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Terugbetaalde Indicaties CPI

A Skin ANATOMY OF THE HUMAN BODY
A Melanoma o .

A SCC
A Merkel cell
carcinoma
A RCC
A TCC
A Lung Cancer
A Head and Neck Cancer
A EsophagaCancer
A Colon cancer
A TNBC
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CPI Reimbursed indications Belgium Q1 2021

Drug Target Combinations Indication
Ipilimumab [ ¢[ ! mn Monotherapy Advanced (unresectable or metastatic) melanoma in adults, and adolescents 12 years of age an
Nivolumab t 51TM™m Monotherapy Advanced (unresectable or metastatic) melanoma in adults.

Adjuvant treatment of adults with melanoma with involvement of lymph nodes or metastatic dise
who have undergone complete resection

Treatment ofadvanced renal cell carcinoma after pritimerapy in adults.

[20Flffe FRGIYyOSR 2NJ YS{H(MSTLGtkrPriontBerhathierddyin ddult® 4

Adult patients with relapsed or refractonlassical Hodgkin lymphoma after autologous stem cell
transplant (ASCT) and treatment with brentuximaiedotin

Recurrent ometastatic squamous cell cancer of the head and natladultsprogressing on or after
L F GAydzymol aSR G KSNI LR

Locally advanced unresectable or metastatiothelial carcinomain adultsafter failure of prior
LI FGAYydzymO2y G AyAy3 G§KSNI LR

Inoperabe) advancedrecurrent or metastaticoesophageakquamous cell carcinomafter previous
treatment with fluoropyrimidine and platinum containing therapy

Ipilimumab + nivolumab

AZ Nikolaas

CANBRGMEAYS GNBIFIOGYSYUSAFSRRUZIGKLIRENBNA A SARBI yOS

Advanced (unresectable or metastatimglanoma in adults.
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CPI Reimbursed indications Belgium Q1 20202 y & QR

Pembrolizumab t 51 m™m| Monotherapy Advanced (unresectable or metastatic) melanoma in adults

Adjuvant treatment of adults with Stage Ill melanomand lymph node involvement wh
have undergone complete resection

+ Axitinib CANBRGMEAYS GNBI dinvaSufsi 2F | RGFyOSR w/ /
Monotherapy C A N tieatientoSnetastatitNSCLGviadults whose tumors ELINS & @ithe 5 1] ™
Xxpr:r ¢t{ G6AUK y2 9DCw 2N ![Y LR2aAuAgdsS
Treatment of locally advanced or metastatic NSCLC in adults vilnoseirsexpress

t 5[ m ¢ AT@Kand whexhae received at least one prior chemotherapy regimgn
(EGFR mutant/ALK positive patients should also have received targeted therapy)

+ Pemetrexed and platinum CANEG Tt A oiSnetasklcy 2 )W B & il dzI Y 2ndmdultshwhiose tumors have no
EGFR or ALK positive mutations.
b /FNDB2LITFGAY YR LIHCANERGTE AY $etdstst sgilavhéug NSCRCadults

Monotherapy Adult patients with relapsed or refractogfassical Hodgkin lymphomaho have failed
ASCT and brentuximafedotinz 2 NJ g K2 | NB (N} yaLX lyanAyStaAa
brentuximabvedontin

Locally advanced or metastaticothelial carcinomain adults who haveeceived prior
LI I GAYdzynmO2y G AyAy3d OKSY2(GKSNI LR

Locally advanced or metastaticothelial carcinomain adultswho are not eligible for
OAALI I GAYTMO2YGFAYAY3d OKSY2GKSNI LR IyR
Recurrent ometastatic head and neck squamous cell carcinoma (HNS@C&dults
whose tumorsexpress 5 m[ m gAGK | x pm> ¢t { |yR LINRIN
LI F GAYydzymO2y Gl AyAy3d OKSY2 (G KSNI LR

First linetreatment of metastatic microsatellite instable (MSH) or mismatchrepair

A7 Nikolaadls deficient @MMR) colorectal carcinoma 3
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CPI Reimbursed indications Belgium Q1 20202 y (1 QR

Cemiplimab t 51m Monotherapy Adults with metastatic or locally advancedtaneous squamous cell carcinoméo are
not candidates for curative surgery or curative radiation
Atezolizumab t 5 m[ m| Monotherapy Treatment of adult patients witlocally advanced or metastatic urothelial carcinoma
F FGSNJ LINR 2 NJ LI | (A Y dzYar @ ¢ré dodsigiekey dspl@if S Y 2 [I K S NI
AYySt A3aA0fSET YR oK24aS (dzY2NR KIFI@S || tphpmn[m
+ Bevacizumab, paclitaxel and CANBGUMEAYS OGNBFOGYSSOlIAE 6 RGE 2 YWECK®DY & 8 dza A 6 |
carboplatin EGFR mutant/ALK positive patients)
Monotherapy Adult patients withlocally advanced or metastatic NSCafter prior chemotherapy
(EGFR mutant/ALK positive patients should also have received targeted therapy)
b blomll Ot AGlIESt [ICARBGIMNIAY ISt HIINBY G YSBGF A6 B R@ 2 yowhd Jolapt i & dza A 6
KFr@S 9DCw Ydzilyd 2NJ![YnLRaAaAGAGBS b{/]
+ Carboplatin and etoposide FTANRGONE AYS GNBI GYSYiSZaAODRUA G BB (A BV O3t
+ nabpaclitaxel Firstline metastatidriple negative breast carcinomawith PBe SELINB&aA 2y x MW
Durvalumab t 5[ m| Monotherapy Locally advanced, unresectatSCLG/i | Rdzf G & 6K2&S (Gdzy2 N&E| SE LIN
Gdzy2NJ OSffa yR ¢6K2aS RAAaASIAS KFa y2i| LINE3
chemoradiation therapy
Avelumab t 5 [ m| Monotherapy Adult patients with metastatidlerkel cell carcinoma
+ axitinib CANERGTE Ay advanteB RODVEIST 2 T 353




Highresponse rate

Intermediate
responserate

| 2R3A1T Ay Qa R

DesmoplastidMelanoma
Merkel cell
MSkh cancers

SCCC

Skin Melanoma
Renal cell carcinoma
NSCLC
Head and neck

Bladderand Urinary tract

A a gt

as Nivolumab
Pembrolizumab
70 Nivolumab
Pembrolizumab
56 Avelumab
Pembrolizumab
Nivolumab
53 Pembrolizumab
46 Cemiplimab
3540 Nivolumab
Pembrolizumab
Nivolumab
25 Pembrolizumab
Nivolumab
20 Pembrolizumab
Atezolizumab
Nivolumab
15 Pembrolizumab
15 Nivolumab

Pembrolizumab
Atezolizumab
Avelumab
Durvalumab

PDJamplicon

Mutations from chronicsun exposure

Merkel cell virus

Mutations from mismatckrepairdeficiency

Mutations from chronicsun exposure

Mutations from intermittent sun
exposure

Insertionsand deletions (indels)

Mutations from cigarettesmoking

Mutations from cigarettesmoking

Mutations from cigarettesmoking

Adpatedfrom Ribaset al. Science2018
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‘Ik had al twee jaar dood moeten zijjn’

Steeds meer sucoesverhalen met Immuuntherapie bij hmdkzﬂwf
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HIGH ORR IN SKIN CANCERS

An evolving immunogram : a complexity to acknowledge

Tumor foreignness
Mutational load
Neoantigen load

Tumor sensitivity to
immune effectors
MHC expression
IFN-y sensitivity
Heterozygocity at all MHC loci {( ’\
Absence of inhibitory { "‘
tumor metabolism ' \

LDH, glucose utilization
IDO1, tumor acidity

Absence of soluble inhibitors
IL-6 — CRP/ESR
(D73 — adenosine

MUNICH ongress
2018 Adapted from Blank Science 2016
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General immune status
Lymphocyte count, LAG3, TIGIT, CD27

Ki67 PD1+ CD8

Microbiome
Low bacteroides
High faecalibacterium prausnitzii

Immune cell
infiltration
Intratumoral T cells
Shared T cell clones
B7-H3/CD276 macrophages
CCLs attracting T cells
CCRs5 expressing BATF3 DC
LAG3, TIM3, TIGIT, CTLA4

Absence of checkpoints

PD-L1

TMB is an independant biomarker, increasing the
likelihood a tumour will be recognized as foreign
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Merkel '§e||

Somatic Mutation Prevalence
(Number Mutations Per Megabase)

Lawrence, Nature 2015; Alexandrov, Nature 2013; Schumacher & Schreiber Science 2016

The cSCC is characterized by a high mutational burden

A new era in the management of advanced CSCC pati2f@t62/2021

Fania et al. Biomedicing&)21 Feb '-‘“"‘-»

Kim et al. Annal Oncol 2016
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Five-Year Survival Outcomes of the CheckMate
067 Phase 3 Trial of Nivolumab Plus Ipilimumab
Combination Therapy in Advanced Melanoma

James Larkin,! Vanna Chiarion-Sileni,2 Rene Gonzalez,? Jean-Jacques Grob,*

Piotr Rutkowski,? Christopher D. Lao,® C. Lance Cowey,” Dirk Schadendorf,® John Wagstaff,®
Reinhard Dummer,'? Pier F. Ferrucci,’ Michael Smylie,'? David Hogg,!? Andrew Hill, 4
Ivan Marquez-Rodas, ' John Haanen, 6 Jasmine I. Rizzo,1” Agnes Balogh,”

Andriy Moshyk,'” F. Stephen Hodi,®" Jedd Wolchok'®

The NEW ENGLAND
JOURNAL of MEDICINE

1The Royal Mareden NHS Foundation Trust, London, UK; 20ncology Institute of Veneto IRCCS, Padua, Italy; *University of Colorado Cancer Center,
Aurcra, CO, USA; 4Aix-Marseille University, APHM Hospital, Marseille, France; *Maria Sklodowska-Curie Institute - Oncology Center, Warsaw,
Poland; BUniversity of Michigan, Ann Arbor, MI, USA; "Texas Oncology-Baylor Charles A. Sammons Cancer Center, Dallas, TX, USA; ®Department of
Demmatology, University of Ezsen, Essen, Germany; & German Cancer Consortium, Heidelberg, Germany; “The College of Medicine, Swansea
University, Swansea, UK; "QUniversitits Spital, Zurich, Switzerland; ""European Institute of Oncology, Milan, Italy; 12Cross Cancer Institute, Alberta,
Canada; “Princess Ma‘garelCancer Centre, Turumao OM, Canada; ¥Tasman Oncology Research, QLD, Austnalla 15General University Huepmal

Gregorio Marafion, Madrid, Spain; "*The Netherlands Cancer Institute, Amsterdam, The Netherlands; TBristol- Myers Squibb, Princeton, NJ; USA,
18Dana-Farber Cancer Inshiuhe Boston, MA; USA, Memcrial Sloan Kethenng Cancer Center and Weill Cornell Medical College, New Yorl( NY USA
*Contributed equally.

Abstract Number 2545

ORIGINAL ARTICLE

Five-Year Survival with Combined
Nivolumab and Ipilimumab in Advanced
Melanoma

J. Larkin, V. Chiarion-Sileni, R. Gonzalez, .. Grob, P. Rutkowski, C.D. Lao,
C.L. Cowey, D. Schadendorf, ). Wagstaff, R. Dummer, P.F. Ferrucci, M. Smylie,
D. Hogg, A. Hill, I. Mdrquez-Rodas, J. Haanen, M. Guidoboni, M. Maio,

P. Schoffski, M.S. Carlino, C. Lebbé, G. McArthur, P.A. Ascierto, G.A. Daniels,

AZ Nikolaas G.V. Long, L. Bastholt, J.I. Rizzo, A. Balogh, A. Moshyk, F.S. Hodi, and
.D. Wolchok
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CheckMate 06T

Nivolumab and Ipilimumab Mechanisms of Action:
Distinct but Complementary

Ipilimumab (anti-CTLA-4) Nivolumab (anti-PD-1)
Induces de novo anti-tumor T-cell responses'? - Restores anti-tumor T-cell function®®
» Enables adaptation to evolving tumor>3 + Enhances pre-existing T-cell responses
« Promotes emergence of memory T cells* « Increases cytokine production?

Causes compensatory increase in tumor PD-L12

CTLA-4 is expressed on
o —cell BT T cells and inhibits

S
/\ BT . ¥ T-cell activation

PD-1 expression on tumor-

infiltrating ymphocytes
interacting with PD-L1 /

FD-L2 is associated with
reduced effector function

Dendritic cell-T-cell Tumar

interaction in lymph nodes Anti-CTLA-4 miCroenvironment
Anti—-PD-1
) ( 3

AZ 1 DM. Nt R Cancer 2012:12-252-364: 2. Wei 5C, et al. Gancer Discov 2018;8:1D80-1086: 2. Wei SC. et al. hmmunity 2018:50-1084-1088: 4. Das R, et al. J Immunol 2015:104-050-050: 19333 332
W - 5. Wang C. et al. Cancer immunol Res 2014:2:846-856; 8. Brahmer JR. et al. J Glin Oncal 2010:28:3167-2175; 7. Hamanishi J, et al. Proc Nafl Acad Sci U S A 2007; 104:3380-3365. 3 g2 3338
A\ M TR Sttt 33333332 .33° 238
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The Cancer Immunity cycle nfiltration of

e Tiafficking of T-cells into
ells to tumors
tumors
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activation
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and killing of
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\\ ' ' ; Top zorg, warm hFigure 1. The cancer-immunity cycle. Figure modified from Chen and Mellman [1], with permission from Elsevier.




CheckMate 067: Study Design

5-year follow up of a randomized, double-blind,
phase 3 study to compare NIVO+IP| or NIVO NIVO 1 mglkg +

_ IP1 3 mg/kg Q3W for
n=314 4 doses then
NIVO 3 mg/kg Q2W

alone with IPI alone?

CheckMate 067

Treat until
progression

or
unacceptable
toxicity

Database lock: July 2, 2019; minimum follow-up of

Stratify by:
Unresectable or « BRAF status
metatastic melanoma S n=316 NIVO 3 markg Q2W +
: * stage — mg/kg
+ Previously untreated @l  IPl-matched placebo
» 945 patients “ Lol
expression < 3%
versus = 3%
. . . IPl 3 mgikg Q3W
Co-primary endpoints® were PFS and OS in n=315 for 4 doses +
the NIVO-containing arms versus IP1 alone NIVO-matched placebo
60 months for all patients
NCTO1844505

"The study was not powered for a companson betwmeen NIVO+IP] and NIVO_AJCC, American Joint Committes on Cancer.



Lheckkate Uol

Overall Survival

100 g * Improved OS with NIVO+IPI
90 N and NIVO vs IPIl over 5 years Rapesa
ag S _
70 - i " - 64%
s 60 ;59° —T 53% 52%
o 504 N , . | HR = 0.83
e | 52% BT - (95% CI, 0.67-1.03)
© 40- | 45% ol o |
30 i Ia_q_-:l.- : e "
| | - I 30% B "'.' ! 3
20— o | ! ! oo
10 - —&— nvo I | | I
= w | : : :
0 — T T T T T T 1+ T 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 42 45 48 51 b4 &7 60 63 66 69
No. at risk Months
MIVOHPI 314 202 265 248 227 222 210 201 180 183 187 181 179 172 160 164 183 150 157 155 150 92 14 O
NIVO 318 202 266 245 231 214 201 191 181 175 171 184 158 150 145 142 141 130 137 135 130 78 14 0O

Pl 315 2B5 253 227 X3 181 163 148 135 128 M3 10¢ 100 95 o4 91 & B4 B1 #7773 38 12 0O

“Cescriptive analysis. 1. Larkin J, et al. Oral presentation at the AACR Annual Mesting; April 1-5, 2017; Washington DC, USA. Abstract CTOTS:
2 Wolchok JD, et al. N Engi J Med 2017;377-1345-1356; 2. Hodi FS, et al. Lancet Oncol 2018;18-1460-1492. 9



Progression-Free Survival

CheckMate 067

100 * Improved PFS with NIVO+IPI
90 - and NIVO vs IPl over 5 years =~ |MednPrs.mopsscy | mspras) | eafiiz)
ag4 HR [35% CI) va 1Pt 0.42 (0.35-0.51) | 053 (0L44-D54)
- HR [35% CI) v& NIVO= 0.79 (0.54-0.36)
i
—— E'ﬂ_
)
w 207
T - 36%
30 - ' Hr— :
| 20%
Eﬂ_—|—mn-n = _ E _
10 4 —&— Mo = e il = - .‘f-'-: _—
=i B
0 T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 483 51 54 57f 60 63 66 69
Mo. at risk Months
MIVO+HP1 314 218 174 155 136 131 124 117 110 104 101 ©7 85 ©1 ©0 83 8 79 76 60 45 19 2 O
NIVO 316 177 151 132 120 112 106 103 97 83 B4 &) 78 76 73 71 68 ©8 65 60 40 13 1 O
Pl 315 136 7B 58 46 47 34 3 31 28 28 26 21 19 18 18 17 15 15 15 1 B 1 0

10



LheckiMate ol

OS by Tumor PD-L1 Expression, 5% Cutoff

* Improved OS with NIVO+IPl and NIVO vs IPI
PD-L1 < 5% regardless of baseline tumor PD-L1 expression PD-L1 2 5%

NIVO-IP1 (n=210) | NIVO [n = 208) NIVO-IPI [n = GB)

Madlan, mo {35% CI) Madlan, mo {35% Cl)

HR (35% CI) va IP1 HIR (35% CI) va 1P|
HR (35% CI) va NIVDs HIR (35% CI) wa NIVOs

05 (%)

o at ok Months o at rick Montha
HRC-=F 240 154 178 183 e 148 391 1301271211216 111 102106105 14 03 021001 61 39 O NIVO+Fl BB E3 56 55 52 50 45 45 45 44 £3 43 43 £2 41 41 &0 38 37 35 33 20 2 0
MWD o0 4894969 451 144 123 123 118 112190108 104 802 =5 S 50 o0 30 BE B85 =52 4 3 O WV BD 79 76 T4 B9 64 &1 S5 57 54 53 50 47 46 44 43 &3 &1 &1 4 41 2= 5 0
IFl 2212158140124 007 99 B9 B0 7Fr B9 B B9 58 ST S5 S5 B2 S0 48 & 19 S D Pl TS 72 66 54 S0 55 48 43 40 39 34 34 30 29 O ¥ 25 205 M 10 XX 12 5 0

sDescriptive analysis. 13



Response to Treatment

L-heckiate Uol

NIVO+IPI (n = 314) NIVO (n = 316) IPI {n =315)
ORR, % (95% CI) 58 (53—64) 45 (39-50) 19 (15-24)
Best overall response, %
Complete response 22 19 6
Partial response 36 26 13
Stable disease 12 9 22
Progressive disease 24 38 a0
Unknown 6 8 9
ITT median duration of response, months (95% CI) NR2 NR (50.4-NR) 14.4 (8.3-53.6)
Continued response, n/N (% 113/183 (62 86/141 (61 24/60 (40

»  While ORR has remained stable, rates of CR have increased over the 3-, 4-, and 5-year analyses!?

— 19%, 21%, and 22% for NIVO+IPI
—  16%, 18%, and 19% for NIVO
— 5%, 5%, and 6% for IPI

"Although a median was reported at the previous analysis, that estimate was mmature and greater than the minimum study follow-up. ITT, ntention to treat

1. Wolchok JD, et al. N Emgl J Med 2017,377:-1345-1358; 2. Hodi F5, et al. Lancet Oncol 2018;18:1430-1482.




CheckMate 067

Longer Treatment-Free Interval With NIVO+IPI in
Patients Who Discontinued Study Therapy?

Population analyzed: patients who (1) were alive or (2) who died following subseguent systemic therapy

NIVO+IPI 18.1 (0.0-65.1)
n= 2200
NIVO 1.8 (0.0-62.5)
n = 226°
NIVO+IPI
e
o .
n=235
0 2 4 6 8 1 12 14 16 18 2
Median treatment-free interval, months (range)
“Post-hoc analysis;

b3 patients excluded: 12 on study treatment, 53 had died without receiving subsequent systemic therapy, and 28 were no longer in follow-up and never recenved subsequent therapy;
37 patients excheded: 24 on study treatment, 45 had died without receiving subseguent systemic therapy, and 18 were no longer in follow-up and never received subsequent therapy;

476 patients excluded: 57 had died without recening subsequent systemic therapy and 18 were no longer in follow-up and never receved subsequent therapy. 16



CheckMate 0

Higher Proportion of Patients Alive and
Treatment-Free at 5 Years With NIVO+|PI2

Population analyzed: patients who were alive and followed on study

W On study therapy Received subsequent systemic therapy B Treatment-free (off study treatment and never
received subsequent systemic therapy)

NIVO+IPI (n = 151) NIVO (n = 130) IPI (n = 67)

Median follow-up 63.5 mo {range 56.9-68.T) Median follow-up 63.5 mo [range 34 6—67.9) Median follow-up 63.3 mo (range 57.0-67_T)

"Ppst-hoc analysis. 17



CheckMate 067

Safety Summary

- No new safety signals were observed with the additional follow-up

- No additional deaths due to study drug toxicity were reported since the prior analysis?

NIVO+IPI
(n =313)

Patients reporting event Any grade | Grade 3/4 | Any grade | Grade 3/4 Grade 3/4

Treatment-related AE, %%

Treatment-related AE leading to
discontinuation, %

Treatment-related death, n (%)

- Survival outcomes were not impacted by discontinuing NIVO+IPI early due to a TRAEP

— Patients who discontinued NIVO+IP| durning induction due to a TRAE had 5-year PFS (35%) and
05 rates (51%) similar to patients in the overall population (36% and 52%, respectively)

"“Previously reported freatment-related deaths were cardiomyopathy and liwer necrosis for NIVO+IP1 (n = 1 each; both occurmed = 100 days after last treatment),
neutropenia for NIVO (n= 1), and colonic perforation for IP1 (n = 1); *Post-hoc analysis. TRAE, treatment-related adverse event. 19



Do we have
to treat
forever?




In melanoma we have some evidence from long term follow up

PFS2in 103 Melanoma Patients Who Completed
Protocol Specnfled Time on KEYNOTE-006

2 100 it I o
= CR
_S 90 —|I | 91.3%!
e 807 = PR
>
@ 701 I : N 1 R,
g 60 - 66.7 %y
bl 1
w50 i
|
S 40- |
@ 30- |
S 204 i
> i
e 10- i
o I
ﬂ 1 1 1 1 1 1 I 1 1 1 1 1 1

1 |
o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time, months

No. atrisk
CR 28 27 21 27 26 26 26 26 23 19 156 6 1 0 0 0
PR 65 28 58 &7 af 4 5 5 44 32 15 3 0 0 0
SD 10 10 9 7 7 6 6 6 5 4 4 3 0 0 0 0
Per immune-related response criteria by investigator review; time is measured from last dose of pembrolizumab. Data cutoff: Dec 4, 2017 Long, G et al ASCO 2018. eooe ococcceves ooo
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What about patients who stop due to toxicity?
CheckMate-067: Follow-up in patients who stopped for toxicity

W 68% (81/120), 85% (23/27), and 30% (14/47) of patients who discontinued
NIVO + IPI, NIVO, and IPI, respectively, due to drug-related toxicity,
experienced a complete or partial response

NIVO + IPI

(N = 120)

Median time to response,
months (range)® 2.8 (1.1-10.3) 2.8 (2.5-9.5) 2.8 (2.6-8.3)
Median duration of
response, months (95% 13.1 (NR-NR) NR (5.6—NR) NR (1.4-NR)
Cl)b

- Ongoing response among
responders, n/N (%) 56/81 (69) 16/23 (70) 10/14 (71)

Finimum follow-up of 11 months from date of randomization
®Censored data (response ongoing)
NR = not reached

Larkin J et.al ESMO 2015 R T
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Algemeen Ziekenhuis Lokeren




What about patients who stop due to toxicity?

Time to and Durability of Response in Patients
Who Discontinued Due to Toxicity
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What happensif we retreat patients?

Pattern of Recurrence and Response in
Patients on 2nd Course of Pembrolizumab

ratnt SRS OIREIENGE | coure | cowse  ZpASOMSe  Remsonfozng Course
BOR BOR !
1 Progression in iliac LNs CR PRP 2.8+ Treatment ongoing
2 Progression in skin CR CR 7.63 Completed 17 cycles
3 New a”ﬂ'ﬁ’:’nﬁfi""a ol pr PRP 0+ Treatment ongoing
4 Progression@ in skin PR sD NA Pneumonia
5 p;r:g;?:igﬁ ::et PR PR 3.80+ Protracted respiratory infectic
6 Progression in LNs sD sD NA Completed 17 cycles
7 New LN metastases CR SDe NA Completed 17 cycles
8 Progression?in LN PR ) PD NA PD

Confirmed PD by investigator per irRC (confirmatory scan or no subsequent scan or not evaluable). ®Patient’s response was updated from SD to PR by the site after LPLV
Reported as a CR, but had a recurrence, patient was free of disease by surgery before second course. Data cutoff: Dec 4, 2017. Long, G et al +ASCO 2018

AZ Nikolaas
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Treatment Exposure and Duration of Response
in Patients on 2nd Course of Pembro on -006

1 ->
2
3
4
A CR
A PR
5 A SD
® PD
6 s Last dose on 2nd course

—>» Ongoing CR/PR on 2nd course
=== Time from start to end of 1st course

— Time between courses
=== Time from 2nd course start to last scan
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What happensif we retreat patients?

Pattern of Recurrence and Response in Treatment Exposure and Duration of Response
Patients on 2nd Course of Pembrolizumab in Patients on 2nd Course of Pembro on -006
o AT e e g e , >
Progression in iliac LNs PRP 2.8+ Treatment ongoing 2 - _ -
. g

Indirect evidence that we
should not treat
melanoma patients
with a CR or PR forever

Pattern of R
Patients on

absence of PD

+ B81(16%) Patient/MD
decision

£ 29 (6%)@AE

e
P

e /
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When do we
stop?




Can a PE$can help to decide to stop therapy in melanorna

Methods
A PET at yearof treatment Relapse by PET response in melanoma

A Responsalefinedby EORTC criteria patients receiving checkpoint inhibition
A N=104 '

100%

w CMR
- ! P

=y

o

o
1

>

28% RECIST CR
75% PET CMR

Non-CMR

p>

Median NR in both groups
HR 0.07 (95% CI 0.02-0.26), p<0.01

|}
TJlrlhrrmoTT™mmTmTTY

T T LI DL LI
12 18 24 30 36 42 48

Progression-free survival (%
(4]
o
|

(=]
2 2 » 2

o
-

[«
-

Months
No. at risk
CMR 76 72 58 37 19 9 8 4
Non-CMR 28 26 13 8 5 4 3 2

AZ Nikolaas

Utility of 1-year FDG-PET (PET) to determine outcomes from anti-PD-1 (PD1)

based therapy in patients (pts) with metastatic melanoma (MM)

Aaron C. Tan'#, Louise Emmett'4, Serigne Lo', Victor Liu®, Alexander D. Guminski'#8, Georgina V. Long'#2, Alexander M. Menzies' >
Melanoma Institute Australia and The University of Sydney: 2Royal North Shore Hospital; St Vincent's Hospital; *The University of New South Wales; SMater Hospital




OTHER SKIN CANCERS
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

PD-1 Blockade with Cemiplimab in Advanced
Cutaneous Squamous-Cell Carcinoma

M.R. Migden, D. Rischin, C.D. Schmults, A. Guminski, A. Hauschild, K.D. Lewis,
C.H. Chung, L. Hernandez-Aya, A.M. Lim, A.L.S. Chang, G. Rabinowits, A.A. Thai,
L.A. Dunn, B.G.M. Hughes, N.I. Khushalani, B. Modi, D. Schadendorf, B. Gao,

F. Seebach, S. Li, ). Li, M. Mathias, J. Booth, K. Mohan, E. Stankevich, H.M. Babiker,
l. Brana, M. Gil-Martin, J. Homsi, M.L. Johnson, V. Moreno, J. Niu, T.K. Owonikoko,

K.P. Papadopoulos, G.D. Yancopoulos, |. Lowy, and M.G. Fury

Results from the phase 1 study of cemiplimab
In patients with locally advanced or metastatic
SCC as well as the pivotal phase 2 study for the
metastaticdisease cohort.

N Engl ] Med 2018;379:341-51.
DOI: 10.1056/NE]Moal805131
Copyright & 2018 Massachusetts Medical Sodety.
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A Patient in Phase 1 Study

Baseline Week 6

B Patient in Phase 2 Study

Baseline Week 8

Figure 1. Effect of Cemiplimab in Patients with Advanced Cutaneous Squamous-Cell Carcinoma.

Panel A shows a 62-year-old patient at baseline and after 6 weeks of treatment with cemiplimab. Panel B shows an
83-year-old patient, who had undergone multiple surgeries for cutaneous squamous-cell carcinoma, at baseline and
after 8 weeks of treatment with cemiplimab.
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(cemiplimab-rwic)

CEMIPLIMAB (ANAD1)

Inactive T cell
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Liguid formulation does not
require reconstitution

Tumor immune evasion' Trafficking of

T cells to tumors

T-cell inactivation can result
from interaction of the PD-1
receptor on tumor-infiltrating Priming and activation
T cells with its ligands, PD-L1
and PD-L2, expressed

on tumor cells.

Infiltration of T cells
into tumors

Cancer antigen

presentation e

Recognition of
cancer cells by T cells

T-cell activity restored'
LIBTAYO binds to PD-1 on T cells,
blocking its interaction with PD-L1
and PD-L2 and helping to restore
the antitumor T-cell response.

Release of
cancer cell antigens

Killing of cancer cells

Cancer cell

Figure 1. The cancer-immunity cycle. Figure modified from Chen and Mellman [1], with permission from Elsevier.
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The tumor microenviroment is characterized by changes in the immune cell populations, immune checkpoint exp

W AL T’\i lkg?vlfnf‘f and immuosupressiolC tumor escape from immune surveillance i i B
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A new era in the management of advanced CSCC pati2f@t62/2021

Fania et al. Biomedicin&921 Feb 9;
Kim et al. Annal Oncol 2016
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0a o
"Arf’;\ong 23 laCSCC patients who were included in thespeeified Group 2 interim analysis, there were no complete responses.
CSCC, cutaneous squamous cell carcind@Rjndependent central reviewlQR, interquartile range; laCSCQocally advanced CSGRCSCOnetastatic CSCC; Q2W, every 2 weeks

Complete response rates per ICR

Complete response rates (%)

AZ Nikolaas
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n=12
20,3

® Primary

Lo

n=10 n=10
12,8 12,8

m ~1 year follow-up

[0S NBalLlRyasSa

m ~2 year follow-up

n=9
16,1

Group 1 (mCSCC) 3 mg/kg Q2W Group 2 (IaCSC;(\Z) 3 mg/kg Q2W Group 3 (mMCSCC) 350 mg Q3W

NS

A Complete responses for Group 1
increased from 6.8% in the
primary analysis to 16.9% in the
first follow-up analysis and now to
20.3% at this subsequent
follow-up analysis

A For Group 2, there were no
complete responses at the interim
analysis, but the complete
response rate was 12.8% at the
primary analysis and is
unchanged at this follow-up
analysis

A For Group 3, the complete
response rate increased from
5.4% at the primary analysis to
16.1% at this follow-up analysis

A Among 89 responders, median

x ti omplete response was
al%.];értn nths (IQR, 7.41 14.8)
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KaplaigMelier curves for PFS per ICR

1.0

094 £ . e Group 1 (mCSCC) 3 mg/kg Q2W (n=59)

0.8 - Group 2 (IaCSCC) 3 mg/kg Q2W (n=78) _ _
4 07 d PR . Group 3 (MCSCC) 350 mg Q3W (n=56) A Estimated median PFS
9_- : : — Total (n=193) was 18.4 months
© 0.6 T ereesaees — (95% CI: 10.31 24.3) for
E 0.5 - S T IITIoD o e - S T E all patientS
§ 0.4 A The Kaplani Meier
o 0.3 estimated progression-
0 5o A free probability at

= 24 months was 44.2%
8(1) (95% CI: 36.1152.1)

T r— 1 T T T T T T T T T T T T T T T T 1
O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Number of Month
patients at risk

Groupl1l(n=59) 59 42 38 36 32 27 27 27 27 27 24 24 21 20 20 12 9 6 1 O O
Group 2 (n=78)
Group3(n=56) 56 48 33 31 31 28 26 26 24 24 17 10 1 1 O O O O O o0 O

Total (n2193) 193 151 119 110 102 92 86 82 77 71 58 50 34 31 27 17 14 8 1 0 0
AZ Nikolaas
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)
3 CSCC, cutaneous squamous cell carcinoma; ClI, confidence interval; ICR, independent central review; 1aCSCC, locally advanced CSCC; mCSCC, metastatic CSCC;

PFS, progression-free survival, Q2W, every 2 weeks; Q3W, every 3 weeks. . ) ]
i ' Data cut-off date: October 11, 2019. Median duration of follow-up among all patients: 15.
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Own experience

A Female patient

A Radiotherapy to the tumor : left wrist
(photo 1a and b) and axilla (photo 2a
and b) (5x4Gy),

A Followed bycemiplimab

A A spectacular response was already
seen after 2 cycles

A She stopped treatment after
approximately 1 year

AZ Nikolaas

\ '. ; Top zorg, warm hart
\
A new era in the management of advanced CSCC pati28162/2021

Foto 1a:

Foto 1b:

Foto 2a:

Foto 2b:
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Merkelcell carcinoma (MCC)

A Rare neuroendocrine tumor of the skin

A thought to arise in cells with touebensitivity function (mechanoreceptors)
A More lethal than melanoma

A Incidence is increasing
_ Two Major Pathogenic Factors in
A Risk factors: MCC Deve'opment

A Age
A Immune suppression

A MCPyV infection (80%)

A Male sex e O P ORI U
WA L e 18l ::é‘fﬁ’ﬁ?fg%

5 5 \ i 'f“Q »na

A Light skin A D 9 2608

iy
A Ultraviolet (UVY} light hs,‘f&na

Merkel cell carcinoma

A Other malignancies
AZ Nikolaas

3,3 Top zorg, warm hart Schadendorf D et aEur J Cance?017:71:53609. 3

PDQ® Adult Treatment Editorial Board. PDQ Mel & MRRGRAGSIFSHMEAL ERATUES, #s Riagnapts fMaHG IdoisiaeRIatBieLarcinoma. &
Wqov/tvpes/skm/hp/merkebe|Ltr@&ﬁ?éﬁ%&”ﬂ&%@s%@d%%ﬁe/zol7 [PMID: 26389158].



http://www.cancer.gov/types/skin/hp/merkel-cell-treatment-pdq
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JAVELIN Merkel 200—PART A

Avelumab Efficacy in Pretreated Patients

Primary Results

Response ( N = 88) (26 Month Follow-Up) 22-Year Follow-Up
ORR, % (95% CI) 31.8 (21.9-43.1) (33.0(23.3-43.8)
Confirmed BOR, n (%)

CR 8(9.1) 10 (11.4)

PR 20 (22.7) 19 (21.6)

SD 9 (10.2) 9 (10.2)

PD 32 (36.4) 32 (36.4)

Non-CR/non-PD 1(1.1) 0

Not evaluable 18 (20.5 18 (20.5
Response Durability n=28 n=29
Median DoR, months (95% Cl) NE (8.3, -) NE (18.0, -)

Range 2.8-17.5+ 2.8-23.3+
6-months DRR,2% (95% CI) 29.1 (19.5-38.8) 30.6 (20.9-40.3)
Proportion in response at 1 year, % (95% Cl) N/A 23.9 (15.4-34.1)
Responses with 26-months duration,? % (95%) 92 (70-98) 93 (74-98)
Responses with 21-year duration,® % (95% CI) N/A 74 (53-87)

‘One patient did not have measurable disease at baseline; thu7s, a BOR or PR or SD could not be distinguished; *0RR multiplied by Kaplan-Meier estimate for 6-month
proportion of DOR; crude proportion in 1-year analysis is 28 4% (19.3, 39.0%); "Based on Kaplan-Meier estimates.

CR, complete response; DRR, durable response rate; MA, not applicable; NE, not estimable; ORR, objective response rate; PR, partial response; 5D, stable disease
Kaufman HL, et al. Lancet Oncol. 2016;17(10):1374-1385. Nghiem F, et al. J Clin Oncol. 2018;36(suppl): Abstract 9507.
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JAVELIN Merkel 200—PART A
PFS and OS With Avelumab and Retrospective Chemotherapy Data

Progression-Free Survival Overall Survival

100 100
!{I - ﬂu -
90 - BO
0 Avelumab 0
= = Avelumal . = fyrelumab
e mmBecker 2017 8' m=Becker 2017
10 40 Il-yenr 08 rate: 36%
a0 - 1-year PFS rate: Z9% 2-year PFS rate: 26% 30
20 » 1 20 «
10 = 10 »
u L] L] L_J | | L] L L} L] L] L] L] II | | L] L] L] L] - n u = ¥ B. " 1.1 " ¥ 1‘& ¥ " I.d- Ll " a.u " " ﬁ
o B 12 18 24 30 36 A e
Humiber at Rick Time Since Treatment Initiation, Months Humiber at Risk Time Since Treatment Initiation, Months
Avelumah 22 43 32 B 0¥ 24 ¥ MW M 2N 18 & 12 & X @©0 2 1 0  Awelumah BB 82 & B0 & ¥ 42 B W B =W ¥ W W W 8 & I 0
Cowey 207 29 11 3 o w ] o ® ] ] w o ] o o ] o ] o Cowey 2017 20 ir 12 B 1 [} ] ] 1] [} a [ 1] ] o o [} o o
Booksr 2017 34 30 @ 1 L] [ ] L] [ o L] ] o ] [ o ] [ ] [} Eeoker 2017 34 34 2 0B ? [ ] [} L] 1] ] ] o [ L] ] 1] L] o L]
Iyer 2017 W 16 B 4 1 1 [} [ ] [ [ [} [ [} o ] [} [} ]

Cowey CL, et al. Future Oncol. 2017;13(19):1699-1710. Becker JC, et al. Oncotarget. 2017;8(45):79731-79741. lyer JG, et al. Cancer Med. 2016;5(9):2294-2301.
Nghiem P, et al. J Clin Oncol. 2018;36(suppl): Abstract 9507.
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JAVELIN Merkel 200—PART B
Avelumab Efficacy in Treatment-Naive Patients

Duration of response and treatment (n = 18)

Confirmed Response
in Patients With 23 Confirmed Response in A -
Months of Follow-Up Patients With 26 months A ad
(n=29) of Follow-Up (n = 14) ¥ A ad
DRR, % 62.1(42.3.79.3) 71.4 (41.9.91.6) - = =
95.9% CIj2 e S A * X
CR, n (%) 4(13.8) 4 (28.6) £ "; & -
PR, n (%) 14 (48.3) 6 (42.9) g . .
SD, n (%) 3(10.3) 1(7.1) £ . >
PD, n (%) 7(24.1) 2 (14.3) T A * X A Compiete response
—— E A d A Porlial response
Response Durability - ' X X Progressive disease
Not estimable Not estimable = A - m Ongoing response
DOR, months (35% C1) (4.0-not estimable)  {4.0-not estimable) N — # End of rectment
Responses with =6 months A - X Death
dl.ll"ﬂ‘tiﬂl‘li o 125‘% CH 83 (46-96) 89 (43-38) A - - Start of subsequent
A -y anticancer tealment
& -
0 3 & 7 12

Months Since Treatment Initiation

Durable responses, median duration not reached

*Confirmed response was defined as response criteria met again in repeat assessment performed 25 weeks after initial documentation

*Died prior to tumor assessment
% i [¥Angelo SP, et al. JAMA Oncol. 2018;4(9):e180077.
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Case 2

/7y old male patient MCC Parailiacal kanoperable

START AVELUMAB AVELUMAB C6 AVELUMAB C13

AZ Nikolaas
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Case 2

/7y old male patient MCC Parailiacal kanoperable

START AVELUMAB AVELUMAB C6 AVELUMAB C13

Treament was stopped after 34cycles because of fatigue

AZ Nikolaas
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UROTHELIAL (BLADDER AND UPPER URINARY
TRACT) CANCERS

EMD
AZ Nikolaas
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I-O FOR THE 15T LINE TX OF UROTHELIAL CANCERS:

META-ANALYSIS

exp(ES) Weight

Study with 95% CI (%)
|

Durvalumab vs chemo h 0.9910.83, 1.18] 38.27

Atezo vs chemo F 1.02[0.83, 1.25] 28.00

Pembro vs chemo ] | 0.92[0.77, 1.10] 33.73

Overall i 0.97 [ 0.88, 1.08)

Heterogeneity: I’ =0.00%, H = 1.00 |

Testof 8,=0:Q(2)=061,p=074
Testof6=0:z=-049 p=063

experimental a

Favmﬁ | Favours control

0.77

1.25

exp(ES) Weight

Study with 95% Cl (%)
Atezo + chemo vs chemo L 0.83[0.69, 1.00] 46.84
"embro + chemo vs chemo B 0.86[0.72, 1.02] 53.16

Overall
Heterogeneity: | = 0.00%, H* = 1.00
Test of 8 = 0; Q(1) = 0.07, p = 0.78
Testof 86=0:.z=-2.58,p=0.01

SR

0.85[0.74, 0.96]

Favours experimental arm | Favours control

0.69
Fixed-effects inverse-variance model

Courtesy of Tom Powles

Alva A, et al. ESMO (ans. LBA23); Powles T, et al. Lancet Oncol 2020;21:1574-88; Galsky MD, et al.

1.02

Biomarker positive mUC

exp(ES) Weight

Study with 95% CI (%)
Durvalumab vs chemo — 089[0.71, 1.11] 52.01
Atezo vs chemo & 0.68[043, 1.08] 12.24
Pembro vs chemo ——ll— 1.01[0.77, 1.32] 35.75
Overall i 0.90[0.77, 1.06]

Heterogeneity: I’ = 6.38%, H’ = 1.07 ‘
Testof 8, = 6: Q(2)= 2.14,p=0.34 Favours experimental arm | Favours centrol

Testof 8=0.z2=-1.27, p=0.20 ‘
| |
112 1

'* Still not the time for frontline |-O: "

but ... why?




AVELUMAB POST-1st LINE CT:

31% REDUCTION IN THE RISK OF DEATH

PFS by independent radiology review in the overall population

100

Median PFS (95% Cl), months

%0 Avelumab + BSC 3.7(3.5,5.5)
2 27 BSC alone 2.0(19,2.7)
% ik Steatified HR 0,62 (95% CI, 0,52, 0,75)
2 60+ P<0.001
i w0 i
i .l
H o%
Poel A -
s

3 \—‘
04 k\ s N O

10 - R a——
0 p——p————— T e e S T S e G | \
0 2 4 6 8 100 312 M4 36 18 0 22 M 26 28 30 31 34 36 38
No. atrisk Momths

fyelumab<+BSC 350 198 145 133 90 72 30 40 45 M X 25 17 9 & a: 1 AR
BC 350 144 & 52 38 51 M X 17 16 10 W 7 5 2: 1 1 °

19 o rvearasond 211 random v e ton Proe arvd ol chewnca berapyd

0S in the overall population

100 Median OS (95% C1), months
0+ Avelumab + BSC 21.4 (189, 26.1)
= g BSC alone 14.3(12.5,17.9)
2 74 Stratified HR 0.69 (95% Cl, 0.56, 0.86)
F P<0.001
| -
=
§ @ e
" iy /8
] -
10+
0 — — T — T
o 2 a 13 B 10 12 14 156 18 20 22 24 26 28 30 32 34 36 38
No. atrisk Manths

Fovlumab «BSC 350 342 318 294 259 226 196 167 145 122 87 65 51 39 26 5 11 S 3 O
BSC 35 2335 308 200 228 186 153 125108 %3 68 S5 a1 33 18 12 9 2 1 O

06 it s i i | b LMo Tmw st vyl Tu 06 amuilys adomtamnd 1ho jamiorniiod of Biamy tacnaaloy hinsnd cu1 [0 o ebo-cpow by haration PR (X6 Y

Powles T, et al. N Engl J Med 2020;383:1218-30.

PFS by independent radiology review in the PD-L1+ population

100

e BSC alone 2.1(19,35)
% 0 Stratified HR 0.56 (95% Cl, 0.43, 0.73)
3 o0 P<0,001
§ 50 i, 29

20 - \—\ 6%
§ 30 R S
& i p SEDRPON

20 i

10 J‘s\ B

a T ] I T T T T T U T

Median PFS (95% Cl), months
Avelumab + B5C 5.7(3.7, 7.4)

T
0 2 4 6 8B 0 12

No. mtrink
Aveluwab +A5C 139 134 29 73 S5 45 35
NeC 160 BO 5S4 28 24 16 13

IS o o it o e [V s o i e by

OS in the PD-L1+ population

T T T
14 16 18 20 22 M4 26 28 30 32 3% ¥ 3=

9 » 20 17 7 12 7 1 0
12 1 9 5 5§ 5 2 12 1t 0

__Median OS (95% Cl), months
Avelumab + BSC NE (20.3, NE}
BSCalone  17.1(135,23.7)
g | Stratified HR 0.56 (95% C), 0.40, 0.79)
H R P<0.001
é s ey
!G -
04
10 +
0 T T T T
0 2 4 13 8 w n
No. atrisk

Mvelimab < 55C 129 165 177 165 146 129 114
BSC 169 163 152 1% 113 ®9 o

A vy wa el P 1 e b e e | S1 0 heret ey Fae TR e s ¢

A novel standard of care
(after 15t line CT) | :
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2"d LINE I-O MONOTHERAPY

A Overall Survival Overall survival
1004 Events/  Median overall 12 monthoverall
00~ Hazard ratio for death, 0.73 (95% Cl, 0.59-0.91) number  survival survival rate
g % P=0.002 of patients (months; 95%C)) (95% Cl)
3 7o 1007 — Mezolzumab 72116 111(86-155)  464%(27:3556)
E — Chemotherapy 88/118  106(84-122)  412%(32-2.503)
3 60+ .. 80 H\—q‘ Stratified HR 0-87 §5% (1 0-63-1.21; p=0-41
#
o 904 z
£ 0 Pembrolizumab E 60
£ 30- 7
+§ __ﬂ "iﬂl_
K 207 Chemotherapy g
10+
20
0 ] I ] 1 | I | I 1 I 1 ]
0 z 4 [ & 10 12 14 16 18 20 22 24
0 | [ | T 1 | | | | T 1 | I | I 1 | I I T 1 | [ | |
Months 012345678 9101121314156 7181920122232415
No. at Risk Mumber at risk
Pembrolizumab 270 226 194 160 147 131 &7 54 27 13 4 0 0 Memlmmdb 161210088 85 2 P RN B BS U LD KT VWL U6 6 1
Chemotherapy 272 232 171 138 100 %0 5% 27 14 3 0 0 0 Chemotherapy 181090095 N S B2 5 MG G151 F 1 2 B W 1511 97 5 2 1

3 I} A @ A
po® @jﬁ/ Q}”ﬁ” Which role for I-O after

LIRLHEAN SEDICIMES AOGERL

switch maintenance?

Bellmunt J, et al. N Engl J Med 2017;376:1015-26; Powles T, et al. Lancef 2018;391:748-57.
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DIFFERENT FOLLOW-UPS MAKE THE DIFFERENCE

s M CheckMate 2141
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preventing a comparison of the tail of the curves

However, median follow-up of KN-4262 (23 months) and
CM-9ER (18.1 months) are much shorter than in CM-214,

18
Mumber al risk

Avelumab + axiinib: 442 424 410 401 385 372 380 J27 262 208
Sunilinib: 444 AZE A07 3BT 366 346 338 296 234 188

20 22 a4 26 28 3o A=

Time alnee randomizalion, montha

160 898 77 47 18 B 1 o]

1398 @7 T4 47

1. Motzer RJ, et al. J Immunother Cancer 2020;8:2000851; 2. Plimack ER, et al. ASCO 2020; Abstract 5001; 3. Choueiri TK, et al. ESMO 2020; Abstract 6360, 4. Choueiri TK, et al. Ann Oncol 2020,31:1030-9.




LET'S TAKE AT THE HEADS OF THE CURVES, INSTEAD ...

15t disease evaluation was at week 12 in CM-214, KN-426 and CM-9ER and at week 6 in JAVELIN Renal 101

CheckMate 2141 KEYNOTE-4262 CheckMate 9ER? JAVELIN Renal 1014

. S0 Ipi + Nivo Pembro +Axi Nivo + Cabo Ave + Axi
_-:,:? el mo-H 10 aa D 100 _"“‘—'w%
2 oad sumb | 1 s 1 o 9 -
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= isease assessment) | £ : [ ’
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gj 10 ! © 0.14 i 10 —

O 0 | 0.04__| 0+—

Overall, it is reasonable to assume that if one aims to achieve an earlier survival
benefit, the combination of an immune checkpoint inhibitor plus a VEGFR-TKI

would (presumably) be an optimal choice? 2 (months)

Time (months)

THI, fyrosine kinase inhibitor; VEGFR, vascular endothelial growth factor receptor.
1. Motzer RJ, et al. J immunother Cancer 2020;8:2000891; 2. Rini BI, et al. N Engl J Med 2019:380:1116-27; 3. Choueiri TK, et al. ESMO 2020; Abstract 6960; 4. Choueiri TK, et al. Amn Onecol 2020:31:1030-39; 5. Porta C & Rizzo M. Nat
Rev Nephrol 2019;15:324-5.
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Immune checkpoint inhibitors after platinum

Median survival

Nivolumab Phase I 361 Nivolumab: 7.5 months
(Checkmate 141) Investigator choice: 9.1 months
Pembrolizumab Phase I 495 Pembrolizumab: 8.4 months
(Keynote-040) Investigator choice: 6.9 months
Durvalumab +/- Phase | 261 Durvalumab: 6 months
tremelimumab Durvalumab + tremelimumab: f.6 months
(CONDOR) Tremelimumab: 9.5 months
Durvalumab +/- Phase I 736 Durvalumab: f.6 months
tremelimumab Durvalumab + tremelimumab: b.D months
(EAGLE) Investigator choice: 8.3 months

Clinicaltrials gov Femis et al. NEJM 2026: Cohen et al Lancet 2019 Ferris et al Ann Oncol 2020: Siu et al. JAMA Oncol 2019
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PD1 checkpoint inhibitors and HNSCC

« Higher PD-L1 expression is associated with
improved response to pembrolizumab’

«  Chemotherapy is a rational combination

partner for anti-PD-1 therapy2 Chemotherapy induces tumor infiltration
by lymphocytes

Before chemotherapy

Aer chemotherapy

Disrupts tumor architecture and may
overcome immune exclusion

- Results in antigen shedding
Induces rapid disease control

DAPI/ CK/ / CD8/CD20

Algemeen Ziekenhuis Lokeren



https://oncologypro.esmo.org/

KEYNOTE-048 Study Design (NCT02358031)

Key Eligibility Criteria Pembrolizumab

» SCC of the oropharynx, Monotherap Pembrolizumab 200 mg Q3W
for up to 35 cycles

oral cavity, hypopharynx,
or larynx

R/M disease incurable by
local therapies

ECOGPS0Oor1

Tissue sample for PD-L1 Pembrolizumab
assessment? + Chemotherap

Known p16 status in the

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

5-FU 1000 mg/m?/d for 4 days
for 6 cycles (Q3W)

Pembrolizumab
200 mg Q3W
for up to
35 cycles total

oropharynx®

Stratification Factors

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

Cetuximab 250 mg/mZ Q1W¢ +

EXTREME Carboplatin AUC 5 OR

Cetuximab

- p16 status in oropharynx 250 mg/mZ Q1W

(positive vs negative)
« ECOGPS0or1

Cisplatin 100 mg/m2 +
5-FU 1000 mg/m?/d for 4 days
for 6 cycles (Q3W)

Agssessed using the PD-L1 IHC 22C3 DHEIITI‘I Dx d554Y [Agilent}. TPS = tumaor |]I'l]|]ﬂ|"|il]l'l score = % of tumor cells with membranous PD-L1 EKI]I'ESSiﬂl'I-
A ceomoood nicina fha CIkEae ndE Hictaloows aceay MWartanat crdnnint far e itivitag — 700 SEAllawins a lesadins doea oF ADD o oo
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R Greil KN048 ESMO

2020
PD-L1 CPS 220 PD-L1 CPS 21
Median OS, mo HR Median OS, mo HR
Events (95% C1) (95% CI) P value* Events (95% CI) (95% CI) P value*
Pembrolizumab _ 75.9% 149 (11.5-20.6) 0.61 000034 Pembrolizumab __ 81.7%  12.3 (10.8-14.8) 0.71 0.00080
EXTREME 91.0%  10.8(8.8-12.8) (0.46-0.81) EXTREME 929%  10.4(9.0-11.7) (0.61-0.89)
100 100
90+ 90-
RESULTS 1: PEMBRO MONO 80- -
R ,
' ] ™ é“‘m° rate f‘ 704 ?24-mo rate
A Significantly improved OS vs Z 604 fopte | ‘_;' 60- : 28.9%
EXTREME (i Ucetux) in .§ ] BN v g A i | -
the CPS ¢ A1 A0 3 p £~ ; ) T 0]
. : @
6 30 : 6 30+
) ) ) 20+ ; : 20
A Norvinferior OS in the total | s o’
0 5 10 15 20 25 30 35 40 45 50 55 0 5 10 15 20 25 30 35 40 45 50 55
_ ) Time, months Time, months
A No improvement in PFS and o strisx No. at Risk
Pembro 133 107 85 66 58 45 39 36 30 17 9 2 Pembro 257 197 152 11 92 7 62 55 40 22 12 2
lower ORR vs Extreme EXTREME 122 100 65 43 29 23 17 13 11 7 4 0 EXTREME 255 207 132 90 60 42 29 22 16 10 6 0

Cl, confidence interval. HR, hazard ratio
*“Nominal, unadjusted one-sided P value based on log-rank test. Data cutoff: February 18, 2020

A Pembro had a favourable
safety profile

W e T
Algemeen Ziekenhuis Lokeren
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OS: Pembrolizumab + Chemo vs EXTREME

PD-L1 CPS 220 PD-L1 CPS 21
Median OS, mo HR Median OS, mo R
Events (95% CI) (95% Cl)  Pvalue* Events (95% CI) (95% CI)  Pvalue*
Pembro + Chemo 714%  14.7 (10.3-19.3) 0.62 0.00082 Pembro + Chemo 7g1%  13.6 (10.7-15.5) 0.64 0.00001
| | J EXTREME 91.8%  11.1(9.2-13.0) P—— EXTREME 94.0%  10.6(9.1-11.7) IR
e 4 100 100
RESULTS 2: PEMBRO + chemo 904 904
804 804
e . B R
A Significantly improved OS vs % 7 ' 24.mo rate 5 7  24-mo rate
. 2 80 : 35.4% 2 60+ : 30.8%
EXTREME (é-Ucetux) in ' 20. ‘47,
(, 5~ ) é ?200% § - P17.1%
the CPS ¢ A1 #A0 3 p @ E -
. . [ I 1
and in the total population g g -
204
A Pembro + CT more durable 10-
o Ll Al Al L Ll Ll v Ll ad vy v o vy Ll L) Ll Ll Ll Ll Ll | b ' | bad L) hd
responses 0 5 10 15 20 25 30 35 40 45 50 55 0 5 10 15 20 25 30 35 40 45 50 55
Time, months Time, ths
A . . No. at Risk - No. at Risk o
NO Statlsca"y Improvement Of Pembro + Chemo 126 102 77 60 50 44 42 39 33 22 7 0 Pembro + Chemo 242 197 144 109 84 " 66 61 48 29 9 1
PFS EXTREME 110 91 61 41 27 29 15 n 9 5 2 0 EXTREME 235 191 123 B84 55 37 25 18 1 6 2 0

*Nominal, unadjusted one-sided p-value based on log-rank test. Data cutoff: February 18, 2020

A Pembro had a comparable
safety profile vs EXTREME

Algeme Ziekenhuis Loe.Ten




Limitations of pembrolizumab monotherapy

i 12-mo rate EXTREME
148.7%
 44.4% | 24-mo rate .
i i 27.0% : 36-mo rate
° i i 18.8% ' 19.7%
. = 1 110.0%
7y S —— T I—
© a0 | : '
30 .
20 Z .
10 i |
D [ 1 [ |
0 5 10 15 20 25 30 35 40
Months
Mo, at risk
301 226 172 125 %) 75 46 22 13
300 245 158 107 72 51 28 11 &

"ot statistically significant at the superiority threshold of P = 0.0055.
Fa, (cdala culalMdate: Feb 25 20183

Pembro alone

Events HR (95% CI) P
79%  0.83(0.70-0.99) 0.01992
88%

________________ Median (95% CI)

11.5 mo (10.3-13.4)
10.7 mo (9.3-11.7)

45 50
0
0 0

Buriness et al. ESMO 2018; Rischin et al. ASCO 2019



NIVOLUMAB MONOTHERAPRNRETREATED PATIENTS

Phase 3 checkmate 141 study

Key Eligibility Criteria

+ R/M SCCHN of the oral
cavity, pharynx, or laryr

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

+ lrrespective of number of
prior lines of therapy

« Documentation of p16 to
determine HPV status
(oropharyngeal cancer only)

+ Regardless of PD-L1 status

Stratification factor
+ Prior cetuximab treatment

Clricafials gov MCTIE DSE36

Nivolumab Primary endpoint
3 mg'kg IV Q2W « OS5
Other endpoints

Investigator’s Choice BEISH
+ Methotrexate 40 mg/m# IV . Safety

weekly DOR
« Docetaxel 30 mg/m? IV Biomarkers

weekly + Pafient-reporied
 Cetuximab 400 mg/m2 IV uality of ife

once, then 250 mg/m?
weekly

Gillison & Ferris ASCO 2017

\

AZ Nikolaas

= Top zorg, warm hart

Adapted from JP Marchiels ESMO 2019

05 (%)

Mo. of patients at risk

Nivo

1008,

804
B0
704
60+
504
401
304
204
104

Overall survival

HR

Median S, ‘

me (95% Cl)

(95% CI) | Pvalue

0
0

240
121

169
bt}

132
51

Nivelumab (n = 240) 77157, 638) 071
i . i (0.55 090) | 00048
Investigator’s choice (n = 121) 5.11(4.0,62) -2
21 0% PLATEAU
18-mo 05 =
] Nivolumab
19.7% : —
; B.3%!
T T T t T T T
9 12 15 18 21 24 27
Months
28 76 45 27 12 3 1}
32 22 9 4 3 0 a

Gillison & Ferris ASCO 2017

https://onca
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Breast Cancer

Apdaptedfrom the presentation given bgr Kim SungBae during the ESMO Virtual Preceptorship on Breast Cancer January 2C



Strategies for Immunotherapy in TNBC

Early Breast Cancer Metastatic Breast Cancer

s
~ O\

Adjuvant Trial post

Neoadjuvant . st [ nd [
_J neuadjuva"t 1 I|“E MBC 22 I|“E MBC
Trial
treatment
Single agent Combination PD-L1 adjuwvant
WoO part n@oadjuvant part - . (fer 12 manths)
Biocpsy Biopsy Biopsy Heiuhij:-.‘.;u"t l?ﬁ::;.:::l
THEC o *-
pong— 5 RN
E-Hilll_.w: Hot aligikl .
' . e Adapted from Schmid
Keynote 522, IMpassion031 A-Brave 333

Algemeen Ziekenhuis Lokeren




PCR as a surrogate endpoint for long-term

outcomes
(Meta-analysis: 27,000 Patients)

TNBC HER2+ HR+/HER2-
g ];:‘ © ﬁ: - [ E:\
.E 805 .E B0 ..E B0
C e E el 2 s
= = =
s W e [/ I
S .. s | g -
o ' m i 40:
E 0% o-year EFS pCR vs E ;:: S5-year EFS pCR VS E {:: S-year EFS pCR Vs
& R.D:.QD.% vs 57% @ | RD: 86% vs 63% & = RD:97% vs 88%
L S S T B T 5 7§ 3 %1 1 3 3§ 7§ 3
Blue: pCR group
Orange: Residual disease (RD) group
Similar results seen with OS Spring L, et al. SABCS 2018

e /
Algemeen Ziekenhuis Lokere




Immunotherapy in TNBC R
KEYNOTE-522 Study Design (NcT03036488)

Neoadjuvant Phase > < Adjuvant Phase s
Neoadjuvant Treatment 1 Neoadjuvant Treatmem 2 Adjuvant Treatment
(cycles 1.4; 12 weeks) {cycles 5.8: 12 weeks) (cycles 1.9; 27 weeks)

Key Eligibility Criteria Pembrolizumab 200 mg Q3W

Age 218 years

Newly diagnosed TNBC of
either T1c N1.2 or T2-4 NO0.2
ECOG PS 01

Tissue sample for PD-L1
assessment®

Placebo

Stratification Factors:
* Nodal status (+ vs -)
* Tumor size (T1/T2 vs T3/T4)

« Carboplatin schedule (QW vs Q3W)

Neoadjuvant phase: starts from the first necadjuvant treatment and ends after definitive surgery (post treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as indicated (post treatment included)

sAust consist of at keast 2 separate tumor cores from the primary tumoe *Doxorubicin cose was 50 mgims Q3W
‘Carboplatin dose was AUC 5 Q3W or AUC 1.5 QwW *Epirubicin cose was 90 mgim= Q3W =
‘Pacitaxel dose was 80 mgimd QW ‘Cycicphosphamide dose was 600 mg/m? Q3W Schmid P, et al. ESMO 2019

27



Immunotherapy in TNBC
Pathological Complete Response at |A1

Prima Endpoint: TO/Tis MO

By PD-L1 Status®: ypTO/Tis ypNO

100 - 100 -
an - A 13.6 (5.4-21.8) a0 - A 14.2 (5.3-23.1)*
P=0.00055

80 | 80 - 68.9% A 18.3 (—3.3-36.8)2
oy o .
S 60 - 51.2% 2 s0 45.3%
2 2
£ g0 = B0
== =
of 40 - e 40
2 2

30 - 30

20 - 20

10 Pembro + Chemo 10

o Placebo + Chemo a 2301334
PD-L1-FPositive PD-L1-Negative

iEstimated treatment diference based on Meethinen & Muminen method stratfied by randomization stratfcation factors. *PD-L1 assessed at a central laboratory usimg the PD-L1 IHC

2C3 phanmDyx assay and measured using the combined positve score (CPS, number of PD-Li—positive tumor cells, mphocyies, and macrophages divided by Wolal number of tumor
el ok 100} PD-L1—positive = COPE =21, Data culofl dats. Seplember 24, 2018

Schmid P, et al. ESMO 2019
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Immunotherapy in TNBC

Event-Free Survival at A2

P 81.3%
100 : : | 85.3%
oo W
80
704 f
! HR
= B0- Events  as5% c)
ﬂ_'f 504 Pembro + Chemo/Pembro 7.4% 0.63°
W 40- | Placebo + Chemo/Placebo  11.8% o004
30 - '
20 =
10+
o _ G3+IRAE13%
— 77—
0 3 [ g 12 15 18 24 24 27 Long term safety not yet established
P Months Similar finding in IMpassion031
7o B0 Fil == =15+ 514 35 - e F | 2 (]
380 386 380 337 264 1865 116 35 1 o
sPrespeciiad @ valie Doundary of 0000051 nol reacned al s analviis he frsl N anakis of EFS) F=

Hacard rafas (O] analprssa]  basec on A Do regeession  mec] wilh reabrsnl as a covarnais siralifedd by I rarclomicaton siralifcalion laches Dala coball Spell 24 201018

Schmid P, et al. ESMO 2019, Scmidt et al, NEJM 2020, Mittendort eal , Lancet 2020
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Atezolizumab in PDL1 positive patientsPDL1 P mMTNBC

AZ Nikolaas
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