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Objectives

A Understand the mechanism of action of our systemic therapies
A Make aware the adjuvant data following complete resection

A Know the indications for referral for adjuvant therapy

A Understand where we are with regards to neoadjuvant therapy
A Talk about approaches to cases that are not upfront resectable
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WHAT IS IMMUNOTHERAPY?

Immuno-Oncology
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ORIGINAL ARTICLE

Adjuvant Nivolumab versus Ipilimumab
in Resected Stage III or IV Melanoma

J. Weber, M. Mandala, M. Del Vecchio, H.J. Gogas, A.M. Arance, C.L. Cowey,
S. Dalle, M. Schenker, V. Chiarion-Sileni, I. Marquez-Rodas, J.-J. Grob, M.O. Butler,
M.R. Middleton, M. Maio, V. Atkinson, P. Queirolo, R. Gonzalez, R.R. Kudchadkar,

M. Smylie, N. Meyer, L. Mortier, M.B. Atkins, G.V. Long, S. Bhatia, C. Lebbé,

P. Rutkowski, K. Yokota, N. Yamazaki, T.M. Kim, V. de Pril, J. Sabater, A. Qureshi,
J. Larkin, and P.A. Ascierto, for the CheckMate 238 Collaborators*




CA209238: Study Design

n =453
Patients with high /

risk, completely
resected stage
H1B/INIC or stage IV

melanoma
n =453

NIVO 3 mg/kg IV Q2W
and
IPI placebo IV
Q3W for 4 doses
then Q12W from week 24

IP1 10 mg/kg IV
Q3W for 4 doses
then Q12W from week 24
and
NIVO placebo IV Q2W

Enroliment periodMarch 30, 2015 to November 30, 2015

Weber ESMO 2017

Follow-up

Maximum

treatment

duration of
1 year



Key Eligibility Criteria

AAt least 15 years of age
AEastern Cooperative Oncology Group performance status score of 0 or 1

AHistologically confirmed melanoma metastatic to regional lymph nodes or with
distant metastases surgically rendered free of disease

A Stage 11IB, IIIC, or stage IV melanoma by the American Joint Committee
on Cancer 2009 classification, 7th edition

A Complete regional lymphadenectomy or resection was required within
12 weeks of randomization

APatients with ocular/uveal melanoma, systemic corticosteroid use >10 mg/day
prednisone or equivalent, or previous systemic therapy for melanoma were

excludse
VAcraland mucosal melanoma were alloweg



Study Overview

Primary endpoint

A RFS: time from randomization until first recurrence (local, regional, or distant metastasis), new
primary melanoma, or death

Secondary endpoints

A0S

A Safety and tolerability

ARFS by RD1 tumor expression
AHRQoL

Current interim analysis

A Primary endpoint (RFS), safety, afeQoL
A DMFS (exploratory)

A Duration of followup: minimum 18 months; 360 events

DMFS = distant metastasis-free survival, HRQoL = health-related quality of life
14



Baseline Patient Characteristics

NIVO IPI
(n=453) (n=453)

Median age, years 56 54
Male, % 57 59
Stage|lIB+IIIC, % 81 81
Macroscopic lymph node involvemdpt of stage 111B+I1IC) 60 58
Ulceration(% of stage 1l1IB+IIIC) 42 37
Stage 1V, % 18 19
M1cwithout brain metastases (% stage V) 17 17
PDL1 expressiom p:" %z 34 34
BRARutation, % 41 43
[ 51 X | [ bZX 3 91 91

A Most of the patients had cutaneous melanoma (85%), and 4% had acral and 3% had mucosal melanoma
A Al 905 patients are off treatment; median doses were 24 (1-26) in the NIVO group and 4 (1-7) in the IPI group
A 397 patients completed 1 year of treatment (61% of the NIVO group and 27% of the IPI group)

15



Primary Endpoint: RFS

100 - Events/patients 154/453 206/453
90 Median (95% CI) NR NR (16.6, NR)
HR (97.56% CI) 0.65 (0.51, 0.83)
80 Log-rank P value <0.0001
70
~ 60 -
S !
50
2 : I 530
o | |
40 | |
| |
20 | |
— NIVO : :
104 —
IPI : :
| |
0 | | | | | | | | |
0 3 6 9 12 15 18 21 24 27
Months
Number of patients at risk
NIVO 453 399 353 332 311 291 249 71 5 0
IP| 453 364 314 269 252 225 184 56 2 0

16



RFS (%)

Subgroup Analysis of RB&AMutation Status

BRAF Mutant
Events/patients 63/187 84/194
Median (95% CI) NR NR (16.1, NR)
0.72(0.52, 1.00)

HR (95% CI)

RFS (%)

BRAF Wild type
Events/patients 67/197 105/214
Median (95% Cl) NR 16.6 (12.3, NR)
0.58(0.43, 0.79)

HR (95% CI)

207 — wvo 207 o
107 — IPI 10 — P
0 | | | | | T T | 0 T I T T T T T |
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Months Months

Number of patients atrisk Number of patients at risk
NIVO 187 159 142 135 126 118 102 32 2 NIVO 197 175 154 145 137 127 108 26 2 0
IPI 194 155 142 118 112 100 78 26 1 0 Pl 214 174 140 122 111 96 80 22 1 0



Safety Summary

NIVQ(n = 452) IPI (n = 453)
Any AE 438 (97) 115 (25) 446 (98) 250 (55)
Treatmentrelated AE 385 (85) 65 (14) 434 (96) 208 (46)
Any AE leading to discontinuation 44 (10) 21 (5) 193 (43) 140 (31)

Treatmentrelated AE leading
to discontinuation

35 (8) 16 (4) 189 (42) 136 (30)

A There were no treatmentelated deaths in the NIVO group

A There were 2 (0.4%) treatmenelated deaths in the IPI group (marrow aplasia and colitis), both
>100 days after the last dose

18



TreatmentRelated Select Adverse Events

NIVQ(n = 452) IPI (n =453)
Any grade Grade 3/4
Skin 201 (44.5) 5(1.1) 271 (59.8) 27 (6.0)
Gastrointestinal 114 (25.2) 9 (2.0) 219 (48.3) | 76 (16.8)
Hepatic 41 (9.1) 8 (1.8) 96 (21.2) 49 (10.8)
Pulmonary 6 (1.3) 0 11 (2.4) 4 (0.9)
Renal 6 (1.3) 0 7 (1.5) 0
Hypersensitivity/infusion reaction 11 (2.4) 1(0.2) 9 (2.0) 0
Endocrine
Adrenal disorder 6 (1.3) 2 (0.4) 13 (2.9) 4 (0.9)
Diabetes 2 (0.4) 1(0.2) 1(0.2) 0
Pituitary disorder 8 (1.8) 2 (0.4) 56 (12.4) 13 (2.9)
Thyroid disorder 92 (20.4) 3(0.7) 57 (12.6) 4 (0.9)

A Median time to onset of treatmentelated select AEs was generally shorter for patients receivi

(range 2.610 weeks) than for those receiving NIVO (rangel3.2 weeks)

19



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Adjuvant Pembrolizumab versus Placebo
in Resected Stage III Melanoma

Alexander M.M. Eggermont, M.D., Ph.D., Christian U. Blank, M.D., Ph.D.,
Mario Mandala, M.D., Georgina V. Long, M.D., Ph.D., Victoria Atkinson, M.D.,
Stéphane Dalle, M.D., Andrew Haydon, M.D., Mikhail Lichinitser, M.D.,
Adnan Khattak, M.D., Matteo S. Carlino, M.D., Ph.D., Shahneen Sandhu, M.D.,
James Larkin, M.D., Susana Puig, M.D., Ph.D., Paolo A. Ascierto, M.D.,
Piotr Rutkowski, M.D., Dirk Schadendorf, M.D., Ph.D., Rutger Koornstra, M.D.,
Leonel Hernandez-Aya, M.D., Michele Maio, M.D., Ph.D.,

Alfonsus J.M. van den Eertwegh, M.D., Ph.D., Jean-Jacques Grob, M.D., Ph.D.,
Ralf Gutzmer, M.D., Rahima Jamal, M.D., Paul Lorigan, M.D., Nageatte Ibrahim, M.D.,
Sandrine Marreaud, M.D., Alexander C.J. van Akkooi, M.D., Ph.D., Stefan Suciu, Ph.D.,
and Caroline Robert. M.D.. Ph.D.



Eggermont KNO54 SMR 2018

EORTC 1325/KEYNOTE-54: Study Design

PART 1: ADJUVANT THERAPY PART 2: POST RECURRENCE
€« > <€ >
High—risk, Pembrolizumab Recurrence :;1 bm:::';‘;:
_ 200 mg IV Q3W >6 months mE
resected, Randomized e until
stage |l . Recurrence progression or
g 1:1 Placebo T recurrence, up to

cutaneous IV Q3W Cross-over 2 years
melanoma N=1019 1year A

Total of 18 doses UNBLINDING

UNBLINDING/cross-over:
Anti-PD1 for all or just as good if only for those at time of recurrence?

Stratification factors:

v AJCC-7 Stage: llIA (>1 mm metastasis) vs. lIIB vs. lIC 1-3 positive lymph nodes vs. lIIC =4 positive lymph nodes
v Region: North America, European countries, Australia/New Zealand, other countries
Primary Endpoints:

* RFS (per investigator) in overall population, and RFS in patients with PD-L1-positive tumors
Secondary Endpoints:

* DMFS and OS in all patients, and in patients with PD-L1-positive tumors; Safety, Health-related quality of life

E’ EORTC l HFI?‘E#%#F ;:3':‘r cancer fier: Y



. en eme . . Eggermont KNO54 SMR 2018
Key Eligibility Criteria
* At l|east18 years of age
* Complete and adequateresection of stage Ill melanoma
* Histologically confirmed melanoma metastaticto lymph node

» Stage lllA (if N1a, at least 1 metastasis>1 mm);
stage IlIB or IlIC (no in transit meta)

Rotterdam Criteria

* No prior systemictherapy for melanoma 1::%____“_“_

* No autoimmune disease § o T .
* Documented NED following surgery E : _n:,,..

* Randomization within 12 weeks of surgery owm m % a4

Todkossrup tire [montha)

Van der Ploeg, et al. Eur J Cancer 2014;50:111-20.

1: 3 EORTC 5 Thee Hatawr pf cancar Hueraps
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Eggermont KNO54 SMR 2018

Baseline Patient Characteristics

Pembrolizumab Placebo
(N=514) (N=505)
Median age, (years) 54 54
Male, (%) 63 60
PD-L1 status, (%)
Positive (MEL 2, 3, 4 or 5) 83 84
Negative (MEL 0 or 1) 11 11
Inevaluable 5 5
Ulceration of primary, (%) 41 39
1 vs. 2-3 vs. 24 positive LN, (%) 44 vs, 34 vs. 21 47 vs. 33 vs. 20
Lymph-node involvement, (%)
Microscopic 36 32
Macroscopic 64 68
EORTC The o of cancer Rlerspy



Baseline Patient Characteristics R
Pembrolizumab Placebo
(N=514) (N=505)
PD-L1 status (%)
Positive (MEL 2, 3, 4 or 5) 33 34
Negative (MEL O or 1) 11 11
Inevaluable 5 5
BRAF-mutation status (%6)
Wild type as a2
VE600E/K mutated 41 46
Other mutation 7 6
Not assessable 7 6
ESEORTC

ﬂf el rere qfr P 2 Y ﬁ",},‘-, P"-‘j;.r

I

AProprietary




Eggermont KNO54 SMR 2018

Recurrence-Free Survival in the ITT Population

100
90
80
70
60 —
50
40 —
30
20
10

0

% alive and recurrence-free

Primary endpoint

HR 0.57

75.4%
61.0%

Treatment arm Total Event HRE[BEA% Cl)
Pembrolizumab 514 135 0.57/(0.43-0.74)
Placebo 505 216 Reference

Pembrolizumab

Placebo

Stratified Logrank P-value: <.0001

Patients at risk
514 438 413 392 313 182 73 15 0
505 415 363 323 264 157 60 15 0
1 | | 1 I | 1 | |
0 3 6 9 12 15 18 21 24

Months Eggermont AM, etal. N Engl J Med 2018;375;1845-55

*Stratified by stage given at randomization
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Recurrence-Free Survival

BRAF V600E/K

goermont AACR 2018

BRAFWT

] 100 4 100+
a
= a0 - ag -
a B0 - 0 B0
2 69.2% 66.7%
O T0 7O -
= i 1
5 507 i | G0 - !
o ; - E
o 40 ir /0 40 - !
= 30 | |
P Treatment arm Total Event HR (99% CI) 30 |
2 20 Pembrolizumab 186 54 :0.57 (0.37-0.89) 20 - Sreatmentamn Total Event —HH (95% <7
™ 10 Placebo 209 =T Reference 10— FPembrolizumatb 233 69  0.54)(0.42-0.95)
. . : —_— Placebo 214 97 Reference
= 0 Stratified Logrank P-value: 0.0009 a Stratified Logrank P-wvalue: 0.00%9
Patients at risk : Patients at risk
Fembrolizumab | 186 156 147 136 168 64 4 7 0 233 196 183 173 134 77 3b 3 0
Placebo | 209 167 148 129 163 64 rar) 9 1] 214 178 149 131 116 71 25 5 4]
T T T T I T I T T T T T T T L] 1 T L]
0 3 (3 9 12 15 18 21 24 o 3 & 7] 12 15 18 21 24
Months Months

*Stratified by stage given at randomization

ESEORTC

AProprietary
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General Adverse Events

goermont AACR 2018

Pembrolizumab Placebo
(N=509) (N=502)
Any grade Grade 3-5 Any grade Grade 3-5
Any adverse events (AE) 93.3 31.6 90.2 18.5
Any treatment-related AE 77.8 14.7 66.1 3.4
Fatigue/asthenia 37.1 0.8 33.3 0.4
Skin reactions 28.3 0.2 18.3 )
Rash 16.1 0.2 10.8 0
Pruritus 17.7 O 10.2 O
Diarrhea 19.1 0.8 16.7 0.6
Arthralgia 12.0 0.6 11.0 0
MNausea 11.4 O 8.6 O
&" EORTC m{:‘%ﬁﬁp af cancer .r"r%r:f}.s-ﬁ

AProprietary






Inhibitors
Imatinib
Nilotinib
Dasatinib

MAPK Pathway

Mutant KIT
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u BRAF mutation in ~ 50% of Canadians
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Adjuvant Dabrafenib plus Trametinib
in Stage III BRAF-Mutated Melanoma

G.V. Long, A. Hauschild, M. Santinami, V. Atkinson, M. Mandala,
V. Chiarion-Sileni, J. Larkin, M. Nyakas, C. Dutriaux, A. Haydon, C. Robert,
L. Mortier, J. Schachter, D. Schadendorf, T. Lesimple, R. Plummer, R. Ji, P. Zhang,
B. Mookerjee, J. Legos, R. Kefford, R. Dummer, and .M. Kirkwood




COMBIAD: STUDY DESIGEXTENDED FOLLOWANALYSIS

)
R
Key eligibility criteria A
ACompletely resected stage IlIA (lymph E Dabrafen_lb. 150 mg BII
node metastasis > 1 mm), llIB, or llIC + trametinib 2 mg QD
cutaneous melanoma Ia (n =438)
ABRAR/600E/K mutation |
AECOG performance status 0 or 1 7
ANo prior radiotherapy or systemic therapyji A 2 matched placebos
ATissue collection was mandatory at T (n=432)
baseline and optional upon recurrence | _
O Treatment duration:
Stratification N 12 months

ABRAFMutation status (V600E, V600K) N=870
ADisease stage (llIA, 111B, IIIC)

Primary analysis Updated analysis
D+T median FU, D+T median FU,
33 months 44 months
Dt------------- >
P------------- >

APrimary endpoint: RFS
ASecondary endpoints: OS, DMFS
FFR, safety

BID, twice daily; DMFS, distant metastg$ise survival, D+T, dabrafenib + trametinib; ECOG, Eastern Cooperative OncologyFGERuiseedom

from relapse; FU, followp; QD, once daily.
Long GV, et aN Engld Med 2017;377:1813823.

SLIDES ARE THE PROPERTY OF THE AUTHOR. PERMISSION REQUIRED FOR REUSE.

PRESENTED BY GV LONG AT ESMC



Baseline Characteristics

Table 1. Characteristics of the Patients at Baseline.*

Dabrafenib
plus Trametinib

Characteristic (N=438)
Median age (range) — yr 50 (18-89)
Disease stage — no. (%)

HIA 83 (19)

1B 169 (39)

Ile 181 (41)

Il unspecified 5(1)
No. of positive lymph nodes — no. (%)

1 177 (40)

2 or3 158 (36)

=4 73 (17)

Unknown 30 (7)
Type of lymph-node involvement — no. (%)

Microscopic 152 (35)

Macroscopic 158 (36)

Unknown 128 (29)

Placebo
(N=432)

51 (20-85)

71 (16)

187 (43)

166 (38)
8 (2)

183 (42)
150 (35)
72 (17)
27 (6)

157 (36)
161 (37)
114 (26)

Table 1. Characteristics of the Patients at Baseline.”

Dabrafenib
plus Trametinib Placebo

Characteristic (N=438) (N=432)
Primary-tumor ulceration — no. (%)

Yes 179 (41) 177 (41)

No 253 (58) 249 (58)

Unknown 6 (1) 6 (1)
In-transit metastases — no. (%)

Yes 51 (12) 36 (8)

No 387 (88) 395 (91)

Unknown 0 1 (<1)

Long et al, NEJM, 2017




RELAPSEHREE SURVIVAL

HR 0.49 (95% CI, 0-8(59)

100
g 90
Tg: 80
- — 70_
Z |
N 60 - H ||||
8 50 ey “
u
lg_ 40 1-year, 56% Ry
= B (95% Cl, 51%il %) i} 0
= 30 2-year, 44% 3-year, 40% 0 -+
¥ 0- (95% ClI, 409%0%) (95% C. 35%5%) 4-year, 38%
: (95% ClI, 34944%)
10
O [ [ [ [ [ [ [ [ [ [ [ [ [ [ [ |
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64
Months Since Randomization
No. at risk
438 405 381 354 324 281 262 249 236 227 183 148 92 47 13 2 0
Placebo 432 322 263 219 198 178 168 164 157 147 128 107 63 27 4 1 0

SLIDES ARE THE PROPERTY OF THE AUTHOR. PERMISSION REQUIRED FOR REUSE.

PRESENTED BY GV LONG AT ESMC



RESULTS

A The most common AE reported in patients who received dabrafenib plus

trametinib was pyrexia (63%; Table 1)

I Of patients with pyrexia, 28% had one occurrence, 20% had 2 occurrences, and
52% had 3 or more occurrences

¢FofS M / 2YY2Y

169 &

OX Mp:

Dabrafenib + Trametinib Placebo
n =435 n =432
Any AR 422 (97) 180 (41) 380(88) 61 (14)
Pyrexia 273 (63) 23 (5) 47 (11) 2(<1)
Fatigue 204 (47) 19 (4) 122 (28) 1(<1)
Nausea 172 (40) 4 (1) 88(20) 0
Headache 170 (39) 6 (1) 102(24) 0
Chills 161(37) 6 (1) 19 (4) 0
Diarrhea 144 (33) 4 (1) 65 (15) 1(<1)
Vomiting 122 (28) 4 (1) 43 (10) 0
| _Aé\,fztlrﬁ'giam 120 (28) 4 (1) 61 (14) 0
aAll cause.

2 T



RESULT&ont)

¢FofS Md® /2YY2Y

16@ant) 0 X M p:s

Rash 106 (24) 0 47 (11) 1(<1)
Cough 73 (17) 0 33 (8) 0
Myalgia 70 (16) 1(<1) 40 (9) 0
ALT increase 67 (15) 16 (4) 6 (1) 1(<1)
Influenza-like illness 67 (15) 2(<1) 29 (7) 0

2 AlEcatsg@se event; ALT, alanine aminotransferase.

2 T



Summary

ACheckmate 20238

AStage 11IBV NED
Alpilimumabg 12m RFS 71% v 61%, 18m RFS 66% v 53% (HR 0.65)

AKeynote54

AStage llla (>1mm)IC
A NO in transit
APlacebo 12m RFS75.4% v 61%, 18m RFS 71.4% v 53.2% (HRO0.57)

ACOMBIAD

AStage IIIA (>1mm)IC
APlacebo 12m RESB8% v 56%:; 3yr RFS 59% v 40% (HR 0.49)



Current Landscape in BC

AProposals in for all 3 treatments
AResected stage IV NED, including in transit
AAccess programs for Nivolumab and Pembrolizumab

AWithin 3m of surgery

ABased on their enrollment criteria
A They are overlapping though!

ABRAF mutated access closed for now
APrivate pay always an option






Basic Tenets of Chemotherapeutics

Try it first In the incurable setting

If it works for the incurable, try it on the curable

If two different drugs seem to improve survival,
then why not put them together?




Priming Phase Effector Phase
Periphery Tumour microenvironment
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T-cell activation
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migration to tumour)
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CTLA4 pathway blockade PD1/PD-L1 pathway blockade
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PET Scan



Ipi/nivo started Aug 11, 2016
Ainitiation of treatment assessment




Assessment prior to cycle 2
3 weeks after starting




Assessment prior to cycle 3
6 weeks after starting
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Assessment prior to cycle 4
9 weeks after starting




to maintenance

Assessment prior

12 weeks after starting




March 6, 2017
Complete response




Oct 2, 2019
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- Crosshark

Lancet Oncol 2019; 20: 948-60

Identification of the optimal combination dosing schedule
of neoadjuvant ipilimumab plus nivolumab in macroscopic
stage lll melanoma (OpACIN-neo): a multicentre, phase 2,
randomised, controlled trial

Elisa A Rozeman, Alexander M Menzies, Alexander C ] van Akkooi, Chandra Adhikari, Carolien Bierman, Bart A van de Wiel, Richard A Scolyer,

Oscar Krijgsman, Karolina Sikorska, Hanna Eriksson, Annegien Broeks, Johannes V van Thienen, Alexander D Guminski, Alex Torres Acosta,

Sylvia ter Meulen, Anne Miek Koenen, Linda ] W Bosch, Kerwin Shannon, Loes M Pronk, Maria Gonzalez, Sydney Ch'ng, Lindsay G Grijpink-Ongering,
Jonathan Stretch, Stijn Heijmink, Harm van Tinteren, John B A G Haanen, Omgo E Nieweg, Willem M CKlop, Charlotte L Zuur, Robyn P M Saw,
Winan ] van Houdt, Daniel S Peeper, Andrew | Spillane, Johan Hansson, Ton N Schumacher, Georgina V Long, Christian U Blank

Summary
Background The outcome of patients with macroscopic stage III melanoma is poor. Neoadjuvant treatment with



APrior study (Blank et al 2018)

A Pathologic response predictive of RFS
AGr. 3 toxicity 90% fdpi/ nivo

ACurrent study to find optimal dosing scheme
AGrp Alpi 3mg/kg +Nivo1mg/kg g3w x 2> surgery
AGrp Bipi 1mg/kg +Nivo3mg/kg g3w x 2> surgery
AGrp Cipi3mg/kg g3w x2>nivo 3mg/kg q2w x2 (start on day of laigt) ->
surgery



A Median follow up 8.3m

A None achieving pathologic
response have relapsed

A 9/21 without pathologic response
have relapsed

Radiological response

Complete repsonse 2 (7%) 3 (10%) 1(4%)
Partial response 17 (57 %) 14 (47%) 8 (31%)
Stable disease 9 (30%) 10 (33%) 12 (46%)
Progressive disease 2 (7%) 2 (7%) G (19%)
Local progressive disease 2 (7%) 1(3%) 4 (16%)
Distant metastasis 0 1(3%) 1(4%)
Mot evaluable 0 1(3%)* 0
Patients who achieved an objective 19 (63% [44-8B0]) 17 (57% [37-75]) 9 (35% [17-56])

response

Pathological response

Pathological complete response 14 (47%) 17 (57%) 6 (23%)
Near pathological complete response 7 (23%) 2 (7%) 6 (23%)
Pathological partial response 3 (10% 4 (13% 5 (19%

Pathological non-response

Not evaluable 0 0 1(4%)%

Patients who achieved a pathological
responses

24 (80%[61-92]) 23 (77%[58-90]) 17 (65%[44-83])

Data are n (%) or n (% [95% Cl]). *For one patient the target lesion was not pictured on the CT images and
could not be evaluated for response. 10ne patient had only palliative resection of largest lymph node.
$Surgery was not done because of toxicity (severe polyradiculitis with peripheral motor neuropathy);

this patient had a radiclogical complete response.

Table 3: Response to treatment
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Toxicity

NB: One patient in group A died without relapse from late ir encephalitis

Group A (n=30) Group B (n=30) Group C (n=26)

Grade 1-2 Grade 3 Grade 4* Grade1-2 Grade3 (Grade4 Grade1-2 Grade3 Grade4

Immune-related adverse events

Total number of patients with at least one 17 (57%) 11(37%) 1(3%) 23(77%) 5(17%) 1(3%) 13 (50%) 11(42%) 2 (8%)
immune-related adverse eventt
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