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Objectives

Understand the mechanism of action of our systemictherapies

Make aware the adjuvant data following complete resection

Know the indications for referral for adjuvant therapy

Understand where we are with regards to neoadjuvant therapy

Talk about approaches to cases that are not upfront resectable



Disclosures

* | have received speaking honoraria from Merck

* | have used slides from Merck, BMS and Novartis with their
permission
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WHAT IS IMMUNQOTHERAPY?

Immuno-Oncology
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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*




CA209-238

Patients with high-
risk, completely
resected stage
IB/IIIC or stage IV
melanoma

Weber ESMO 2017

: Study Design

n =453

NIVO 3 mg/kg IV Q2W
and
IPI placebo IV

Q3W for 4 doses
then Q12W from week 24

IPI1 10 mg/kg IV
Q3W for 4 doses
then Q12W from week 24

and
NIVO placebo IV Q2W

Enrollment period: March 30, 2015 to November 30, 2015

Follow-up

Maximum

treatment

duration of
1 year



Key Eligibility Criteria

* At least 15 years of age
* Eastern Cooperative Oncology Group performance statusscore of O or 1

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

» Stage llIB, IlIC, or stage IV melanoma by the American Joint Committee
on Cancer 2009 classification, 7th edition

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

* Patients with ocular/uveal melanoma, systemic corticosteroid use >10 mg/day of
prednisone or equivalent, or previous systemictherapy for melanoma were

excludes
Acral and mucosal melanoma were allowed



Study Overview

Primary endpoint

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

Secondary endpoints

* OS

» Safety and tolerability

* RFS by PD-L1 tumor expression
* HRQoL

Current interim analysis

* Primary endpoint (RFS), safety, and HRQoL
* DMFS (exploratory)

* Duration of follow-up: minimum 18 months; 360 events

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



Baseline Patient Characteristics

Median age, years 56 54
Male, % 57 59
Stage, HIB+IIIC, % 81 81

Macroscopic lymph node involvement (% of stage I1IB+IIIC) 60 58

Ulceration (% of stage IlIB+IIIC) 42 37
Stage IV, % 18 19

M1c without brain metastases (% stage V) 17 17
PD-L1 expression 25%, % 34 34
BRAF mutation, % 41 43
LDH<ULN, % 91 91

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

15



Primary Endpoint: RFS

100 ¥ Events/patients 154/453 206/453
%0 M edian (95% Cl) NR NR (16.6, NR)
HR (97.56% Cl) 0.65 (0.51, 0.83)
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Subgroup Analysis of RFS: BRAF Mutation Status

BRAF Mutant

NIVO [Pl

Events/patients 63/187 84/194
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Safety Summary

NIVO (n=452) IPI (n=453)
AnyAE 438 (97) 115 (25) 446 (98) 250 (55)
Treatment-related AE 385 (85) 65 (14) 434 (96) 208 (46)
Any AE leadingto discontinuation 44 (10) 21 (5) 193 (43) 140 (31)

Treatment-related AE leading
to discontinuation

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

 There were no treatment-related deaths in the NIVO group

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

18



Treatment-Related Select Adverse Events

NIVO (n=452) IP1(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)

* Median time to onset of treatment-related select AEs was generally shorter for patients receiving IPI

(range 2.6-10 weeks) than for those receiving NIVO (range 3.3-14.2 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
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Eggermont KNO54 SMR 2018

Recurrence-Free Survival in the ITT Population

100
90
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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
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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

I IR
......
»
. "

...................... { ) P Multiple oncogenes in melanoma

P Tested for in BC using next
generation sequencing “Oncopanel”

» BRAF mutation in ~ 50% of Canadians



September, 2017

The NEW ENGLAND JOURNAL of MEDICINE
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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




COMBI-AD: STUDY DESIGN—EXTENDED FOLLOW-UP ANALYSIS

Key eligibility criteria

Dabrafenib 150 mg BID

* Completelyresected stage IlIA (lymph
node metastasis > 1 mm), IlIB, or llIC
cutaneous melanoma

* BRAF V600E/K mutation

+ trametinib 2 mg QD

(n=438)
1:1

* ECOG performance status 0 or 1

* No prior radiotherapy or systemic therapy 2 matched placebos

(n=432)

* Tissue collection was mandatory at
baseline and optional upon recurrence

Treatment duration:
12 months

%O——l>N—§OUZ>w]

Stratification
* BRAF mutation status (V600E, V600K) N =870
* Disease stage (llIA, 11IB, llIC)

Primary analysis Updated analysis
D+T median FU, D+T median FU,
33 months 44 months

Dt------------- >

* Primary endpoint: RFS
*Secondary endpoints: OS, DMFS,
FFR, safety

BID, twice daily; DMFS, distant metastasis—free survival; D+T, dabrafenib + trametinib; ECOG, Eastern Cooperative Oncology Group; FFR, freedom

from relapse; FU, follow-up; QD, once daily.
Long GV, et al. N Engl J Med. 2017;377:1813-1823.
SLIDES ARE THE PROPERTY OF THE AUTHOR. PERMISSION REQUIRED FOR REUSE.

PRESENTED BY GV LONG AT ESMO 2018



Baseline Characteristics

Table 1. Characteristics of the Patients at Baseline.* Table 1. Characteristics of the Patients at Baseline.*
Dabrafenib Dabrafenib
plus Trametinib Placebo lus Trametinib Placebo
Characteristic (N =438) (N=432) L P
Characteristic (N=438) (N=432)

Median age (range) — vr 50 (18-89) 51 (20-85) _ _ .

Disease stage — no. (%) Primary-tumor ulceration — no. (%)
1A 83 (19) 71 (16) Yes 179 (41) 177 (41)
1B 169 (39) 187 (43) No 253 (58) 249 (58)
Hic 181 (41) 166 (38) Unknown 6 (1) 6 (1)
Il unspecified > (1) 8 (2) In-transit metastases — no. (%)

No. of positive lymph nodes — no. (%) Yes 51 (12) 36 (3)
1 177 (40 183 (42

(49) (32 No 387 (88) 395 (91)
2 or3 158 (36) 150 (35)
Unknown 0 1 (<1)
>4 73 (17) 72 (17)
Unknown 30 (7) 27 (6)

Type of lymph-node involvement — no. (%) Long et al. NEJM. 2017
Microscopic 152 (35) 157 (36) ’ ’
Macroscopic 158 (36) 161 (37)

Unknown 128 (29) 114 (26)




RELAPSE-FREE SURVIVAL

100 -
90
80
70
60
50
40
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Relapse-Free Survival, %

HR 0.49 (95% Cl, 0.40-0.59)

1-year, 56% “ "

(95%C1,51%61%)  2_year, 44%
(95% Cl, 40%-49%)

3-year,40%

- 9 -+
(95%Cl, 35%45%) | TYear, 38%

(95%Cl, 34%-44%)

No. atrisk
438

Placebo 432

405
322

381
263

12 16 20 24 28 32 36 40 44 48 52 56 60 64
Months Since Randomization

354 324 281 262 249 236 227 183 148 92 47 13 2
219 198 178 168 164 157 147 128 107 63 27 4 1

o o

SLIDES ARE THE PROPERTY OF THE AUTHOR. PERMISSION REQUIRED FOR REUSE. PRESENTED BY GV LONG AT ESMO 2018



RESULTS

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

trametinib was pyrexia (63%; Table 1)

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

Table 1. Common AEs (= 15% of patients)®

Dabrafenib + Trametinib Placebo
n =435 n=432
AEs, n (%)
Any AE? 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
Arthralgia 120 (28) 4 (1) 61 (14) 0
3 All cause.




RESULTS (cont)

Table 1. Common AEs (= 15% of patients)®(cont)

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

3 Al catig@s e event; ALT, alanineaminotransferase.




Summary

* Checkmate 209-238
e Stage llIB-IV NED
* Ipilimumab —12m RFS 71% v 61%, 18m RFS 66% v 53% (HR 0.65)

* Keynote-54
e Stage llla (>1mm)-IIIC
* NO in transit

* Placebo 12m RFS —75.4% v 61%, 18m RFS 71.4% v 53.2% (HR0.57)

* COMBI-AD
 Stage llIA (>1mm)-llIC
* Placebo 12m RFS — 88% v 56%; 3yr RFS 59% v 40% (HR 0.49)



Current Landscape in BC

* Proposals in for all 3 treatments
e Resected stage llI-IV NED, including in transit

* Access programs for Nivolumab and Pembrolizumab

e Within 3m of surgery

* Based on their enrollment criteria
* They are overlapping though!

e BRAF mutated access closed for now

* Private 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?
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PET Scan



Ipi/nivo started Aug 11, 2016
e Initlation 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



* Prior study (Blank et al 2018)

e Pathologic response predictive of RFS
* Gr. 3 toxicity 90% for ipi/nivo

* Current study to find optimal dosing scheme
* Grp A: Ipi 3mg/kg + Nivo Img/kg q3w x 2 -> surgery
* Grp B: Ipi Img/kg + Nivo 3mg/kg gq3w x 2 -> surgery

* Grp C: Ipi 3mg/kg q3w x2 -> nivo 3mg/kg q2w x2 (start on day of last ipi) ->
surgery



Median follow up 8.3m

None achieving pathologic
response have relapsed

9/21 without pathologicresponse
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% [44-80]) 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%)%

Patientswho achieved a pathological 24 (80%[61-92]) 23 (77%[58-90]) 17 (65% [44-83])
responses

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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Number at risk Time since surgery (months)
(number censored)
GroupA 30(0) 14 (15) 4(23)
GroupB 29 (0) 13 (14) 3(23)
GroupC 24(0) 13 (9) 5 (17)
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RFS Based on Pathologic Response
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Time since surgery (months)

Recurrence-free survival (%)

Number at risk
(number censored)
Response 64 (0) 34 (30) 10 (53)
No response 19 (0) 6 (8) 2 (10)



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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* Median follow up of 15.9m
e Stopped early
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27 patients St [11IB/C/IV melanoma

1 dose 200mg pembrolizumab ->
3weeks -> surgery

8/27 (30%) had complete or major
(<10% viable tumor) response at
resection

Response correlated with DFS again
(8/8 have not relapsed)

e Median fu 25m

Probability
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Stage-adjusted HR = 0.09, 95% CIl 0.0-0.73, P=0.02
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Neoadjuvant plus adjuvant dabrafenib and trametinib versus 3 x ®
standard of care in patients with high-risk, surgically o
resectable melanoma: a single-centre, open-label,

randomised, phase 2 trial

Rodabe N Amaria*, Peter A Prieto*, Michael T Tetzlaff, Alexandre Reuben, Miles C Andrews, Merrick | Ross, Isabella C Glitza, Janice Cormier,
Wen-Jen Hwu, Hussein A Tawbi, Sapna P Patel, Jeffrey E Lee, Jeffrey E Gershenwald, Christine N Spencer, Vancheswaran Gopalakrishnan,

Roland Bassett, Lauren Simpson, Rosalind Mouton, Courtney W Hudgens, Li Zhao, Haifeng Zhu, Zachary A Cooper, Khalida Wani, Alexander Lazar,
Patrick Hwu, Adi Diab, Michael K Wong, Jennifer L McQuade, Richard Royal, Anthony Lucci, Elizabeth M Burton, Sangeetha Reddy,

Padmanee Sharma, James Allison, Phillip A Futreal, Scott EWoodman, Michael A Daviest, Jennifer AWargot

Summary
Background Dual BRAF and MEK inhibition produces a response in a large number of patients with stage Lancet Oncol 2018;19: 181-93



e 21 patients randomized 2:1 (planned to Standardof  Neoadjuvant plus
enro” 84) care (n=7) adjuvant dabrafenib
dt tinib (n=14
» Stage Il or IV resectable melanoma S etemenb =t
gef
* 14 set to receive dab/tram x 8w -> B 3 (43%) 2 (14%)
surgery . e 3(43%) 10 (71%)
e 13 received drug, 12 patients underwent v 1 (14%) 2 (14%
surgery
. Primary tumour ulceration status
* 7 patients surgery followed by treatment Ulce?ate d - -
of choice ’ “
« Chemo, interferon, observation (no set Not ulcerated 2(29%) L{7%)
standard) Unknown 1(14%) 2 (14%)
* Trial stopped early due to marked NA (unknown primary) 1(14%) 4(23%)
difference between arms Lactate dehydrogenase status
Raised 1(14%) 1(7%)

Not raised 6 (86%) 13(93%)
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50C 7 (0) 3(1) NA NA NA NA
Necadjuvant D+T/no pCR 5 (0) 5(0) 5{0) 1(1) 1(1) 1(1)

Neoadjuvant D+T/pCR 6 (1) 6 (1) 6 (1) 5(2) 1(6) 1(6)




Neoadjuvant dabrafenib combined with trametinib for > gt @
resectable, stage IlIB-C, BRAF'*® mutation-positive o
melanoma (NeoCombi): a single-arm, open-label,

single-centre, phase 2 trial

GeorginaV Long, Robyn P M Saw, Serigne Lo, Omgo E Nieweg, Kerwin F Shannon, Maria Gonzalez, Alexander Guminski, Jenny H Lee, Hansol Lee,
Peter M Ferquson, Robert V Rawson, James SWilmott, John FThompson, Richard F Kefford Sydney Ch'ng, Jonathan R Stretch, Louise Emmett,
Rony Kapoor, Helen Rizos, Andrew | Spillane, Richard A Scolyer, Alexander M Menzies

Summary
Background Adjuvant dabrafenib plus trametinib therapy improves relapse-free survival in patients with resected Lancet Oncol 2019; 20: 96171



Study population (n=35)

Pathological response

Complete 17 (49%; 95% Cl 31-66)
Non-complete 18 (51%; 95% Cl 34-69)
RECIST response
. . Complete response 16 (46%; 95% Cl 29-63)
© g amn presE e Partial response 14 (40%; 95% Cl 24-58)
* 35 patients, resectable [II1B-11IC Stable disease 5 (14%: 95% Cl 5-30)
e Dab/Tram for 8 weeks -> resection - Metabolic response
> complete 1 year Dab/Tram Complete 18 (51%: 95% C1 34-69)
* 60% concordance in responses Non-complete 17 (49% 95% Cl 31-61)

Data are n (%; 95% Cl). RECIST=Response Evaluation Criteria in Solid Tumors.

Table 2: Patients with pathological, RECIST, and metabolic responses at
12 weeks




Relapse Free Survival

* 57% of patients recurred (20
patients)

* 4 patients recurred on treatment

16 patients recurredfollowing 1
year of D+T

Rebpse -free survival (%)

lI:II T 1
0o 2 4 & 8 W 1 14 16 18 20 2 24 6 28 30 322 34 36

Number at risk
(number censored)

Allpatients  35(0) 35(0) 35(0) 32(0) 20(0) 20(0) 27(0) 27(0) 21(3) 18(3) 7 (3) 12(7) 9(8) B(9) 8(9) 7(9) 6(9) 5(10) 3(12)



Total population (n=35) Patients with a complete Patients with a non-complete
pathological response (n=17)  pathological response (n=18)
MNumber of events 20 8 12
Median, months (95% CI) 23-3 (177 to not reached) 30-6 (20-1 to not reached) 18-0 (14-6 to not reached)
1-year relapse-free survival (95% Cl) 77-1% (64-4 to 92-4) 82-4% (66-1to 100) 72-2% (54-2 to 96-2)
2-year relapse-free survival (95% Cl) 43-4% (28-6 to 65-7) 63-3% (437 to 917) 24-4% (97 to 61-B)

Table 3: Relapse-free survival from start of dabrafenib plus trametinib treatment

RFS Based on Pathologic Response

COMBI AD StagellIC 1yr RFS 86% vs 77%; 2yr RFS 61% vs 43%
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July 2019 — 3 doses of Ipi/Nivo




4/19 nodes positive for
melanoma

Largest deposit 2mm

Complete loss of pituitary
function



Conclusions

e Adjuvant therapy now available for all fully resected stage IIl/IV NED
melanoma
* Consider sentinel node biopsy as it may qualify someone for adjuvant
e Full lymph node dissection not required for microscopic disease

* Neoadjuvant for resectable disease is not proven or funded at present

* UNRESECTABLE disease can be considered for neoadjuvant approach
e Appropriate for multidisciplinary discussion






