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T—X~_—2X . The Cochrane Library
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# EEN X HEREL
1 melanoma*:ti 4199
(resect* OR surg* OR operat* OR
2 . . . 346325
postoperat* OR excis* OR dissect*):ti,ab
3 adjuvant*:ti,ab 35305

((immune NEXT checkpoint*) OR
immunecheckpoint* OR (immuno NEXT
4 checkpoint*) OR immunocheckpoint* OR 6455
(immunocheck NEXT point*) OR Nivolumab OR
pembrolizumab):ti,ab

#1 AND #2 AND #3 AND #4 170

#5 CDSR 1

#5 CCRCT 169
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) (resect*[TIAB] OR surg*[TIAB] OR operat*[TIAB] 19043
OR postoperat*[TIAB] OR excis*[TIAB] OR
dissect*[TIAB])
"Adjuvants, Immunologic"[MH] OR "Chemotherapy,
3 233129
Adjuvant"[MH] OR adjuvant*[TIAB]
"Immune Checkpoint Inhibitors"[MH] OR "Immune
Checkpoint Inhibitors"[PA] OR "anti PD1"[TI] OR
4 24284

"anti PD 1"[TI] OR Nivolumab[MH] OR
pembrolizumab[NM]

(#1 OR #2) AND #3 AND #4

223

6 #5 NOT "Case Reports"[PT]
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Pembrolizumab/TH or pembrolizumab/TA or
RLAZ7AYX<T/TAorR>7R0YX<7/TA

(#1 or #2) and #3 and #4

188

#5 and PT=%23&#R < and PT=fERIFRE - EHIFR<

40




[SR-2 x@MgR7a—Fv— ]

PubMed CENTRAL EAdES

Embase

PsycINFO®

CINAHL |Others( The Cochrane Library

185 40

170

Total records identified through

database searching (n
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Eggermont A 2018 |RCT 1019 patients were |pembrolizumab |placebo recurrence-free survival in |Excluded The same study as
enrolled by 123 [200mg the overall intention-to- "Eggermont A 2020".
centers in 23 intravenously every treat population
countries 3 weeks
Eggermont A 2020 |RCT 1019 patients were |pembrolizumab |placebo recurrence-free survival in
enrolled by 123 [200mg the overall intention-to-
centers in 23 intravenously every treat population
countries 3 weeks
Kirkwood J 2023 |RCT 790 patients were |nivolumab 480mg _|placebo recurrence-free survival,
enrolled by 119 every defined as the time
sites in 20 14 weeks between randomization and
countries the first recurrence
event
Ascierto P 2020 |RCT 906 patients were |nivolumab 3 mg/kg |ipili 10 survival, The control is ipilimumab.
enrolled by 130 [intravenously every [mg/kg defined as the time from
centres in 25 2 weeks i every until the date
countries 3 weeks of the first recurrence, new
primary melanoma, or death
[from any cause
Luke ) 2022 RCT 976 patients were |pembrolizumab _|placebo recurrence-free survival, |Excluded The analysis on BRAF
enrolled by 160 200mg defined as the time from mutation status is not
centres in 16 intravenously every randomisation to first performed.
countries 3 weeks. recurrence at any site, or
death due to any cause
Sun W 2023 cohort study 174 patients were  [pembrolizumab or |IFN a-2b 15 DFS, defined as the time
included by Fudan MU/m2, interval from radical
University intravenously, days [surgery to local recurrence
Shanghai Cancer 1-5, weeks 1-4 or distant metastasis
Center in China
LiJ 2021 cohort study 90 patients were jan intravenous infusion of | high-dose recurrence-free survival,
retrospectively Z,:::’nf‘"g,'::w'mi" interferon a-2b, 20 |defined as the time from
analyzed by Sun  [weighing ess tan 60 kg or |x 10°6 1U/m"2/d, 5 [adjuvant therapy until the
Yat-sen University |00 me for patients days per week for 4 [date of first recurrence or
Cancer Centerin  [romri =™ |weeks death from any cause
China op 0 18 doses; 3 meke
nivolumab every 2 weeks
for up to 24 doses: 240 me
of orpatimab every 2
Iweeks for u to 24 doses
Muto Y 2022 cohort study 78 patients were  |nivolumab 240 mg |NA relapse-free survival, Excluded The analysis on BRAF
retrospectively every 2 weeks or defined as the time from mutation status is not
analyzed by 10 480 mg every 4 the start of therapy to performed.
hospitals in Japan |weeks disease recurrence or
death from any cause
Eggermont A 2021 |RCT 1019 patients were |pembrolizumab _|placebo distant metastasis-free |Excluded The same study as.
enrolled by 123 200mg survival, defined as the "Eggermont A 2020"
centers in 23 intravenously every [time from randomisation to
countries 3 weeks Ithe date of first distant Distant metastasis-free
metastasis or death from survival is evaluated in this
any cause article.
Long G 2022 RCT 976 patients were |pembrolizumab |placebo distant metastasis-free |Excluded The same study as 'Luke J
enrolled by 160 200mg survival, defined as the 2022".
centres in 16 intravenously every ltime from randomisation to
countries 3 weeks the first diagnosis of The analysis on BRAF
distant metastasis mutation status is not
performed.
Yokota K 2019 |Japanese subgroup |28 patients were _[nivolumab 3 mg/kg 10 free survival, |Excluded The analysis on BRAF
analysis of enrolled in Japan  [intravenously every |mg/kg defined as the time from mutation status s not
CheckMate 238 2 weeks every until the performed.
3 weeks date of the first recurrence,

new primary melanoma, or

death from any cause
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SCHERID BRER
AR Eggermont A, 2020 Longer Follow-Up Confirms Recurrence-Free Survival Benefit of Adjuvant Pembrolizumab in High-Risk Stage Ill Melanoma: Updated
Results From the EORTC 1325-MG/KEYNOTE-054 Trial
Kirkwood J, 2023 Adjuvant nivolumab in resected stage 11B/C melanoma: primary results from the randomized, phase 3 CheckMate 76K trial. Nature
Medicine. 2023. 29:2835-2843.
Ascierto P, 2020 Adjuvant nivolumab versus ipilimumab in resected stage I1IB-C and stage IV melanoma (CheckMate 238): 4-year results from a
multicentre, double-blind, randomised, controlled, phase 3 trial. The lancet Oncology. 2020. 21(11):1465 - 1477.
Sun W, 2023 A real-world study of adjuvant anti-PD -1 immunotherapy on stage Il melanoma with BRAF, NRAS, and KIT mutations. Cancer Med.
2023.12(15):15945-15954.
LiJ, 2021 Adjuvant PD-1 inhibitor versus high-dose interferon a -2b for Chinese patients with cutaneous and acral melanoma: A retrospective
THRAHRX Eggermont A, 2018 Adjuvant Pembrolizumab versus Placebo in Resected Stage 1ll Melanoma. New England journal of medicine. 2018. 378(19):1789 - 1801.

Luke J, 2022

Muto Y, 2022

Eggermont A, 2021

Long G, 2022

Yokota K, 2019

Pembrolizumab versus placebo as adjuvant therapy in completely resected stage 1IB or IIC melanoma (KEYNOTE-716): a randomised,
double-blind, phase 3 trial.Lancet. 2022. 399(10336):1718 - 1729.

Adjuvant Anti-PD-1 Antibody Therapy for Advanced Melanoma: A Multicentre Study of 78 Japanese Cases. Acta Derm Venereol. 2022.
102:adv00756.

Adjuvant pembrolizumab versus placebo in resected stage Ill melanoma (EORTC 1325-MG/KEYNOTE-054): distant metastasis-free
survival results from a double-blind, randomised, controlled, phase 3 trial. The lancet Oncology. 2021. 22(5):643 - 654.

Pembrolizumab versus placebo as adjuvant therapy in resected stage 11B or 1IC melanoma (KEYNOTE-716): distant metastasis-free
survival results of a multicentre, double-blind, randomised, phase 3 trial. The lancet Oncology. 2022. 23(11):1378 - 1388.

Adjuvant therapy with nivolumab versus ipilimumab after complete resection of stage 11l/IV melanoma: japanese subgroup analysis from
the phase 3 CheckMate 238 study. Journal of dermatology. 2019. 46(12):1197 - 1201.
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RCT 214 114 53| 234 91 39| HR | 0.64 0.44 - 0.92
2020
Kirkwood J
RCT 136 39 29| 293 32 11| HR | 0.33 0.21 - 0.53
2023
Ascierto P
RCT 212 123 58| 197 96 49| HR | 0.69 0.53 - 0.91
2020
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3 “HBhEE L LTHPD-1tikIZg O o H ?
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#PD-1#if&. FE(Znivolumab, pembrolizumab

7'Z 4R, ipilimumab, high-dose interferon a-2b

B PR B9 Sk
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& LT, PD-UEDERD, AHLEBCERT VT AICHL
TEMD, REAT D,
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E mn?
P RABVIBREOBRAFEREMX 5/ —< I #PD- 141k
C 77 1R 0 recurrence-free survival
HETFA>~ [RCT X |2
Eggermont A 2020
. Kirkwood J 2023
a—+F
ETN TV RLMBRET I ik | 9EERE
SRR NP — FEE(HR) BEE 0.47 (0.24 - 089 ) P=0.03
Weight Weight
Study logHR SE(logHR) Hazard Ratio HR 95%-Cl (common) (random)
Eggertmont A 2020 -0.4463 0.1852 ’ 0.64 [0.45;0092) 63.0% 52.8%
Kirkwood J 2023 -1.1087 02417 ‘-'-*: 0.33 [0.21; 053] 37.0% 47 2%
7+#L R} .
Common effect model - 0.50 [0.38;0.67] 100.0% -
7°|:| V4 |~ Random effects model —_—r 0.47 [0.24; 0.89] - 100.0%
05 1 2

Heterogeneity: 1° = 79%, t° = 0.1730, p = 0.03
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