
No. at Risk
281 227 169 122 75 40 10 1 0
278 227 147 100 51 20 1 0

Data cutoff date: Jun 13, 2018.
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Progression-Free Survival: P+C vs E,

Total Population

Events HR (95% CI)

100 Pembro + Chemo 87% 0.92
904 12-mo rate EXTREME 919,  (0-77-1.10)
80 16.7%

12.1% 24-mo rate
[ 9.8%
2 604 4.6%
o 50 Median (95% CI)
& 40 4.9 mo (4.7-6.0)
30 5.1 mo (4.9-6.0)
20+
10 4 '-‘-n‘_‘___ﬂ_\-l""l'—l—.—l'l'll-ll| L u 1
—
0 T — T I i —— "
5 10 15 20 25 30 35 40
Months
No. at Risk
281 134 62 37 22 11 3 0 0
278 136 42 23 14 6 1 0 0

Progression-free survival assessed per RECIST v1.1 by blinded, independent central radiologic review.

Data cutoff date: Jun 13, 2018.

0.2
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Dalsi studie

EAGLE (Phase IIl)

KESTREL (Phase Ill)

CheckMate 651 (Phase lll)

CheckMate 714 (Phase lll)

durvalumab vs. durvalumab+tremelimumab 2. a dalsi
vs. SoC (po selhani Pt derivatu)

durvalumab vs. durvalumab+tremelimumab 1. linie
vs. SoC (EXTREME)

nivolumab + ipilimumab vs. SoC (EXTREME) 1. linie

nivolumab + ipilimumab vs. Nivolumab + 1. linie
placebo



Dalsi studie

IMSTAR-HN (Phase ll) nivolumab or nivolumab+ipilimumab. vs. Kurativni pFistup
standard follow-up in surgical resectable
cancer after adjuvant therapy

NIVOPOSTOP nivolumab + cDDP-RT vs. cDDP-RT Kurativni pFistup
postoperatively

NCT03349710 nivolumab + cDDP-RT vs. placebo + cDDP-RT  Kurativni pfistup
nebo

nivolumab + cetuximab-RT vs. placebo +
cetuximab-RT postoperatively

MK-3475-412/KEYNOTE-412 pembrolizumab vs. placebo + cDDP-RT-RT Kurativni pFistup

MK-3475-689 pembrolizumab prior to surgery and in Kurativni pFistup
combination with RT post-surgery vs. SoC

REACH avelumab + RT-cetuximab vs. SoC: cisplatin- Kurativni pFistup
RT or RT-cetuximab

JAVELIN HEAD AND NECK 100 avelumab + RT-cDDP vs. RT-cDDP Kurativni pFistup

NCT03452137 atezolizumab vs. placebo as adjuvant Kurativni pFistup

therapy after definitive local therapy



Zaver:

« Moderni imunoterapie ziskavat svou ulohu i u nadort hlavy a krku

« Studie prokazaly efekt anti-PD-1 Iécby ve druhé a dalSich liniich
rekurentnich/metastatickych nadort hlavy a krku

« Cekame na definitivni vysledky s anti-PD-1/anti-PD-L1 v prvni linii
rekurentnich/metastatickych nadoru hlavy a krku

- Cekame na vysledky studii anti-PD-1/anti-PD-L1 terapie v kombinaci s
radioterapii a operaénim vykonem v kurativnich indikacich

* Predikce uc€innosti imunoterapie...
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