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Years Since Diagnosis

1. Gershenwald J, et al. Oral presentation at SMR 2016; 2. Long GV. Clinical symposium at ECCO 2017.



Przezycie w zaleznosci od obecnosci

przerzutow do weztow wartowniczych
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Przezycia catkowite chorych w zalezno$ci od obecnosci przerzutow do weztdéw wartowniczych (1187 chorych
leczonych w centrum Onkologii w latach 1994-2004)
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* Mikroprzerzuty — Makroprzerzuty

* Rokowanie lepsze dla mikroprzerzutow
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Marional o
Comprehensive. NCCN Guidelines Version 3.2018 HECH Suidelines Index
N Sancerk Melanoma Discussion
etwork”
CLINICAL/ WORKUP® PRIMARY TREATMENT ADJUVANT TREATMENT
PATHOLOGIC STAGE
* FNA preferred, Locoregional option:
if feasible, or core, . . . . = Consider RT to nodal basin in
Stage Il incisional, or excisional r"derﬁxi‘:tm" of I':‘lrlmm!" selected high-risk patients based
(clinically positive|—= | biopsy - _I_"::n I[eteetﬁgg }uti c on location, size, and number of
node[s]) = Imaging! for baseline lym hpnur.le dissga:tion” involved nodes, and/or
staging and to evaluate P macroscopic extranodal
specific signs or symptoms extension®32 (category 2B)
v
Systemic options:
* Observation
* Nivolumab (category 1) (preferred
adjuvant immunotherapy regimen)!
eMutational analysis for BRAF or multigene testing of the primary lesion is not » Dabrafenib/trametinib for patients See
recommended for qalients wlith c:utanequs melanoma whq are u‘:nmemris:eINEDIin with BRAF V600 activating mutation |~ Follow-up
_ status, unless required to guide systemic therapy or consideration of clinical trials. (category 1) (ME-10)
ISee Principles of Imaging--Workup (ME-C). « Hiah-d iili v
MSee Principles of Surgical Margins for Wide Excision of Primary Melanoma (ME-D). PR-CI0NC IR
UNivolumab has shown a clinically significant improvement in relapse free survival (category 1) .
(RFS) compared to high-dose ipilimumab, but its impact on overall survial (OS) has * Interferon alfa
* Biochemotherapy (category 2B)bb

not yet been reported. Most panel members prefer adjuvant nivelumab over high-
dose ipilimumab based on improved efficacy and less toxicity, even in the absence
of reported OS data.

YWhile adjuvant high-dose ipilimumab (10 mg/kg) is associated with impraved
recurrence-free and overall survival, this regimen was associated with a high
incidence of adverse events, which led to the discontinuation of treatment in 53%
of patients. There was a 1% drug-related mortality rate. Due to toxicity, careful
selection of patients is warranted. In this study, subgroup analyses demonstrated
that some groups are unlikely to benefit from adjuvant ipilimumab. For patients who
have the lowest risk of developing metastatic disease (AJCC Tth edition stage [IIA),
given the hazard ratio (HR) of 0.98 combined with the toxicity, there is disagreement
among the panel regarding advisability of the use of adjuvant ipilimumab in this
setting. For patients with stage |lIB or stage 1IIC with 1-3 positive nodes, adjuvant
ipilimumab could be considered despite HRs that are not statistically significant.
The benefit for adjuvant ipilimumab is likely to be highest in patients with 24 positive
nodes.

¥Interferon can be given as high-dose alfa interferon for one year or as
peginterferon alfa-2b for up to 5 years. Adjuvant interferon has been shown to
improve DFS (category 1), but thers is no impact on overall survival.

¥In patients with bordedine resectable lymphadenopathy or very high risk of
recurrence after lymphadenectomy, consider a clinical tral of necadjuvant
systemic therapy.

zadjuvant nodal basin RT is associated with reduced lymph node field
recurrence but has shown no improvement in relapse-free or overall survival.
Its benefits must be weighed against potential toxicities such as lymphedema
(limb) or oropharyngeal complications. The impact of these potential toxicities
should be considered in the context of other adjuvant treatment options.

83See Principles of Radiation Therapy for Melanoma (ME-G).

BbFor biochemotherapy. see Other Systemic Therapies (ME-H 2 of 6).

Note: All recommendations are category ZA unless otherwise indicated.

Clinical Trials: NCCHN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Comprehensive  NCCN Guidelines Version 1.2019 NCCNT‘:E;E‘?;”S;H‘;"?;
) Cancer Cutaneous Melanoma Discussion
Network®
CLINICAL STAGE RESPONSE SECOND-LINE ADJUVANT TREATMENT
ASSESSMENT TREATMENT!H Nivolumabkk
or
No evidence - Pembrolizuma
of disease ~|or
Dabrafenib/ See
trametinib for Follow-up
Post ) & patients with - [IEE?;E}U
» Systemic therapy BRAF V&00-
surgery * Local therapy options: activating
Less than » Ln;[ia;ﬁ::unal injection mutation
Stage Il complete o T-VEChh Dcrb "
(clinical or resection 0 BCG, IFN, or IL-2 servation
microscopic (all category 2B)
satellite/ » Local ablation therapy
|n-trans_|t] (category 2B)
post primary Residual/ » Topical imiquimod for
treatment progressive |—=|  guperficial dermal lesions
disease (category 2B)
Clinical nt » Consider RT if not used
Post non- + imlg:gai“ags“ste:sme previnuslyd" (category 2B)
surgical . * Regional therapy options:
primary | " [determine treatment » ILVILP with melphalan
therapy response or
progression
No evidence See.
of disease » Observation — | Follow-up
{(ME-10)

:"'See Principles of Radiation Therapy for Melanoma (ME-G).

See Systemic Therapy for Metastatic or Unresectable Disease (ME-H 1 of 5).
PhT.WEC was associated with a response rate (lasting 26 months) of 16% in highly selected patients
with unresectable metastatic melanoma. Efficacy was noted in AJCC Tth Edition stage IlIB and IIC

_disease, and was more likely to be seen in patients who were treatment naive.

"See Principles of Imaging=Treatment Response Assessment (ME-C).

liFor patients who experience progression of melanoma during or shortly after first-line therapy,
consider second-line agents if not used first line and not of same class. For patients who
experience disease control (CR, PR, or SD) and have no residual toxicity, but subsequently
experience disease progression/relapse >3 months after treatment discontinuation, re-induction
with the same agent or same class of agents may be considered.

Nivolumab has shown a clinically significant improvement in RFS compared to high-
dose ipilimumab, but its impact on OS has not yet been reported. Pembrolizumab has
shown a clinically significant improvement in RFS compared to placebo, but its impact
on 03 has not yet been reported. Although both trials focused primarily on patients
with stage Il nodal disease, the NCCN panel agrees that it is appropriate to extend
the indication for adjuvant anti-PD-1 therapy to patients with clinical or macroscopic
satellitefintransit disease and who are at significant risk of recurrence.

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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podsumowanie badan
adjuwantowych

punkty

. . punkty .
zaawansowanie | BRAF koqﬁgwe wyniki Kof Irz wyniki me RFS os
. HR=0.54 | DMFS, OS,
vemurafenib IC, A, B + DFS - bezp, jakost HR 0.91 nss NR 72% 2yrs
HR=0.80
vs lliIC S
dobrafenib HR=0.47 | OS-3yrs,
COMBI AD plus ] + RFS 55' DMFS, FFR, | HR=0.57 ss NR 58% 3yrs | 86% 3yrs
trametynib BEZP
. HR=0.76 | DMFS, OS, _ )
EORTC 18071 Wls[ya{Mggt=1s] 1l RFS - bezp, jakos¢ HR=0.72ss | 27 m-cy | 41% 5 yrs | 65% 5yrs
Ipi 10/3 vs non _
E 1609 IFN a2b 1 inferiority HR=1.0 RFS, OS not yet
. - OS, RFS by
oI nivo vs ipizo |1B/C vs IVMlal) PD-L1 | peg | HR=0.65 | 5y oo | not yet NR  |66% 18 mo
vs IVMlc 5% ss jakosé
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Adjuvant interferon-o for the treatment of high-risk
melanoma: An individual patient data meta-analysis

Natalie J. Ives ., Stefan Suciu ”. Alexander M.M. Eggermont .
John Kirkwood ¢, Paul Lorigan ©, Svetomir N. Markovic . Claus Garbe £,
Keith Wheatley "* on behalf of the International Melanoma Meta-

Analysis Collaborative Group (IMMCG)
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European Journal of Cancer 82 (2017) 171—183
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ORIGINAL ARTICLE

Prolonged Survival in Stage III Melanoma
with Ipilimumab Adjuvant Therapy

A M.M. Eggermont, V. Chiarion-Sileni, J.-). Grob, . Dummer, J.D. Wolchok,
H. Schmidt, O. Hamid, C. Robert, P.A. Ascierto, ].M. Richards, C. Lebbé,
V. Ferraresi, M. Smylie, |.5. Weber, M. Maio, L. Bastholt, L. Mortier, L. Thomas,

5. Tahir, A. Hauschild, ).C. Hassel, F.5. Hodi, C. Taitt, V. de Pril, G. de Schaetzen,

5. Suciu, and A. Testori
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Mo of Events| Median DMFS 5=Yr Rate

.y Tatal Mo. [95% €1} (5% C1)
L] %
304 by dpilimumab zz7pa7s 483 (35.5-TLE] 483 (43.4-330)
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Tazle I Imtne-Relabed Adverse Evenls.
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Any immune-related adverse

Any dermatologic event

Rash

Any gatrrointestinal event

Diarrhea

Calizis

Any endocrsine- systenn event

Hypokisites
Any hepatic event

Imcrease in lves-enzyme

1

Any peurologic esent

Othery

Ipilienumsab (N=£71) Flacebo [N =474
Any Grade Grade 3 Graded  Grade®  Asy Grade Grade 3 Grade £  Grade §
426 [90.£) 169 (355  27(5.7) §(L1)  138[38.7  1I{85) 1 {0.2) o
298 [63.3) 20 (4.2) 0 o 99 [20.9) o o o
161 [34.7) 5 (1.1] 0 o 52 [11.04 o o o
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#9500 adjuwantowy ipilimumab 3 mg/kg vs 10 mg/kg — podobne wyniki RFS, wieks
toksycznosc dla wyzszej dawki

WWW.CC!.PL

RFS: Ipi10 vs. Ipi3

(Concurrently randomized patients)

Intergroup E1609: Study Design and Accrual

1pi3 INDUCTION 1pi3 MAINTENANCE
Ipilimumab 3 mg/kg . Ipilimumab 3 mg/kg
Q3 week x 4 Q3 month x 4
Resected
B, lliC
M1a, M1b

(Stratification
Factors)

HD-IFN INDUCTION HD-IFN MAINTENANCE
IFN-a2b 20 MU/m?/d |V ey 10 MU/m? SC TIW
x1 month x11 months

MN=Z00Z>»2

Ipi10 INDUCTION Ipi10 MAINTENANCE
Ipilimumab 10 mg/kg —" Ipilimumab 10 mg/kg
Q3week x 4 Q3 month x 4

A=l Activation  Termination Final

May 2011 April 2014 511
May 2011 August 2014 636
Feb2012 = August 2014 523

Safety Summary

(Based on all toxicity data as of 3/2/17)

Ipi3 Ipi10
(n=516) (n =503)

Any Grade Grade 3/4 Anygrade Grade 3/4
Any AE, % 98.4 53.3 100 65.4
Treatment-related AE, % 96.0 36.6 98.8 56.5

Treatment-related AE leading
to discontinuation, %

Any immune-related AE, % 73.6 18.8 86.9 34.0 Yoars

XN e Coraorad Mot

34.9 25.0 53.7 429

00 73 b s ) 29
wr (3> .
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Podsumowanie: leczenie uzupetniajace

Populacja

BRAFmM
RFS

OS

Eggermont
2015
Eggermont
2016

[HIA (>1mm),
1B, IIC

?

41% vs 30%
(51)

65% Vs 54%
(51)

Lewis 2017
[IC, lIA, 1lIB,
lc

100%

82% vs 63%
(12 m); 62% vs
53% (24 m) 79%
vs 58% (12m)
46% vs 47%
(24m)lnc

84% vs 66%
(12m) 72% vs
56% (24 m) lIC-
1B

BD

Long 2017

A (>1mm),
B, HIC

100%

67% vs 44%

(21)
58% Vs 39%

3

91% vs 83%
(2l) 86% vs
77% (3I)

Weber 2017

1B, IC, IV

41%/43%

66% vs 53%
(18m)

BD

Eggermont
20187

A (>1mm),
B, IIC

HR 0,57
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Introduction
Approved drugs for the adjuvant therapy of stage lll melanoma

Old Era (1996—2009)
* High-Dose Interferon (IFN)-a2b (US, EU), Low-Dose IFN-c.2a (EU), pegylated IFN-c2b (US)?!

New Era (2015—2018)

= *lpilimumab (US)? HRges(lpilimumab vs. Placebo)=0.75 (2015)
* Nivolumab?® HRges(Nivolumab vs. Ipilimumab)=0.65 (2017)
= *Dabrafenib plus Trametinib? HRges(Dab+Tra vs. Placebo)=0.47 (2018)
* *Pembrolizumab® HRges(Pembrolizumab vs. Placebo)=0.57 (EXP/2018)

* Trials performed in identical patient populations at high risk of relapse: I11A >1mm; 11IB/C

5-year relapse rates: stage Il1A, 37%; stage 111B, 68%; stage 111C, 89%°

lEggermont AM, et al. Loncet 2014;383:816-27; 2Eggermont AM, et al. Lancet Oncology 2015;16:522-30; 3weber 1, et al. W Engl ) Med 2017;377:1824-35;
Mong GV, et al. N Engl t Med 2017;377:1813-23; FEggermont AM, et al. N Fngl 1 Med 2018;375:1845-55: 15 March; SRomano E, et al_f Clin @ncol 2010;28:3042-7.
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Adjuvant Nivolumab versus Ipilimumab

in Resected Stage III or IV Melanoma 1P VS N|VO ADJUWANT (RFS)

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.-). 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: Study Design

NIVO 3 mgl/kg IV Q2W

and
n =453 IPI placebo IV
Patients with / Q3W for 4 doses
high-risk, then Q12W from week 24
completely
resected stage
HIB/IIC or stage
IV melanoma IP1 10 mg/kg IV
n = 453 Q3W for 4 doses
then Q12W from week 24
and
Stratified by: NIVO placebo IV Q2W

1) Disease stage: lIB/C vs IV M1a-M1bvs IV M1c
2) PD-L1 status at a 5% cutoff in tumor cells

Enroliment period: March 30, 2015 to November 30, 2015
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IM. MARII SKLODOWSKIEJ-CURIE

Follow-up

Maximum
treatment
duration of
1 year
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Safety Summary

NIVO (n = 452) IPI (n = 453) =
AE, n (%) Any grade Grade 3/4 | Any grade | Grade 3/4 g
Any AE 438(97) | 115(25) | 446(98) | 250 (55) =
Treatment-related AE 385(85) | 65(14) | 434(96) | 208 (46)
Ay A= teacing to 44 (10) 21 (5) 193 (43) | 140 (31)
preatment-related A% leading 35 (8) 16 (4) 189 (42) | 136 (30)

Treatment-Related Select Adverse Events

NIVO (n = 452) IPI (n = 453)

AE, n (%) Any grade | Grade 3/4 | 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)

A
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EORTC 1325/KEYNOTE-54: Study Design

High-risk,
resected, Randomized
stage Il 1:1
cutaneous
melanoma

N=1019

Stratification factors:

PART 1: ADJUVANT THERAPY

PART 2: POST RECURRENCE

< > -« >
Pembrolizumab Recurrence ‘_ Pembrolizumab
200 mg IV Q3W >6 months 200 mg IV Q3W
1 year until
Recurrence progression or
Placebo = HEENI D | recurrence, up to
v Q3w Cross-over 2 years

1 year

Total of 18 doses [[UNBLINDING |

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

v Stage: lIIA (=1 mm metastasis) vs. IIIB vs. IIC 1-3 positive lymph nodes vs. IIIC 24 positive lymph nodes
+ Region: North America, Furopean 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

ESEORTC

ﬁef;‘%z"ww gffr.- My diers v
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it =1 =1

Recurrence-Free Survival in the ITT Population

Primary endpoint

100 -
& 00 HR 0.57
o _
= 75.4%
] — - L]
4 80 71.4%
S 70 —
E 60
% 50 — 61 Oqfl}
— 53.2%
= 40 —
=
g 30
= 20 — Treatment arm Total Event HR(28.4% CI)
= Pembrolizumab 514 135 0.57 (0.43-0.74)
sS 10 Placebo 505 216 Reference
o Stratified Logrank P-value: <.0001
Patients at risk
Pembrolizumab | 514 438 413 392 313 182 73 15 0
Placebo | 505 415 363 323 264 157 60 15 0
| | I L] ] I 1 1
0 3 6 g 12 15 18 21 24
Months

*Stratified by stage given at randomization

&3 EORTC
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Recurrence-Free Survival

PD-L1+

PD-L1—

goermont AACR 2018

HR 0.54 HR 0.47
100 100 -
2 %0 77.1% o “0- o
% 80 - - 74.2% 80 72.2%
5]
S 70 70 : 60.6%
£ o — - . -
3 o 62.6% T co- Dt
- 40 | 40 - 52.2% 52.2%
= ] N
b 30 30 |
5 20 - Treatment arm Teotal Event HR (95% CI) 20 - Treatment arm Total Event HE (35% Cl)
™ ———— Pembrolizumab 428 102 054 (0.42-0.69) Pembrolizumab 59 20 047 (0.26-0.85)
= 10 — Placebo 425 176 Ft:\e‘l'erence 10— Placebo 57 27 Reference
o Stratified Logrank P-walue: < 0001 | o Stratified Logrank P-value: 0.0111
Patient':s at risk Patients at risk

Pembrolizumab | 428 370 350 333 2$6 156 & 13 o ] 51 47 a4 . 20 10 2 o

Placebo | 425 353 37 281 233 141 55 13 0 57 45 34 30 23 12 5 2 4]

o 3 53 9 12 15 13 21 24 Q 3 =3 a 12 15 18 21 24
Months Months

*Stratified by stage given at randomization

&3 EORTC
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Recurrence-Free Survival in Stage IlIA Population

100 93.4% 0
@ _q?.‘ﬂﬁ n—mﬂﬁﬁiﬁw
2 °0 ] H—H_'_‘—%’
3 7 81,1% T
=]
5 70 ° 76 89”0
| =
l-a— 60 —
] 50
= 40 —
=
g 30
= 20 Treatment arm Total Event HR (99% CI)
o Pembrolizumab 77 <] 0.32/(0.09-1.23)
== 10 Placebo 76 15 Reference
o Stratified Logrank P-value: 0.0217
Patients at risk

Pembrolizumab | 77 74 71 71 57 33 17 4 o

Placebo | 76 70 69 64 51 28 12 5 0

T T L L I L] T L
3 5] 9 12 15 18 21 24
Months

*Stratified by stage given at randomization

EHEORTC

Recurrence-Free Survival
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L. Eggermont AACR 2018

Stage IlIB Stage IlIC
HR 0.56 HR 0.58
100 100 4 Treatment arm Total Event HR (99% Cl)
3 80 o 90 — Pembrolizumab 197 67 058 (D.29-0.88)
-.; ?5.8 J'IllrJ Placebo 197 104 Reference
@ 804 71.4% 804 Stratified Logrank P-value: 0.0005
£ 70 | ' 70
E e | | 0 79 64.3%
E 40 40— 51 ;5%
s | | 30 | 42,5%
= 20 - Treatment arm Total Event HER (99% CI) 20 -
o Pembrolizumab 240 62 0.56 (0 37-0.86)
== 10 Placebo 232 97 Reference 10
o Stratified Logrank P-value: 00004 | o
F’atientq:s at risk Patient$: at risk

Pembrolizurmakb | 240 207 196 189 141 =1} 20 ] Q 187 157 146 132 1‘E.5 59 25 5 L}

Placebo | 232 195 171 151 ‘Ii_‘l a0 20 7 a 197 150 123 108 92 49 18 3 4]

T T T T T T T T T T T T T T T T T
L} 3 =] 9 12 12 18 21 24 0 3 L} a 12 15 18 21 24
Months Months

*Stratified by stage given at randomization
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Type of First RFS Event

L. Eggermont AACR 2018

=1=1

Pembrolizumab Placebo
(N=514) (N=505)
Mo RFS event 379(73.7) 289 (57.2)
Loco-regional recurrence, only 55 (10.7) 77 (15.2)
Distant metastasis, only 69 (13.4) 114 (22.6)
::::,cil:z:lased within 30 days from 9(1.8) 24 (4.8) 15.2% vs. 27.4%
Death without an RFS event 2(0.4) 1(0.2)

Cumulative Incidence of Distant Metastases As First RFS Event

&3 EORTC

_;!f‘ 1004 Treatment arm Total Event HR (99% CI)
—_ 90 4 Pembrolizumab 514 TB 053 (0.37-0.76)
i 80 _ Placebo 05 138 Reference
E TO
P G0
s 50
2 40 - 2 9 = ? ?'.IEMH
E 30
= 2] .l-:h-'—'_/‘_._-__
= 10 — o,
a o __F 16.7%
Patients-at-Risk
Pembrolizurmak | 514 438 413 ase 33 182 3 15
Placebo | 505 415 363 323 264 157 =] 15
=T T =T T T T = T T
] 3 (=] =] 12 15 18 21 24
Months

HR 0.53

?;{.r”)_?’;-’%ﬂ.i" .ﬁ;;" P ﬁiﬂr:«pﬂﬁ




Summary/Conclusions

e Study EORTC1325/KEYNOTE-054 met its primary endpointof a significant
improvement in RFS with 200 mg L.V. Q3W pembrolizumab vs. placebo

— ITT overall population: HR = 0.57, P<0.0001, 18 mos RFS difference: 18.2%

— PD-L1+ population: HR = 0.54, P<0.0001, 18 mos RFS difference: 19.7%

= Consistentresults across prespecified subgroups with HRs favoring pembrolizumab
relative to placebo

* Favorable safety profile, where severe irAEs are rare, is generally consistent with

that

observed in advanced melanoma. There were many grade 1-2 thyroid eventsin

about 1/5 pts, but severe endocrine events only in 9 pts (hypophysitis, diabetes,
adrenal)

Most irAEs were managed and resolved with established treatment algorithms

e Dataremain blinded for DMFS and OS (will be reported at future meetings)

&3 EORTC

Thee Frerter of cancar o 10
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L. Mortier, ). Schachter, D. Schadendorf, T. Lesimple, R. Plummer. R. |i, P. Zhang,
B. Mookerijee, J. Lt

. ADJUWANTOWY DABRAFENIB + TRAMETYNIB
COMBI-AD: STUDY DESIGN

T Treatment: 12 months?
Key eligibility criteria A Dabrafenib 150 mg BID
» Completely resected, high-risk stage IlIA N + trametinib 2 mg QD 4 )
(lymph node metastasis > 1 mm), llIB, or g
IIC cutaneous melanoma M (n=438) Follow-up®
» BRAF V600E/K mutation ! until end of
« Surgically free of disease < 12 weeks z study®
before randomization $ 2 matched placebos
 ECOG performance status 0 or 1 | . \_ )
* No prior radiotherapy or systemic therapy o) (n=432)
N
Stratification N=g7o  Primary endpoint: RFS
: Sﬁﬁf;:‘;{:};‘;’}.ﬁi:‘.“.;‘,‘(ﬁ%‘iE’ Vo0oK)  Secondary endpoints: OS, DMFS, FFR, safety

BID, twice daily; DMFS, distant metastasis—free survival; ECOG, Eastern Cooperative Oncology Group; FFR, freedom from relapse; OS, overall survival; QD, once daily; RFS, relapse-free
survival. 2 Or until disease recurrence, death, unacceptable toxicity, or withdrawal of consent;  Patients were followed for disease recurrence until the first recurrence and thereafter for survival;
¢ The study will be considered complete and final OS analysis will occur when = 70% of randomized patients have died or are lost to follow-up; ¢ New primary melanoma considered as an event.




Adjuvant Dabrafenib plus Trametinib PRESENTED AT ESMO 2017.
in Stage III BRAF-Mutated Melanoma

e RELAPSE-FREE SURVIVAL

V. Chiarion-Sileni, ). Larkin, M. Nyakas, C. Dutriaux, A. Haydon, C. Robert,
L. Mortier, ). Schachter, D. Schadendorf, T. Lesimple, R. Plummer, R. Ji, P. Zhang,

B. Mookerjee, J. Legos, R. Kefford, R. Dummer, and J.M. Kirkwood ( P RI MARY E N D P O I N T)

1.0
0.9- 1y, 88%
>
r 08-
Y P =.0000000000000153
§ 0.7 2y,67%
oy 0,
2 06+ 1y, 56% 3y, 58%
8 05 .
o H‘—_“—
<C 0.4 1 2 Y, 44% L e
c 3y, 39%
-% 0.3 Events, Median HR ¥ 3
S .| Grow n(%) (95%Cl),mo  (95%Cl)
© Y47 Dabrafenib plus NR
= en 166 (38) j 0.47
01 trametinib (441.5';5 glR) (0.39-0.58);
0.0- Placebo 248 (57) (12.7-22.1) P<.001
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 5
No. at Risk Months From Randomization
Dabrafenib plus trametinib 438 413 405 392 382 373 355 336 325 299 282 276 263 257 233 202 194 147 116 110 66 52 42 19 7 2 0
Placebo 432 387 322 280 263 243 219 203 198 185 178 175 168 166 158 141 138 106 87 8 50 33 30 9 3 0 O

NR, not reached.
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ongress .
M Relapse-free survival by Subgroup

VBOOK (n = 78) — | ha
VBOOE (n = 792) — o
Male (n = 482) ] ]
Female (n = 388) I—‘1£5—|
< 65 years (n = 712) el
> 65 yaars (n = 158) o
Disease stage lIIA (n = 154) — :
Disease stage IlIB (n = 356) o
Dissase stage IIIC (n = 347) — |
Micrometastasis (n = 309) —-—
Macrometastasis {n = 319) — o
Micrometastasis and ulceration {n = 143) — —
Micrometastasis and no ulcaration (n = 165) —| O |
Macrometastasis and ulcaration (n = 116) .
Macrometastasis and no ulceration (n = 201) o
1 Nodal metastatic mass (n = 360) —
3-3 Nodal metastatic masses (n = 308) — |
24 Nodal metastalic masses (n = 145) L
| | |
HR 0.01 0.10 1.00 10.00

+—rFavors Dabrafenib Plus Trametinib  Favors Placebo ——s

@ CENTRUM ONKOLOGII — INSTYTUT
IM. MARII SKLODOWSKIEJ-CURIE



DISTANT METASTASIS—FREE SURVIVAL

Distant Metastasis—Free Survival, %
S
1

1-year, 91%
(95% Cl, 88%-94%)

1-year, 70%
(95% Cl, 66%-75%)

HR 0.53 (95% Cl, 0.42-0.67)

2-year, 77%

(95% CI, 73%-82%)  o-year, 71%

05% Cl. 67%-76%)  year, 67%

(95% CI, 62%-72%)

-_HH—HH_FH—HM_

3-year, 57% 4-year, 56%
(95% Cl, 52%-62%) (95% Cl, 51%-62%)

2-year, 60%
(95% CI, 55%-66%)

[an)

No. at risk
Dabrafenib + trametinib 438 407 381
Placebo 432 330 265

congress
MUNICH
AN |

12 16 20

352 327 285
221 201 179

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

265 252 238 229 185 150 92 47 13 2 0
169 165 159 149 130 108 64 28 4 1 0

PRESENTED BY GV LONG AT ESMO 2018



CURE-RATE MODEL RESULTS

A higher proportion of patients are estimated to be relapse-free long term with D + T vs placebo

Cure-rate model for RFS
100 & i —— Dabrafenib + trametinib
2 907 o T — Placebo
—_ _ D) Kaplan-Meier curves for RFS
s 80 -y = == Dabrafenib + trametinib
g 70 7] N = -=== Placebo
? 60" i
s 50" ] 17%
%._ 40 TP PP difference
g 07  Estimated cure rates? e
fg 1 54% (95% Cl, 49%-59%)
01 37% (95% Cl, 32%-42%)
0 6 12 18 24 30 36 42 48 o4 60
No. at risk Months Since Randomization
Dabrafenib + trametinib 438 391 354 298 262 242 227 161 92 34 2
Placebo 432 280 219 185 168 158 147 112 63 18 1

2 Proportion of patients expected to remain relapse-free long term. PRESENTED BY GV LONG AT ESMO 2018

MUNICH mcongress
2018




Adjuvant Dabrafenib plus Trametinib PRESENTED AT ESMO 2017.
in Stage III BRAF-Mutated Melanoma

s QVERALL SURVIVAL

V. Chiarion-Sileni, ). Larkin, M. Nyakas, C. Dutriaux, A. Haydon, C. Robert,
L. Mortier, ). Schachter, D. Schadendorf, T. Lesimple, R. Plummer, R. Ji, P. Zhang,

ARSI (FIRST INTERIM ANALYSIS)

1.0 1y,97%
IR‘“-_'—:""""'—-—_ — 2y,91%
0.9 ' 3y, 86%
1y, 94%
0.8- M
2y’ 83% W‘l—t—ﬁ-‘-
° 0.7 3y, 77%
=
< 061
S
£ 0.5
2
e 04'
o
0.3 Events, Median HR
0 Group n(%) (95%Cl),mo (95% Cl)
47| Dabrafenib plus NR
g 60 (14) X 0.57
0.1 trametinib (NESR) (0.42-0.79);
- a
0.0- Placebo 93(22) (NR-NR) P =.0006
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
No. at Risk Months From Randomization
Dabrafenib plus trametinib 438 426 416 414 408 401 395 387 381 376 370 366 362 352 328 301 291 233 180 164 105 82 67 28 12 5 0 O
Placebo 432 425 415 410 401 386 378 362 346 337 328 323 308 303 284 269 252 202 164 152 94 64 51 17 7 1 0 O

2 Prespecified significance boundary (P = .000019).
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Dabrafenib Plus Trametinib Placebo

AE Category, n (%) (n = 435) (n=432)
Any AE 422 (97) 380 (88)
AEs related to study treatment 398 (91) 272 (63)
Any grade 3/4 AE 180 (41) 61 (14)
Any SAE 155 (36) 44 (10)
SAEs related to study treatment 117 (27) 17 (4)
Fatal AEs related to study drug 0
AEs leading to dose interruption /289 (66) \ 65 (15)
AEs leading to dose reduction r 167 (38) 1' 11 (3)
AEs leading to treatment discontinuation? 114 (26) 12 (3)

AE, adverse event; SAE, serious adverse event. \E/
@ Most common AEs leading to treatment discontinuation in the dabrafenib plus trametmb arm were pyrexia (9%) and chills (4%).

@ CENTRUM ONKOLOGII — INSTYTUT
IM. MARII SKLODOWSKIEJ-CURIE



Table 3. Adverse Events (Safety Population).*

Dabrafenib plus Trametinib Placebo
Adverse Event [N=435) [(N=432) >
Any Grade Grade 3 or 4 Any Grade Grade 3 or 4 %
number of patients (percent) ;
Any adverse event 422 (97) 180 (41) 380 (38) 61 (14) =
Pyrexia 273 (63) 21 (5) 47 (11) 2 (<1) =
Fatigue 204 (47) 15 (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) 41 65 (15) 1(<1)
Vomiting 122 (28) 4 (1) 43 (10) 0
Arthralgia 120 (28) 4 (1) 61 (14) 0
Rash 106 (24) 0 47 (11) 1(<1)
Cough 73 (17) 0 13 (8) 0
Myalgia 70 (18) 1 {<1) 40 (9) 0
Elevated alanine aminotransferase &7 (15) 16 (4) 6 (1) 1 {=1)
Influenza-ike illness &7 (15) 2 [=1) 29 (7) 0
Elevated aspartate aminotransferase 63 (14) 16 (4) () 1 (<1)
Pain in limb 60 (14) 2 (<1) 18 (9) 0
Asthenia 58 (13) 2 (<1) 42 (10) 1(<1)
Peripheral edema 58 (13) 1<1) 13 (4) 0
Dry skin 55 (13) 0 32(7) 0
Dermatitis acneiform 54 (12) 2 [=1}) 10 (2) 0
Constipation 51 (12) 0 27 (8) 0
Hypertension 49 (11) 25 (6) 15 (8) (2)
Decreased appetite 43 (11) 2 (<) 25 () 0
I Erythema 48 (11) 0 14 (3) 0 O
Adverse event leading to dose interrup- 229 (66) MA 65 (15) MA
tion
Adverse event leading to dose reduction 167 (38) MA 11(3) MA
Adverse event leading to discontinuation 114 (26) MA 12 (3) MA

of study regimen
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Overview of PFS outcome per stage subgroup

12.17

04.18

Study
EORTC
18071

EORTC
1325

Checkmate
238

ECOG
1609

BRIM-8

COMBI-
AD

PRESENTED AT: 2018 ASCO

ANNUAL MEETING

Design | (@
Ipi 10 mg vs.

placebo
Pembro vs.

placebo

Ipi 10 vs. nivo

Ipi 10 vs ipi 3 vs.
HD INF-a2b

Vem vs. placebo HR 0.0-NE
Dabra + trame
vs. placebo

H#ASCO1
#ASCO18

Slides are the property of the author,
permission required for reuse.

Stage - AJCC 7t Edition (All patients NED)

1A
SN >1mm,
HR 0.98

SN >1mm,
HR 0.38

SN > 1mm,
HR 0.52

SN >1mm,
HR 0.44

presenTep BY:  Olivier Michi

HR 0.75

HR 0.58

HR 0.67

HR NA

HR 0.63

HR 0.50

nc

HR 1.00, 1-3 n
HR 0.48, 24 n

HR 0.58

HR 0.65

HR NA

HR 0.8

HR 0.45

HR 0.63 M1a/b,

HR 1.0 M1c?

M1a-b,
HR NA

Data not randomized head to head, should not be
compared directly; NA, Not Available; NE, Not
Estimated; 1AJCC 8t Edition staging; 2Cl 0.37-2.66!

Presented By Olivier Michielin at 2018 ASCO Annual Meeting

O
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Adjuvant in melanoma: important data are still missing!

Efficacy data
Study Design HR RFS HR DMFS HR OS Stage lll patients from these
. trials were required to have
BORIC RULOME ¥ 0.76 0.76 0.72 complete lymph node
180711 placebo : .
dissection!
EORTC Pembro vs. .
13252 placebo 0.57 0.3 —
Checkmate . . ;
S Ipi 10 vs. nivo 0.65 0.737 How do we integrate those
_ o results in a post MSLT-2/
ECOG Ipi 10 vs ipi 3 vs. 10 DeCOG3° trial era?
1609 HD INF-a2b
0.54 (I1C-1IIB 1Eggermont, NEJM 2016; 2Eggermont
BRIM-8% Vem vs. placebo .54 (IIC-111B) NEJM 2018; 3Weber, NEJM 2017; “Maio,
0.8 (llIC) Lancet Oncol 2018; SLong, NEJM 2017;

i 6Preliminary, Eggermont, AACR 2018;
CODABl P |+ trabme 0.47 0.51 0.57 ’Exploratory; 8Faries, NEJM 2017; °Leiter,
AD Vs. placebo Lancet 2016; Time in months;

7

S Data not randomized head to head, should not
mesenreoar:. 2018 ASCQ #Asco18 presenreo sv: Olivier Michielin, MD-PhD be compared directly; NA, Not Available; NE, Not

ANNUAL MEETING Stides are the property of the author,
permission required for reuse. . e .
Estimated; 1 AJCC 8t Edition staging

Presented By Olivier Michielin at 2018 ASCO Annual Meeting



AEs comparison: EORTC 18071, Checkmate 067 & CA 184-169

Toxicity Ipilimumab Nivolumab Pembrolizumab Dabraft.en.ib +
10 mg/kg'?, data? 3 mg/kg? 200 mg34 trametinib®®
All values in % All G3-4 All G3-4 All G3-4 All G3-4
Any AE 99 55 97 25 93 32 a7 41
Any drug related AE 96 46 85 14 78 i5 91° 31
Fatigue 33 1 35 <1 37 1 47 4
Rash 29 3 20 1 16 <1 24 0
Diarrhea / colitis 46/10 10/8 24/2 2/1 19/4 k) 33/NR 1/NR
Increased AST/ALT 13/15 4/6 6/6 <1/1 NR/NR NR/NR 14/15 4/4
Pneumonitis 2 1 1 0 3 i - «
Hypophysitis 11 3 2 =] 2 1 - -
Adrenal disorder 3 1 1 <1 il <1 - -
Thyroid disorder 13 iL 20 1 21 <1 - -
Type | diabetes <1 <1 <1 0 il 1 - -

I T Ny 1 Eggermont, NEJM 2016; 2 Weber, NEJM 2017;
eresenteo gv:  Olivier Michielin, MD-PhD 3 Eggermont, NEJM 2018; * Eggermont, AACR 2018;
5 Long, NEJM 2017; ® Long, SMR 2017; NR — Not Reported
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Improvement in RFS in high risk melanoma
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WNIOSKI

* Postep w systemowym leczeniu uzupetniajgcym
czerniakow o wyzszym ryzyku to najwazniejsze
osiggniecie terapeutyczne ostatnich lat.

« Bez uzupetniajgcego Interferonu (z wyjgtkiem byc
moze grubych, owrzodziatych czerniakow)

* Bez uzupetniajgcego Ipilimumabu (by¢ moze z
wyjagtkiem niskich dawek w leczeniu skojarzonym)

 BRAFI + MEKI: poprawa RFS+DMFS+0OS w stopniu
[ll > 1Imm mikromet, doustnie

« Anty-PD-1: wygodne (w statej dawce), poprawa
wynikow rowniez w M1, OS posrednio poprzez dane
dla ipilimumabu

« Brak bezposredniego porownania BRAFI+MEKI vs a-

— D wWBRAFMTStOpTIUCIT""
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Mational . . . i
) NCCHN Guidelines Index
comprehensive NCCN Guidelines Version 2.2019 Jsucelines ndex
NCCN ﬁ:;ﬁg:k Cutaneous Melanoma Discussion
CLINICALS WORKUP® ADJUVANT TREATMENT
PATHOLOGIC STAGE
Stage llIA . Cunsi_dar ima_gingJ for Options”
(sentinel node | ——= |, :““!m;j :ﬂtﬂgmlg te . * Systemic therapy
positive) magﬁ 0 eva ua Nodal basin ¢ Preferred regimens
specific signs or symptomj ultrasound (US) & Nivolumakb®-%-¥23a See
surveillance 0 Pembrolizumab®*¥233 | _ |Follow-up
or & Dabrafenib/ {ME-10}
i Complete lymph node trametinib™-¥-82.bb
Stage lIBIC/D Imaging! for baseline staging dissection (CLND)Y for patients with BRAF
{sentinel node | — |and to evaluate specific signs VE00-activating mutation
positive) or symptoms * Observation
Stage Il
(clinically positive| —= See ME-S
node([s])

ISee Principles of Imaging—Workup (ME-D).
SBRAF mutation testing is recommended for patients with stage IIl at high risk for
recurrence for whom fulure BRAF-directed therapy may be an option.

Ses Prnciples of Molecular Testing (ME-C).

For patients with a positive SLNE who do not undergo CLND, it would be
appropriate for tha frequency of clinical exam and US surveillance to be
consistent with the two prospective randomized trials (MSLT-Il and DeCOG): at
least every 4 months during the first 2 years, then avery & monthe during years
3 through 5.

UFar patients with a positive sentinel node, two prospective randomized phase (1|
studies have demonsirated no improvement in melanoma-specific survival or
05 in patients undergoing CLND compared to thosa who undensent nodal basin
US survelllance. CLND did provide additional prognostic information as well as
improvement in regional controlfrecurrance at the expense of increasad morbidity,
including wound complications and long-term lymphedema. Factors that pradict
non-SLAN positivity include santinel node wmor burden, number of positive nodes,
and thicknessfulceration of the primary LMo
See Principles of Complete Lymph Node Dissaction (ME-G).

“The choice of adjuvant systemic treatment versus observation should take into
mnsiadefaﬂnn the patient's risk of melanoma recurrence and the risk of treatment
loxicity.

Win patients with vary-dow-rizk stage |I1A disease (non-ulcerated primary, SLN
metastasis <1 mm), the toxicity of adjuvant therapy may oubweigh the benefit.

*Mivolumab has shown a clinically significant improvement in RFS compared
to high-dose ipllimumab, but its impact on OS5 has not yet been reporied.
Pembrolizumab has shown a clinically significant improvernent in RFS compared
to placebo, but its impact on O3 has not vel been reported.

YAdjuvant dabrafenibftrameatinib and pembrolizumab are category 1 options for
patients with AJCC Tth Edition stage (1A with SLN metastasis =1 mm or slage
HIB/C dizsease. Adjuvant nivalumab is a category 1 option for patients with AJCC
Tth Edition stage |IB/C disease.

*Randomized clinical rials lesting adjuvant anti-PD-1 therapy included patients
with semtinel node-positive diseasa at high risk: those with ulcerated primary
{nivalumab, pembrolizumab) or an SLN melastasis »1 mm (pembralizumab).

a34) patients in the clinical trials studying adjuvant antl-PD-1 or adjuvant
dabrafenib/trametinib were required to underge GLMD prior 1o randomization. In
the setting of two prospective trals demonstrating that CLND has no impact on
DSS or OS, it is unclear whether CLMND should be a factor in the decision 1o use
either adjuvant therapy in santinel node-positive patients.

b The randomized dinleal trial testing adjuvant dabrafenibirametinib combination
therapy for patients with BRAF VE00EK mutation included patients with sentinal
node-positive disease al high risk: those with ulcerated primary and'or SLN

e e
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Frinks by Fior Fufiosl os M5 IVE019 B354 AL For parsonal us ony. Mol approved lor divisbulion. Copyighl 8 2019 Falional Comprahassies Canoss Retwerk, inc., 4 Righis Fasesvd.
Mational
Comprenensive NCCN Guidelines Version 2.2019 HCCH Shuklalnas Inde
il Cancer
i Cutaneous Melanoma Discussion =
o
CLINICALF WORKUP® PRIMARY TREATMENT ADJUVANT TREATMENT =
PATHOLOGIC STAGE g
Lecoregional option: =
= Consider RT to nodal basin in
selected high-risk patients based
on lecation, size, and number of
« Core biopay or FHA invalved nodes, gross andlor
preferrad ifiauihh if histologie extracapsular
neadle biopsy is not Wide exciaion of extension®™ e (category 2B)
primary
Stage Ml posasible, incisional or wmer (category 1)
jclinically positive |—= | excizional biopsy is | com therapeuti == | andior
e acceptable o See
noselsD  Imaging for baseline tymph node dissection™ | | systemic options:* ~|Follow-up
ant;ghg and to evaluate * Preferred regimens (ME-10}
specific signs or symploms * Nivo (category 1)
¢ Pembrolizumab® (category 1)
¢ Dabrafenibirametinib for patients
with BRAF Vild-activating
mutation (category 1)
or
Observation”
IZes Prncples of imaging=\orkup (ME-0).
Noep O i aacal Margins for Wid pEon of Fnmiry Meanoms (-
SERAF mutation e & recommended for patients with e |1l at high risk for recurrence for whom future BRAF-directed therapy may be an aopSion.
See Prnciples of Molecular Testing {ME-Cl.
“The choioe of adjuvant sysiemic feabment versus observation should take inbo consideration the patient’s sk of melanoma recurnence and the risk of reatment baxicity.
“Hrolumab has shawn a dinically significant mprovement in BFS compared ta high-dose ipilmumab, bul its impact on O has not yel been reported. Pembrolisumab
has shown a dircally Sgnificant improvement in RFS companed o placebao, bul its impact on 03 has nol yel been reporied.
“in patierts with borderine reseciable ymphadenopathy or very high risk of recurence afier lymphadeneciomy, consider a clinical rial of nesadjuvant sysiemic theragy.
'”F-:ll.rdrl radal basin BT is associsled with reduced lymph node field recurence bul has shown no imgravement in RFE ar 02, ks benefils must be weighed against
patential iosicilies such &= mphedema (Bnb) or crophanmpeal complicaions. The impad of these polential loxicities should be considensd in the context of alher
adjuvant frestment oplions,
iSee Principles of Radiation Therapy for Melanoma (ME-H]. —
Mate: Al retommand e are cabagory 14 onless olthereise mdlcabed.
Clisdal Tridks: RECH balivas Sl the Bad! manigemaent of iy palan with casser is in & chnical al Paricipaen in clistal irials s espaciilly antouniged.
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Cost-effectiveness of pembrolizumab for the
adjuvant treatment of resected high-risk stage IlI
melanoma in the United States

Arielle G. Bensimon, Zheng-Yi Zhou, Madeline Jenkins, Yan Song, Wei Gao,
James Signorovitch, Clemens Krepler, Frank Xiaoqing Liu, Jingshu Wang &
Raquel Aguiar-lbafiez

Results: Over a lifetime horizon, adjuvant pembrolizumab and observation'were associated with total
QALYs of 9.24 and 5.95, total life-years of 10.54 and 7.15, and total casts of 5489,820 and 5440,431,
respectively. The resulting incremental cost-effectiveness ratios (l0ERs)for pembrolizumab versus
observation were 515,009/QALY and 514,550/life-year. Across the range of input values and
assumptions tested in deterministic sensitivity analyses, pembralizamab ranged from being a dominant
strategy to having an ICER of $57,449/QALY versus obseration. The ICER was below a willingness-to-pay
threshold of $100,000/QALY in 90.2% of probabilistic simulations.

Limitations: Long-term extrapolation of outcomes was based on interim results from KEYNOTE-054 with
a median follow-up of 15 months.

Conclusions: Based on common willingness-to-pay benchmarks, pembrolizumab is highly cost-effective
compared with observation alone forthe adjuvant treatment of completely resected stage |ll melanoma

in the US.
WhITINWVIVI VITNVLWVJIILL 1nmJii1i1vi
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Rada Przejrzystosci
dzialajaca przy
Prezesie Agencji Oceny Technologii Medycznych i Taryfikacji

Opinia Rady Przejrzystosci
nr 56/2019 z dnia 5 marca 2019 roku
w sprawie oceny zasadnosci finansowania ze Srodkéw publicznych,
w ramach ratunkowego dostepu do technologii lekowych, lekow
Tafinlar (dabrafenib) i Mekinist (trametynib) we wskazaniu: czerniak
skdry z obecnoscig mutacji BRAF V600 w stopniu zaawansowania 1l
po radykalnej resekcji (ICD-10: C43)

Rada Przejrzystosci uznaje za zasadne finansowanie ze srodkow publicznych,
w ramach ratunkowego dostepu do technologii lekowych, lekow Tafinlar
(dabrafenib) i Mekinist (trametynib) we wskazaniu: czerniak skéry z obecnoscig
mutacji BRAF V600 w stopniu zaawansowania Il po radykalnej resekeji (ICD-10:
c43).

Agencja Oceny Technologii Medycznych i Taryfikacji

www.aotmit.gov.pl

Opinia nr 17/2019
z dnia 7 marca 2019 r.
Agencji Oceny Technologii Medycznych i Taryfikacji
w sprawie zasadnosci finansowania ze srodkéw publicznych leku
Opdivo (niwolumab) we wskazaniu: czerniak skory w Il stopniu
zaawansowania (ICD10: C43) po radykalnej resekgji, leczenie

uzupetniajgce, w ramach ratunkowego dostepu do technologii
lekowych

Agencja Oceny Technologii Medycznych i Taryfikacji, biorac pod uwage kryteria, o ktérych
mowa w art. 12 pkt 3-6 oraz pkt 8-10 ustawy z dnia 12 maja 2011 roku o refundacji lekéw,
srodkdw spozywezych specjalnego przeznaczenia fywieniowego oraz wyrobdw medycznych
(Dz.U.z 2017 poz. 1844 z pdin. zm.) opiniuje pozytywnie zasadnoséc finansowania ze Srodkdw
publicznych leku Opdivo (niwolumab) we wskazaniu: czerniak skéry w 1l stopniu
zaawansowania (ICD10: C43) po radykalnej resekeji, leczenie uzupetniajace, wramach
ratunkowego dostepu do technologii lekowych.

Rada Przejrzystosci
dziatajgca przy
Prezesie Agencji Oceny Technologii Medycznych i Taryfikacji
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Opinia Rady Przejrzystosci
nr 58/2019 z dnia 5 marca 2019 roku

w sprawie oceny zasadnosci finansowania ze srodkow publicznych,

w ramach ratunkowego dostepu do technologii lekowych,
leku Opdivo (niwolumab) we wskazaniu: czerniak

w |l stadium zaawansowania po catkowitej resekcji (ICD-10 C43),

leczenie uzupetniajace

Rada Przejrzystosci uznaje za zasadne finansowanie ze srodkow publicznych,
wramach raotunkowego dostepu do technologii lekowych, leku Opdivo
(niwolumab) we wskozaniu: czerniok w [l stadium zoowansowania
po catkowitef resekcji (ICD-10 C43), leczenie uzupefniajgce.
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* Wedtug zalecen dot. leczenia zaawansowanego czerniaka:
* Europejskiej Organizacji Onkologicznej — ECCO,
* Krajowego Konsultanta w dziedzinie chirurgii onkologicznej,

WWW.COI.PL

* Polskiego Towarzystwa Chirurgii Onkologiczne;.

* Leczenie zaawansowanego (stopien Il i IV) czerniaka powinno byc¢:
* prowadzone przez wielodyscyplinarny zespot doswiadczonych specjalistow (MTD),

* w osrodkach z petnym dostepem do diagnostyki (w tym obowigzkowa ocena BRAF),
* z dostepem do kompleksowego leczenia, czyli:

 chirurgii,

* immunoterapii: anty-PD-1; anty-CTLA-4,

* terapii celowanej inhibitorami BRAF/MEK,
* radioterapii,

e chemioterapii.

* Preferowany dostep do badan klinicznych

W Polsce zalecenia dot. leczenia zaawansowanego
czerniaka spetnia 20 oérodkéw!
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e 20 oSrodkow

* Mapka z danymi adresowymi oSrodkdw na stronie:
http://www.akademiaczerniaka.pl/lista-osrodkow/mapa-osrodkow/
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ECCO essential requirements for quality cancer care: Melanoma

Michel W. Wouters®, Olivier Michielin®, Esther Bastiaannet®, Marc Beishon®, Orlando Catalano®,
Veronique del Marmol’, Roberto Delgado-Bolton?, Rémi Dendale”, Maria Die Trill’,

Andrea Ferrari', Ana-Maria Forsea”“, Hannelore Kreckel', Jozsef Lovey™, Gre Luyten”,

Daniela Massi”, Peter Mohr”, Simon Oberst®, Philippe Pereira’, Joao Paulo Paiva Prata’,

Piotr Rutkowski', Tiina Saarto", Sapna Sheth", Gilly Spurrier-Bernard"™. Meri-Sisko Vuoristo®.
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3.3. The MDT — advanced melanoma

Treatment strategies for all advanced melanoma patients must be
decided on, planned and delivered as a result of consensus among a
core MDT that comprises the most appropriate members for the parti-
cular diagnosis and stage of cancer, patient characteristics and pre-
ferences, and with input from the extended community of professionals.
The heart of this decision-making process is normally a weekly or more
frequent MDT meeting where all cases are discussed with the objective
of balancing the recommendations of clinical guidelines with the needs
of the individual melanoma patient.

To properly treat melanoma, it is essential that the core MDT
comprises health professionals from the following disciplines:

* Dermatology

e Pathology

# Radiology

® Nuclear medicine

® Surgery/surgical oncology

# Medical oncology

® Radiation oncology

® [nterventional radiology

® Ophthalmology (for uveal melanoma)

e Nursing.
This core MDT meets to discuss:

o All advanced cases after diagnosis and staging to decide on optimal
reatment

® Patients with advanced disease to decide on further treatment and
follow-up

®* Patients with a recurrence during follow-up, or where changes to
treatment programmes are indicated and have multidisciplinary
relevance and/or planned deviations from clinical practice guide-
lines.
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4.2.1. Audit of outcomes

Data measured and collected varies among countries but it is re-
commended that these outcome metrics are systematically measured
and collected for audit:

* % of patients discussed in the MDT prior to treatment

# % of patients discussed in the MDT after (surgical) treatment

* Proportion of patients according to clinical stage at time of diagnosis

* Proportion of patients receiving treatment with curative and pal-
liative intent

# Volume of specific curative procedures, such as the number of pa-
tients treated with ilio-inguinal lymph node dissection, ILP, targeted
therapies and immunotherapy

» Complications and toxicities

® In-hospital mortality

# 1 and 5-year overall survival rate

o Adherence to MDT recommendations.

ONKOLOGII - INSTYTUT
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ZALECENIA
KONSULTANTA KRAJOWEGO W DZIEDZINIE CHIRURGII ONKOLOGICZNEJ
ORAZ
POLSKIEGO TOWARZYSTWA CHIRURGII ONKOLOGICZNE)J
W ZAKRESIE DIAGNOSTYKI | LECZENIA CHORYCH
NA CZERNIAKI
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REKOMENDACJE OGOLNE

Zaleca sie aby chorzy na czerniaka byli leczeni wytgcznie w specjalistycznych osrodkach
referencyjnych lub w jednostkach z duzym doswiadczeniem w ktérych jest leczonych
minimum 50 chorych na czerniaka rocznie. Leczenie chorych na czerniaka powinien
prowadzi¢ specjalista chirurgii onkologicznej. Leczenie chorych na czerniaka ma charakter

wielodyscyplinarny. ORGANIZACYINE

Pracownie histopatologiczng w miejscu;

Zaktad medycyny nuklearnej w miejscu;

Zaktad radioterapii w miejscu lub umowa z osrodkiem zewnetrznym;

Mozliwos¢ wykonania dermatoskopii i badania USG w miejscu;

Mozliwos¢ wykonania procedury biopsji wezta wartowniczego w miejscu oraz jego

oceny histopatologicznej;

-] Mozliwos¢ wykonania scyntygrafii, TK, PET-TK w miejscu lub na podstawie umowy N

z osrodkiem zewnetrznym.
Mozliwos¢ wykonania oznaczenia mutacji BRAF w miejscu lub na podstawie
umowy z osrodkiem zewnetrznym.



Czerniaki - leczenie

Diagnostyka wstepna (kliniczna i dermatoskopowa ocena zmian skérnych) —
+ Dermatolog w rejonie
+ Chirurg (onkolog) w rejonie

WWW.COI.PL
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Klasyfikacja DIAGNOSTYKA LECZENIE GDZIE?

Zaawansowania

klinicznego

T BIOPSJA WYCINAJACA . RADYKALNE WYCIECIE  Chirurg/chirurg
onkolog w rejonie
l (Patolog!)

BIOPSIA WEZLA LIMFADENEKTOMIA Regionalny osrodek
WARTOWNICZEGO — » LECZENIE onkologiczny
BIOPSIA CIENKOIGEOWA UZUPEENIAJACE

BADANIA MOLEKULARNE

Programy lekowe Osrodki krajowe, _______
M BADNIA OBRAZOWE ~ " (immunoterapia, specjalizujace si¢ w

Badania kliniczne (4 -5 os$rodkow?)
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Podziekowania

Klinika Nowotworow Tkanek Miekkich,
Kosci i Czerniakow

Piotr Rutkowski

Chirurgia

Wirginiusz Dziewirski
Andrzej Pienkowski
Maciej Satamacha
Tomasz Goryn
Marcin Zdzienicki
Beata Mitrega-Korab
Iwona Kalinowska
Jacek Skoczylas
Marcin Napierata
Bartosz Szostakowski

Onkologia Kkliniczna
Stawomir Falkowski
Tomasz Switaj

Anna Klimczak

Pawet Rogala

Monika Dudzisz-Sledz
Hanna Kosefa-Paterczyk
Joanna Placzke
Pawet Teterycz

Iwona tugowska
Anna Mariuk-Jarema

Paulina Jagodzinska-Mucha

Katarzyna Kozak
Karolina Sosnowska
Pawet Sobczuk

Radioterapia
Tadeusz Morysinski

Aneta Borkowska
Mateusz Spatek
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