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High-Risk Patients:

Higher recurrence rate and relatively poor survival

Balch CM, et al. J Clin Oncol. 2009;27:6199-6206.



AQOBaAHTHATA TepanuA

Nnpuiara ce cnepj nposeneHo pagukarHo sie4eHne

noKasaHa npu NauyeHTn C NOBULLEH PUCK OT pa3BUTNE Ha
peunamB UNn JanevyHn Metacta3n Ha 3abonsBaHeTo

LeNn Aa npenorspaTtn nodBata Ha peungmB Uin garneyHu
MeTacTa3n Ha 3abonsiBaHeTo UnNu ako ToBa He e
Bb3MOXHO - ia YO bJIXHU CBO6OD,HI/IFI OT peunagmnB NHTEpPBAJl

Npu nNauneHTn ¢ KoXxXeH MeJiaHOM Ce lpernopbyBa KaTo
TepaneBTUYHa Bb3MOXHOCT npu nauneHTn B ctaaum lIB-111C



AOOBAaHTHA XMMUOTepanuAa

O6wwo 8 paHAOMU3UPAHU KIMHUYHM NpoyuBaHUA (dacarbazin,
methyl-CCNU, vindesin) - 6e3 non3u 3a aatoBaHTHATA
XxMmmotepanmais

MeTa-aHanuns, (CCOPGI - 7 paHaoMM3MpPaHM NpoyyBaHus) - b6e3
3HaYMMa pPas/IMKa Mo OTHOLIEHMEe Ha YeCcToTaTa Ha CMbPTHOCTTA
cnep 3 roanHu HabatoaeHmne (HR 0.94; 95 % Cl 0.84-1.06; p =
0.3). 28

CnepoBaTeniHO, HATO egHa a4loBaHTHATa XMMMOTEpPannuAa gocera
He e AOoKa3ana Nnos3u OT NPUNOKEHMETO N NPU NALUEHTU C
KOXeH Me/laHOM

AAIOBaHTHA XMMMoTepanua He Tpabsa Aa ce
npunara npm BUCOKOPUCKOBU MNALUEHTU C KOXKEH

Mme1laHOM

1)Hill GJ. Cancer 1981; 47: 2556—62. 2)Veronesi U. N Engl J Med 1982; 307: 913—6. 3)Lejeune F. Eur J Cancer Clin Oncol
1988; 24: 81-90. 4)Quirt IC. Can Med Assoc J 1983; 128: 929-33. 5)Fisher RI. Surg Clin North Am 1981; 61: 1267—77.
6)Hansson J. Am J Clin Oncol 1985; 8: 47-50. 7)Karakousis C. Eur J Cancer 1993; 29A: 1831-5. 8)Karakousis CP. J Surg Oncol
1987; 36: 235-8.



AntoBaHTHa Tepanua ¢ levamisol

O6Lw0 4 paHOOMU3UPAHN KITMHUYHM NPOYYBaHUS:

> Tpwu nnauebo-KoHTponupaHu - 6e3 KNMHNUYHM NON3Kn No
OTHOLUeHMe Ha cBoboaHaTa oT 3abongaBsaHe un ooLa
NPEeXNBAEMOCT '+

» EpHo Hennauebo-koHTponupaHo (levamisol vs. levamisol
+BCG vs. BCG vs. HabntoaeHue) - Chea, 5 roamMHo
npocneanaBaHe Ha NauueHTuTe e 6Mna yctaHoBEHA CUTHUDUKAHTHA
non3a 3a 135 naymeHTn B pamoTo ¢ levamisole no oTHoLweHne Ha
obuarta npexkmnsaemocTt (74 % vs. 62 %; p = 0.0268).3

» MeTa-aHann3bT Ha 5-roauHnTe JaHHU 33 NPEXKUBAEMOCTTa OT 4-
Te NPOoy4YBaHMA He NOKa3BaT 3HAa4YMMa Nosi3a 3a levamisole no
OTHOLWEHMEe Ha pucka oT cmbpT (RR 0.94 [95 % CI 0.75-1.20; p =
0.6]).4

AatoBaHTHa Tepanua ¢ levamisol He ce npenopbyBa

NP BUCOKOPUCKOBU NMNaUUEHTU C KOKEH MEJIAHOM

1)Spitler LE.N Engl J Med 1980; 303: 1143-7. 2) Loutfi A. Clin Invest Med 1987; 10: 325-8. 3) Quirt IC. J Clin Oncol 1991; 9: 729-35.
4)Petrella T. Melanoma Disease Site Group. Systemic Adjuvant Therapy for Patients at High Risk for Recurrent Melanoma: Updated
Guideline Recommendations 2009. Cancer Care Ontario Evidence-Based Series No.: 8—1,Version 3. 2009, 2009.



AOIOBAHTHA TepanuA C BAKCUHMU

O6uo 4 paHaOOMU3MPaHN KINUHUYHW NPOYYBaAHUS:

» u3cnenBaHu BCG-BaKCMHA, aOr€HHU METaHOMHMU BaKCUHM,
BaKcuHa ¢ ganglioside GM2-KLH21 v ap.

» B HUTO €4HO OT NPOyYBaHMATA He ce YCTaHOBABAT 3HAYNUMM
NoAn3u1 No OTHOLWEeHUe Ha cBoboaHaTa oT 3abonasaHe 1 obLa
NPeKMBAEMOCT

AAIOBaAHTHA TEepannAa C BAKCNHU HE € NMOKa3adHad

NP BUCOKOPUCKOBU NMaUUEHTU C KOKEH Me/IdHOM

1)Hersey P. J Clin Oncol 2002; 20: 4181-90. 2)Sosman JA. J Clin Oncol 2002; 20: 2067-75. 3)Morton DL. ASCO Meeting
2007; (Abstract) 25: 8508. 4)Kirkwood JM. J Clin Oncol 2001; 19: 2370-80. 5)Eggermont AM. J Clin Oncol (Meeting
Abstracts) 2008; 26: 9004. 6)Bystryn JC. Clin Cancer Res 2001; 7: 1882-7. 7)Wallack MK. Ann Surg Oncol 1996; 3: 110—
7. 8)Wallack MK. Ann Surg 1997; 226: 198-206. 9)Morton DL. ASCO Meeting 2007; (Abstract) 25: 8508. 10)Kirkwood
JM. J Clin Oncol 2001; 19: 2370-80. 11)Eggermont AM. J Clin Oncol (Meeting Abstracts) 2008; 26: 9004.



ANOBaHTHA N30AMpPaHa nepdpy3ma Ha
KPaUHUK

N3onnpaHa nepdy3na Ha KPanHUK C LMTOCTAaTULM, HAN-YECTO
NpoBeXAaHa C XMnepTepmma nma ase pasanyHmn MHANKALUNN:
v'B a/ll0BaHTEH acneKT c/ief, eKCLM3MA Ha YMepPeHo A0 BUCOKO-
PUCKOB KOXeH Me/laHOM
v'Npy Hepe3eKTabuaHM caTeNUTHU UK in-transit meTacTasm

-— -« Warmed blood
with oxygen and

chemotherapy

drugs added

A Oxygen

Leg bandaged
with temperature
sensor in place

Cancer Research UK



‘ﬁ)” Af0BaHTHA U30/IMpaHa nepdysmna Ha KpamHUK

MpoBeaeHn 2 paHAOMU3UPAHU KIMHUYHU NPOYYBAHUSA:

[Mvpso npoy4ysaHe

» NauMeHTU, NoNy4YaBalln perMoHanHa IMmdHa AUCeKLUA B KOMBUHaLMSA C
xuneptepmumyHa (nposexagaHa npu 42°C) nsonnpaHa nepdysms Ha
KpanHuKa ¢ melphalan, cnpamo naymMeHTn ¢ WMPOKa eKcumn3nsa Ha
NbPBUYHUA TYMOP, NOCAe[BaHA OT permoHanHa AnmeHa gncekumsa

» HabpaHu 107 naumeHTa

A\

cpeaeH nepuop Ha HabntoaeHue ot 5 roanHn n 11 meceua

» npoy4yBaHeTo e 6110 NpeycTaHOBEHO, NOPAAN HAIMYMETO Ha 26 peuunamBa

B KOHTPOJIHOTO Pamo, HO camo 6 B pamoTo ¢ nepdy3una Ha KpaltHUKa (p
<0.001)

» pPeTpoCcneKTUBEH NOArpPynoB aHaAM3 € NOoKa3aa 3HauYMMM Pa3/INKKU Mo
OTHOLWeEeHMe Ha cBobogHaTa OT peunamB NPEKMBAEMOCT, 0cobeHOo npu
NbPBUYHU TYyMOpU Cc aebenmHa Haa 3 mm [4/28 peumamsa (14.3 %) B
rpynaTa ¢ nepoysum cnpamo 16/29 (55.2 %) B8 KoHTpoAHaTa rpyna]

» QaBTOpPWUTE OTYMTAT NO/3a OT aA0BAHTHATA XMUNEPTEPMMUYHA N30AMpPaHa
nepdy3na Ha KpanHUKa ¢ melphalan B cpaBHeHWe CbC CTaHAAPTHOTO
onepaTuBHO nevyeHue. 12

1)Ghussen F. Ann Surg 1984; 200: 764—-8. 2)Ghussen F. World J Surg 1989; 13: 598-602.



AAOBaHTHA M30MpaHa nepdys3una Ha KPaUHUK

Bmopo npoyysaHe

» NaUMEHTU C LUMPOKA EKCLM3MA Ha MbPBUYHUA TYMOP, CNPAMO NaLMUEHTU C LUMPOKA eKCLm3nA
Ha Tymopa B KOMBUHaLMA C aatoBaHTHa xuneptTepmuyHa nepdysma Ha KpaHuKa ¢ melphalan

» cpefHa Bb3pacT Ha nauuneHTute - 50 roamHun, 68% keHn n 79% OT KOXKHUTE MeNaHOMMU Ca
61U NOKaNU3UPaAHU Ha AONHUTE KPaMHULM

A\

TYymop ¢ AbnboynHa >3 MM - npu 47% oT nauneHTuTe

Y

cpefeH nepuos Ha HabnaeHue - 6.4 roanHu

Y

aHaNMU3 Ha pe3ynTaTuTe - TeHAEeHUMA (CTaTUCTUYECKN HE3HAYMMA) KbM YA b/XKaBaHe Ha
cBoboaHaTa OT 3ab0nABaHE NPEKUBAEMOCT, C NO-Manbk bpon in-transit metacrasum (3.3
CcnpAmo 6.6 %), U meTacTasu B permoHanHuTe IMMeHM Bb3nK (12.6 cnpamo 16.7 %)

» 6e3 pasnuKku B UHTEpBana A0 Pa3BUTUE Ha AaNeYHM MEeTacTasu 1 No OTHOLLEeHKe Ha obuaTta
npexmBaemocT

> CTPaHU4YHUTE ABZIEHUA - NO-U3Pa3eHn Npu NnauneHTuTe C aAoBaHTHa nep¢y3m| Ha KpaﬁHMKa
CrnpAamo T1e3n Camo C XMPYyprm4Ho snevyeHune

» aBTOpMTE 3aKNk4aBarT, Yye npodunakTMyHaTa nsonnpaHa nepdysma Ha KpaHuKa ¢ melphalan
He TpAbBa Aa ce NpenopbyBa KaTo CTaHAAPTHA Tepanua Ha NALMEeHTU C BUCOKO-PUCKOB

NbPBUYEH KOXKEH METAHOM Ha KpalHuuuMTe. B Hat-ao6pus cnydan, NnpoBeXKAaHeTo Ha ToBa
NleyeHne MoXe Aa aosee A0 No-A06bp I0KaNeH TYMOPEH KOHTPO/, HO IMNCBAT NOA3M NO

OTHOWEeHUe yabNXKaBaHe Ha CBO60,D,HaTa oT 3abonsBaHe U o6m,a npexmeaemocTt

AAloBaHTHA U30aMpaHa nepdy3nAa Ha KPAaNHUK He

ce npenopbyBa KaToO CTaHAOAPTHO J1IeHEHUE

Koops HS. J Clin Oncol 1998; 16: 2906-12.



LDl alfa for High-Risk Melanoma

WHO-16l1] I 444 3 MU SC 3 0S, RFS
TIW (P = NS)

UKCCCR!! 1B, I 674 3 MU
SCTIW

ECOG-1690!3! (HDI vs 1B, Il 642 3 MUSC 2 OS, RFS
LDI vs observation) TIW (P =NS)

1. Cascinelli N, et al. Lancet. 2001;358:866-869. 2. Hancock BW, et al. J Clin Oncol. 2004;22:53-61. 3. Kirkwood
JM, et al. Clin Cancer Res. 2004;10:1670-1677.



HDI alfa-2b Trials for AJCC Stage II1B/
1l Melanoma

Study Eligibility N Treatment Agent/Dosage/ Effect on
Duration RFS OS
ECOG T4, N1 28 IFN alfa-2b 20 MU/m?/day IV x 1 + +
1684I1] 7 mo
t16.9-12.6
10 MU/M2SC TIW x 11 mos s
ECOG T4, N1 64 IFN alfa-2b 20 MU/m?/day IV x 1 + —
1690(2] 2 mo
t4.3-6.6
10 MU/M2SC TIW x 11 mosvs - rs
3 MU/day SC TIW x 2 yrs
ECOG T4, N1 88 IFN alfa-2b 20 MU/m?/day IV x 1 + +
1694[3] 0 mo
t1.3-2.1
10 MU/M2SC TIW x 11 mosvs s
GMK vaccine x 96 wks
neols T TANT 262 ieNalfa-2a 20 MUMZIday M = -
837052 TIW x 3 mos at ~7 yrs

1. Kirkwood JM, et al. J Clin Oncol. 1996;14:7-17. 2. Kirkwood JM, et al. J Clin Oncol. 2000;18:2444-2458. 3. Kirkwood
JM, et al. J Clin Oncol. 2001;19:1430-1436. 4. Creagan ET, et al. J Clin Oncol. 1996;13:2776-2783.



3 Meta-analyses of All Trials of IFN-alfa
Confirm RFS, OS Impact

Meta-analysis RCT, n RFS (015 Comment
lves!'] 18 + -+ Did not include E1694
1 benefit with 1 IFN dose
Wheatleyl?! 13 + + OS translates into
OR: 0.87 OR: 0.9 absolute benefit of 3%
(95% CI: (95% CI: (Cl: 1% to 5%) at 5 yrs
0.81-0.93; P=. 0.84-0.97; P=.
00006) 008)
Mocellin®! 14 + + 18% risk reduction in DFS
HR: 0.82 HR: 0.89 (95% 11% risk reduction in OS
(95% CI: Cl: 0.83-0.96;
0.77-0.87; P<. P =.002)
001)

1. Ives NJ, et al. J Clin Oncol. 2007;25:5426-5434. 2. Wheatley K, et al. ASCO 2007. Abstract 8526. 3. Mocellin S, et
al. J Natl Cancer Inst. 2010;102:493-501.



v’ Interferon alfa-2b e eayHcTBEHUA
TepaneBTUYEH areHT, o406peH 3a
aIl0OBaHTHO NPUIOXKEHWE NPU NALUEHTU C
KOXEeH MeJIaHOM C BUCOK PUCK OT peLmnams
M JanevyHun meTacTasu

[MpenopbyBa ce NPUNOKEHNE HA BUCOKMU
no3un Interferon alfa-2b 8 npoabaxKeHme Ha
1 roguHa unu nernnmpad interferon B
npoabaXeHne Ha 5 rognuHu




AAtOBaHTHA BuoxmmmoTtepanus
MpoyuyBaHe SO008(SWOG):

3 Kypca cisplatin, vinblastine,

dacarbazine, B KombuHauma c

HUCKU 403U MHTEPNEBKUH-2 U
MHTepdepoH anda

52-cegMnYeEH peXum Ha

BUCOKM 403N MHTEPPEPOH
anda

cpeaeH nepuog Ha HabatogeHne — 6 roamHK

CUTHUPUKAHTHO NoaobpeHmne Ha ceoboaHaTa OT peunans
NpeXmnBAemMocCT 3a bMoxmmmoTepanmnAaTa B CPaBHEHME C
BMCOKOA030BUA pexXnm (cpeaHo, 4 rognHun cnpamo 1.9 roanHm),
JINNCa Ha NoaobpeHme nNo oTHoLEHWE Ha oblaTa NPeKMBAEMOCT
NO-BMCOKA TOKCMYHOCT Il n IV cteneH B pamoTo ¢ buoxmmmnortepanms,
CMPAMO TOBa C BUCOKM 403U (76% cnpamo 64%).

AAIOBaHTHATA 6MOXVIMVIOTepaI'IVIF| He € CTaHAaPTHO

neyvyeHume npm BUCOKO-pUCKOBU NAUMNEHTUN C KOXHKEH
MeN1aHOM

Flaherty LE, Moon J, Atkins MB, et al. J Clin Oncol.2012;30(suppl; abstr 8504)



AAtOBaHTHA Tepanua ¢ Bevacizumab

A AVASTA

Adjuvant aVAStin Trial
in high risk Melanoma

MynTULEHTPNYHO, OTBOPEHO,
paHOOMU3NPAHO, KOHTPOSIMPAHO,
doasza lll KnMHM4YHO NpoyyBaHe
(48 ueHTbpa — UK)

Bevacizumab 7.5 mr/Kr/npes

1343 naumeHTn ¢ 3 ceamuup/3a 1 roamHa

peseunpaH KoxKeH
Me/IaHOM B CTaguu
-1l

HabnopexHue

Corrie P.G. et al. Adjuvant bevacizumab in patients with melanoma at high risk of recurrence (AVAST-M): preplanned
interim results from a multicenter, open-label, randomised controlled phase Il study. Lancet 2014; 15;6:620-630
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AAtOBaHTHA Tepanua ¢ Bevacizumab

MexxOouHHU pe3yrmamu:

v cpefeH nepuopn Ha HabnioaeHue - 25 meceua

v’ 3Ha4YMMO yabimKaBaHe Ha cBOOOAHUS OT 3abonsiBaHe
nHtepsan (HR = 0.83; 95% CI, 0.70-0.98; P = .03)

v/ CcpaBHUMW pe3ynTaTi No OTHOLLEHME Ha obLia
npexumnesiemocT (HR = 0.97, 95% ClI, 0.78-1.22; P = .76)

v pesyntatuTte Ha MeXAWUHHUSA aHanu3 U3nckKBaT no-
NPOABIMKUTENHO HabNoAeHNe Ha NauMeHTUTe, 3a OLeHKa
Ha MUMHUMarHaTa nonsa rno oTHoLleHWe Ha cBoboagHaTta oT
3abonsBaHe NPexnuBAEeMOoCT, KaKTO U OLieHKa Ha
OCHOBHAaTa Lien Ha nNpoy4BaHeTo — obLaTa NpeXXMBAeMocCT

Corrie P.G. et al. Adjuvant bevacizumab in patients with melanoma at high risk of recurrence (AVAST-M):

preglanned interim results from a multicenter, open-label, randomised controlled phase Il study. Lancet 2014;
15;6:620-630
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AAIOBAHTHA Tepanua cned pagmKanHo
OTCTPAHEH peunams Nan MeTacTasu B
PErMOHAIHU NMMPHN Bb3U

[MauMeHTH c OTCTPaHEeH NOKaNeH peunuams Uav peuuams B
PerMoHanHn NMMMPHMN Bb3NU NoanexaT Ha:

» BKJ/IIOYBAHE B KJIMHUYHO NpoyYBaHe
» HabnwaeHue

» aftoBaHTHO neveHue c IFNa-2b nau nermnmpan IFNa-2b,
aKo He ca buaun TpeTnpaHu NpeaBapuUTENIHO



EORTC 18071: Adjuvant Ipilimumab vs
Placebo for Resected Stage Ill Disease

Stratified by stage (llla vs IlIb vs lllc with 1-3 positive LN vs lllc with = 4
positive LN), region (North America, Europe, Australia)

Ipilimumab 10 mg/kg 3w x 4
then g12w for up to 3 yrs
Patients with high-risk, (n=475)
completely resected stage Il

f melanoma and ECOG PS 0/1
(N = 951) \

Placebo q3w x 4
then q12w for up to 3 yrs
(n=476)

Primary endpoint: RFS per IRC (time to local, regional, distant metastasis, or death)

Secondary endpoints: OS, DMFS, AE profile, health-related QoL

Eggermont A, et al. ASCO 2014. LBAS008



Placebo

Median: 17.1 mos

Events/patients
HR (95% CI)*
Log-rank P value*
2-yr RFS rate, %

Median: 26.1 mos 3.yt RFS rate, %!

\ -.v - -
S . H==Ghoo e

- Ipilimumab 10 mg/kg

234/475

0.75 (0.64-0.90)
0013

91.5
46.5

*Stratified by stage.
TData are not yet mature.

Adjuvant Ipilimumab vs Placebo for
Resected Stage Ill Disease: RFS

,,-f'/ O T
’ 0 12
. Patients

S “_atRisk,n O N
JIpilimumab 234 475 276
Placebo 294 476 260

Eggermont A, et al. ASCO 2014. LBA9008.

24 36
Mos

205 67

193 62

48

60

(N e)



Adj. Ipilimumab vs Placebo for Resected
Stage Ill Disease: RFS by Subgroup

7o
,0\ 4

Events/Patients HR (CI¥)
Ipilimumab Placebo (Ipilimumab : Placebo)

AJCC 2002 (CRF) .
Stage IlIA 34/98 36/88 I 0.91 (0.49-1.68)
N \ Stage 11IB 99/213 121/207 —1iH 0.77 (0.54-1.08)
Stage IIIC 101/164 137/181 0.73 (0.52-1.02)
./\‘ Type of LN+ .:
‘ Microscopic  83/210 108/193 | 0.68 (0.47-0.99)
Macroscopic  151/265 186/283 : 0.83 (0.63-1.10)
‘  Ulceration i
No 116/257 131/244 : 0.84 (0.61-1.17)
Yes 106/197 146/203 _._ 0.67 (0.48-0.93)
Unknown 12/21 17/29 [ 1.08 (0.40-2.87)
N TR 0.76 (0.64-0.91)

*95% CI for total, 99% CI elsewhere.

TUnstratified analysis.

Eggermont A, et al. ASCO 2014. LBA9008.

0.25 0.5 1.0 2.0 4.0

Ipilimumab | Placebo
better  better

Treatment effect P < .01



Adjuvant Ipilimumab vs Placebo for
Resected Stage Ill Disease: irAEs

Patients, %

Ipilimumab (n = 471) Placebo (n = 474)

All Grades Grade 3 Grade 4 All Grades Grade 3 Grade 4

Any irAE 90.4 36.5 5.5 38.6 2.3 0.2

Dermatologic

Rash 34.4 1.3 0] 11.0 0]
Gastrointestinal 46.3 14.9 1.1 17.7 0.6 0.2
Diarrhea 41.4 9.6 0 16.7 0.4 0
Colitis* 15.9 6.8 0.8 1.3 0.2 0
Endocrine 0]
Hypophysitis 0
Hypothyroidism . . . 0]
Hepatic 25.1 7.9 2.8 4.4 0.2 0
LFT increase 19.7 3.8 1.5 4.0 0 0
Neurologic 0]
Other 23.6 7.4 0.4 4.4 1.7 0

Eggermont A, et al. ASCO 2014. LBA9008.



Adjuvant Ipilimumab in Stage Ill Melanoma:
Expert Perspective

'ﬁ'm:

 Median RFS in resected stage Illa-c melanoma: 17 mos
with placebo to 26 mos with ipilimumab (HR: 0.75; P =.
0013)

* Improvement seen for all stages, ulcerated primary or
not, microscopic or macroscopic LN burden

 Grade 3/4 irAE rate: 42%

* |s the benefit worth the toxicity?




ECOG E1609: Phase Ill Adjuvant Ipilimumab Anti-
CTLA4 Therapy vs. High-Dose Interferon alfa-2b
for Melanoma

Ipilimumab - Bucoka go3sa (10 mg/kg)
Bb3pacT = 18 roanHu

oYyakBaHa gaTta
Ha NpuKNoYBaHe
man 2018 roa

Interferon alfa-2b - Bucoka go3a
Bb3pacT = 18 roanHu

1545 naumeHTa C Ipilimumab - Hucka ao3a (3 mg/kg)
Hanb/1HO ' Bb3pacT = 18 roauHu
peseumpaH
KOXXeH menaHom Ipilimumab - Bucoka go3a(10 mg/kg)
(ctaguum llI-1V) Bb3pacT 12-17 rognHu

OCHOBHM LIENMK: Interferon alfa-2b - Bucoka gosa

> 06LLa NpexnBsaemMocT Bb3pacT 12-17 roanHu
> npexuBseMocT 6e3 peLuamns

BTopnynu uenu: Ipilimumab - HMcka pgo3a(3 mg/kg)

2 e Bb3pacTt 12-17 roanHu
» KaydecTBO Ha XUBOT P A

ClinicalTrials.gov 2015



EORTC 1325: Adjuvant Immunotherapy With Anti-PD-1
Monoclonal Antibody Pembrolizumab (MK-3475) Versus
Placebo After Complete Resection of High-risk Stage Il
Melanoma: A Randomized, Double-Blind Phase 3 Trial of
EORTC Melanoma Group

ovyakBaHa gaTta
Ha I'IpI/IKJ'I}O‘-IBaHe
nekemBpu 2018 roa

Pembrolizumab — 200 mg i.v.
BAeH 1, 821 AHEBHMU

1545 nayuneHTa c Kypcose, Ao 1 roanHa

Hanb/HO pe3eunpaH

KOXEH Me/IaHOM

(cTagum 1) Placebo-8 geH 1, B 21
AHEeBHMU Kypcose, A0 1 roguHa

OCHOBHU Lenu:

» cB0oOOAHaA OT peunamB NMPEXMBAEMOCT 3@ BCUYKN NaUNEHTU

» cBobogHa OT peunauB NPEXMBAEMOCT 3a naumeHTn ¢ PD-L1-no3nTuBHa ekcnpecus
BTopu4yHu uenu:

» cBobOoAgHa OT ganedyHn MetacTtasu NPeXmMBSEMOCT 3a BCUYKM NaLNEHTU

» cBoDOOAHa OT AaneyHn MmeTacTasm NPeXxmBaemMocT 3a naumeHTn ¢ PD-L1-no3ntnBHa ekcnpecus

» obuwa npexmnBaemMocCT 3a BCUYKM NALNEHTU

» obuwa npexmnBsaemocT 3a nauneHTn ¢ PD-L1-no3nTrMBHa ekcnpecus

ClinicalTrials.gov 2015



S 1404: High-Dose Recombinant Interferon Alfa-2B or
Pembrollzumab in Treating Patients With Stage IlI-IV High
Risk Melanoma That Has Been Removed by Surgery

O4YaKBaHa garta
Ha npukno4saHe Interferon alfa-2B iv — BuCOKa A03a B AHU
toru 2020 roq 1-5, ceaAMMYHO 3a 4 ceammLm.
Moaabprkawo nevyenme — Interferon alfa 2B
scB aHn 1,3 n 5, cegmnyHo ao 1 roanHa

1378 naumneHTa
HaNbAHO pe3euunpaH
KOXXeH MenaHoM

(ctagum llI-IV)

Pembrolizumab —i.v. 8 geH 1, B 21 agHeBHMU
Kypcose, A0 1 roanHa

OCHOBHU Lenu:
» obuwa npexmnBaemMocT 3a BCUYKN NALNEHTH
» obuwa npexuBsemocT 3a nauneHTn ¢ PD-L1-no3nTtmuBHa ekcnpecus
» cBobOOgHa OT peunauB NPEXMBAEMOCT 3a BCUYKM NMALMEHTH
» cB0oDOOAHa OT peumamB NpexmBsaemocT 3a nauneHTn ¢ PD-L1-no3uTtmuBHa ekcnpecus

BTopnyHn uenu:
» obuwa n ceobogHa oT peunamB NpexmBaemMocT 3a naumeHTn ¢ PD-L1-HeratnBHa nnun PD-L1-
MeXOaHHU eKcripecus

> obLa npexmBaemMocT 1 cBODOAHA OT peumanB NPEXMBAEMOCT Mexay ABeTe pameHa B NoArpynute
nauyneHTtn ¢ PD-L1-nosutmneHa n PD-L1-HeratueBHa ekcnpecus

» 06e30nacHoOCT 1 MOHOCUMMOCT Ha ABaTta pexnma

ClinicalTrials.gov 2015



COMBI-AD: A Study of the BRAF Inhibitor Dabrafenib in
Combination With the MEK Inhibitor Trametinib in the
Adjuvant Treatment of the High Risk BRAF V600 Mutation-
positive Melanoma After Surgical Resection

oYyakBaHa parta
Ha NPUKNoYBaHe
okTomBpKn_2016 rog

Dabrafenib (150 mg 2 x AHEeBHO) U
Trametinib (2 mg aAHeBHO) opanHo

852 nauueHTa c Hanb/IHO B NpoAbaXKeHne Ha 12 meceua

peseumpaH KoxKeH
menaHom (ctaguum lll), c
[lOKa3aHa NonoXKUTenHa

V600E/K myTaumnsa
R Placebo B cboTBeTHU TabneTkn B
npoAb/ikeHue Ha 12 meceua

OCHOBHU Lenu:
» cBobOgHa OT peunanB NPEXNBAEMOCT

BTopuyHn uenu:
» obuwa npexmnBaemocT
» cBobogHa OT fanedyHyn MeTacTasu NPexXuBseMocT

» ©es3onacHocT

ClinicalTrials.gov 2015



BRIMS: A Phase Ill, Randomized, Double Blind, Placebo-

Controlled Study of Vemurafenib (RO5185426 Adjuvant

Therapy in Patients With Surgically Resected Cutaneous
BRAF Mutant Melanoma at High Risk for Recurrence

OYakBaHa aaTta
Ha NpuKriro4BaHe

toHn 2016 ron

Vemurafenib (960 mg 2 x AHeBHO)
OpPanHO B NpOoAbAXKeHNe Ha 12

meceua
500 nauymeHTa Cc HaNbAHO

peseunpaH KoxKeH
MeniaHOM, (nonoXKuteneH
3a BRAF myTtaums)
Placebo B cboTBEeTHU TabNETKM B

OCHOBHM Lenu: npoAavnKeHume Ha 12 meceua

> cBoboaHa OT peunamnB NPEeXmnBAEeMocT
BTopuyHn uenu:

» obuwa npexmnBaemocT

> cBobogHa OT AaneyHyn meTacTasu NpexnBseMocT
» Ges3onacHocT
>
>

KayecTBa Ha XXMBOT
drapMaKkoOKNHEeTUKa

ClinicalTrials.gov 2015



ﬁ)m:

Practice Considerations

* High-risk melanoma is defined as T4NO and T (any), N+

Although OS benefit of adjuvant therapy is not consistent,
RFS is a “bridge”

* |IFN alfa-2b is the only approved agent (HDI for 1 yr or
peglFN for up to 5 yrs)

e All other adjuvant therapy trials to date with vaccines,
chemotherapy, and other immunotherapy agents have
been negative

e Certain subsets of patients may benefit more than others,
but this needs confirmation in randomized studies



[lpenopbKu:

O Mpu naumeHTn B ctaguii lIB-111A c HeraTmeBeH HoganeH cTaTyc ce
npenopbyBa:
v’ HabnwopaeHne
v' KNMHWYHO npoy4ysaHe
v/ ajroBaHTHa Tepanua ¢ uHTedpepoH anda

O AproBaHTHaTa Tepanma ¢ MHTEPdEepoH ce nposeXKaa C
eAHOoroAnLHa NPOABAKUTENHOCT, A C NernanpaH MHTepdepoH —
C NeTroauLlHa NPoAb/IXKUTENHOCT

O Mpwu oTcTpaHeH NoKaneH peunans nm peunams B
pPerMoHaaHuTe AMMPHM Bb3/IM Ce NPenopbyYBa
v’ HabnwopaeHne
v\ KAWMHUYHO Npoy4BaHe
v\ aftoBaHTHa Tepanua ¢ MHTepPPEepPOoH Npu HeNeKyBaHu
nauneHTu

Ekcnepten 6opa, MOPE 2015
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