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1CQ L EERBRBETHI EOERELHT 5,

BRAF/MEKBEEECGRETF = v 7K A >~ FEAERIIRAVIBRTEEAR A T/ —< IO LTEERE
ELTEREN, ZOFROBEICTFSLTWS., LETEHRLTER Y bA—LALABLND

EREBICTIHESIEITUVEY, TNICHE-T, WOETEFHOBREERKEITIREAE VS

RENEL S, FICEEF v IR, Y MAEETIIERSICLY ZOHEIPRCATRELS TR S
nTHY, —Bl%EZIF3 &nivolumab+ipilimumabfiBE % & ipilimumabEIMEE % LbE L -5

1487 5 NS NBRERD 7 — LT DR T, nivolumab+ipilimumabfiiBEE2BEEER

DFzHAT—REETEFIHREPRIE LB L TS OB TEEEEFHAE (Progression-free

Survival: PFS) %2 b DN 24 FH8R (Overall Survival: OS) ICEEZE I A - - L EI A TL

3, BEEAFELTHTHAPMEAIEBONIOTHNE, BRIV FO—LHFEONBICHIE
THIELT, ARMPEEER, £EDOE(Quality of Life: QQLOAETL YA REEZFTE ST
HRMNDH B,

2IET Y RTHE 3K EEDNT VXA
BRAF/MEKPREZICBIL TIE, REDFIEE M Z LB LTLEEDOEET 7 H LERE L7
RlE, BIAEHE, BRAAZTWHRELICAL >T-. REF v 7RS¥ FRERICOWTIE,
PFSICOWTHRIEPILE & B CHR L 2RO B2 AT BEEMEAEE L. URIEETH, S
DIWET, MPD-1AEEF TOBRETREES(Complete Response: CR)IDE b REA S
WICHEEA 5/ —<IZ LT, SREMER (n=21), REDLE ObeEFrvs/FE( > MR
EH(Z & B AEB6 5 AU E(n=25), 60 AKX (n=11)) O3B TEFLEEFM (Relapse-free
Survival: RFS)ZLbE LT W5, ZD#ER, AEHAM6E AU LTk L 78 & jaEkGEE CRFS
ICEEZI> B, o7 (P=0.80) . BETIEHONRTIIEEERICLZ2FIEH19E, BEER
BN & 2 ENMITEEENTVES, PLEOBHICL > TRFSICERER AL 72

(P=0.39) . %5 1REITBHND D DIWET, HPD-IEERH 2V IIHARECIERBEEDLR
L, CR, #B4#=Ih(Partial Response: PR), &7E (Stable Disease: SD)DEEH % L FRFEAHA
AZ7/—=<EGIDS> b, LEURITEEPLE L8 GRIRMPLE(N=9), BEERICLZHLE
(n=25)) &iBEEMkETEE (n=68) TPFSICEBE LA -7, REF v 7RS¥ FMEFEICO
WT, FWEEOPIE L EEE LB L TPFSUADEELR TV b H LR LR IE LA o7, &
ER PGB CIBRLAZARIEDERL, ERF v I RA Y MAEEICEA L TIRERIERE L
MR CPFSZ LR L2 2RD B AN EBRBEMEHLIFET 20H TH- 2. IFETIEIERERFOH
BALINTOWEN-722 8, FR2AREDHICHRBEORH T AL 727280, HEBTITHREH
THotz, 2REHITRENIERE L BRI CPFSICAEBEIBWE WO BETH > 121, TR
EFTIRESRTFOFMHITHATEANBL DAL, BABREFTCHEERTFORELILINTS
57, FLPIEBICRELNLYBRVUWCROBENZEENTEY, TNODNATRYRI%EE
B3 RERIEFEBEHRIRZFETITET YR ELTIEFERICTHVWEEZZ SN —F
T, WEREBHERGEH A ICHELESLE DU EMRLEELAN -0, iR
CHETZIETFYRICHRITTWE.

4.8% - TROMER - L

EF77 A LIF0S, PFS, BEER, OXb, QOLELTHY, BEOMEBRDIESD XX
BRSO RWEEZOND, OSPYPFSH EL I L BHETRETEEER, 1X b+, QOLOET
FIEALYVENTLWIOTHNIE, FLEEFETIEENERANSHRELDD LEZIOND,

5. & RF A & BRAXNHRE

EHBOBRHSIE, ik L FEICIEnivolumab 240mg 366405 /], pembrolizumab
200mg 428996 /[a], dabrafenib 29156F3/H, trametinib 29558/M/H, encorafenib 28618F3/
H, binimetinib 29558F/A N &IBAEA T2 Z & &4 5 (2024/3/1R7E) .

6. 5% DR

®EF v /RA Y PRERICEL TIPS THLRENRIRRLHIVEET S, LALE
o, BEEZRIELTHMGELHELREDRENREET DI L AR TI-HICIF, TE
o OB & ARG RE CRIM Z IR Z ATV, RERIEBAPFSCOSICE L TitiRE ICHEL B TH B T
AN DDIVEN DD, FLINETORIAEHBARTIEL, CREICHILELI-EOHHPR
PSDHICHIE LB L Y HRBH BT 2EEA DBV EATREENT VS, ZOLDHEIR
EHELHAHREITIMRICIE, CRAICIR > THRERIEEMEEZ LR T D, HEORGREEITH
ZELERIND, ZToOM, BEEZBOTHSFIETZETOHBIEEAC SLWHNIEHS D,
BEATHIELBALHENICHIELZBETIEENHD0h, EMHIEUNCHIETCEZE
#E LCERATERNAAY—H—EH B0, HEREOHIEATIEEL 4 3 HBAREENDH
&, BREMICKYBRTHS.
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#42 : BRAF/MEKBEEEXREF = v 7 RA Y MEAFETHRZ IV FA—LAAEoNEERICE
ExzPIELBEWT L ZRET S

RBVIBRAEER X 7/ —<IZ% LTBRAF/MEKRBEEE P EEF = v 7R A~ MEEENFERS
NETH, FEaY FO—AAEONLERICWDETERSTNIEL VWA E I D> T E
BA, FICREFz v I7RAY FREERICEALTIE, BEICKYHELIR R TN TR
INTWT, MEBEPBONERBICESEZHFIELTHETRAMENEONIDOTHNIE, FIET
52 TOARBMOEEER, quality oflifedETHH RAHZDTIERELWAEEZONTLE
9. ZDO-HBRAF/MEKIEEREPHRZEF = v 7RA > MEEERE I FO—LHAB LN
BRICIREZHRIETZ2Z L IE3BOONDZNICOWTRIZFERICHREEL £ L 7-.

VRATRTAVILEL—EWIHAERERAVWTHOWBHARE - REBEOXEOF IO, FHICE
SN EIRE L F L7-. BRAF/MEKFEEZEICEA L TIE, EEOPIELMEZ LR LTRETL 7
WEELHY FBATLE., REF v RS> MEHERKICOWTIE, BEDIFEEE BGE T
B LIZROERARHIFELE L. HRIEERTHL O DRET, MIPD-IMEER TORETHE
ZEAHERLTZERELG O RICHEX 7/ —< I LT, AEMEE, RFFzv 7R/ > MEE
HEICLDEEZOHAULT>THOHRIELE, &EFzvIRA Y MEEEICKSARE%6
HBISHEETHIELABHOIFTER, A > HHA%ZERLTWE L. Z0RR, AEHME
67 BUETHIE LB L BERGH CBRE, R - HBICER AL s EHREINTLEL
. B5URIEEAD O DFE T, MPD-1EEXDH 5 W IIHAFECIERABEORWEEH
ZWEREREREAA T/ —<EFID S b, 1FLURISEEPRL L L aEREHEORE’EBLT
2FEFTCOHBICEI R e HREINTVLET. WINbPIEEFHLBREHTELTEETD
HRICEDR RN -7 THHRETLED, BRICEI-T-HEEE2FLO/-ERAEIMEL WL
S FET, EABELLRL, FEMIK BRI EMBHEROZYUMICHEELEZIDZN(TREN
IRY DRJEEM D RWICEZoNBIERTLI. 208, RERIEFLREEIREFLTS
ITETYRELTIEEIERICTHWEEZONE L, —AT, BEREFLMREHTCREIOX
RICAL > THIAZ IR L TELZ DU MRLGFEL AL 272728, iz ifERd
ZIETYVRICHBRIFTVWELAE, LRBZBIERELT, X7/ —%HA FF74VFERTI,
BRAF/MEKBEEZE X RZEF = v 7 KA » FEEETRB I Y FO— LA B oNBRICKREEZH
T2z eid@donsdn?EWHIMWIIXF LT, [BRAF/MEKREEEXRHEF = v 7RA v
FREEERTHEB IV FA—ANEONTBRICEEZFLELBAVWIEZRETS] ELWHHEREX
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co: BRAF/MEKFEEZE N HEF = v 7R 4~ FHEZE TCR, PR, SD & 4 - 7= [RI23%
’ EAEAILT 2L 3EDSNBH?

F—RZ~R—X: PubMed

Bft: 2023F11 8148 ()
REE B ¥
# RER XHERER
"Melanoma/therapy"[MH] OR melanoma*[Tl] 98091

("Proto-Oncogene Proteins B-raf"[MH] AND "Mitogen-
Activated Protein Kinase Kinases"[MH]) OR
(dabrafenib[NM] AND trametinib[NM]) OR

76341
(encorafenib[NM] AND binimetinib[NM]) OR
(Vemurafenib[MH] AND cobimetinib[NM]) OR "targeted
therap*"[TIAB]
"Immune Checkpoint Inhibitors"[MH] OR "Immune
Checkpoint Inhibitors"[PA] OR "anti PD1"[TI] OR "anti
28806

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

((T-Lymphocytes, Cytotoxic[MH] AND CTLA-4
Antigen[MH]) AND anti[TIAB]) OR "anti CTLA4"[TI] OR 3384
"anti CTLA 4"[TI] OR Ipilimumab[MH]

#1 AND (#2 OR #3 OR #4) 7707

"Withholding Treatment"[MH] OR withdraw*[TIAB] OR
cessation*[TIAB] OR discontinu*[TIAB] OR "dis

620482
continu*"[TIAB] OR stop*[TIAB] OR interrupt*[TIAB] OR
"inter rupt*"[TIAB] OR paus*[TIAB]
#5 AND #6 589
Case Reports[PT] 2367418
#7 NOT #8 371

"Progression-Free Survival"[MH] OR "Disease-Free
Survival"[MH] OR "Response Evaluation Criteria in Solid
Tumors"[MH] OR "Remission Induction"[MH] OR
((complete[TIAB] OR partial[TIAB]) AND 457644
(remission*[TIAB] OR response*[TIAB])) OR "stable
disease*"[TIAB] OR "disease stabil*"[TIAB] OR "disease
control*"[TIAB] OR "clinical benefit*"[TIAB]

#9 AND #10 177
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CQ:

BRAF/MEKREEECHRZF = v 7 K4 » FAEFETCR, PR, SD & 7% > 7[RI

REZRIEST D L I3HHONDH?

F—AK~N—2X: Cochrane

BT :

2023%F118148 (X))

RIRE !

R

SCHRER

melanoma*:ti

4199

(((BRAF OR BRAFi OR BRAFis) AND (MEK OR MEKi
OR MEKis)) OR (dabrafenib AND trametinib) OR
(encorafenib AND binimetinib) OR (Vemurafenib AND
cobimetinib) OR (targeted NEXT therap*)):ti,ab

3740

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

6455

("anti CTLA4" OR "anti CTLA 4" OR (("anticytotoxic t
lymphocyte" OR "anticytotoxic t cell lymphocyte" OR
"anti cytotoxic t lymphocyte") NEAR/4 4) OR

Ipilimumab):ti,ab

1938

#1 AND {OR #2-#4}

1367

(withhold* OR withdraw* OR cessation* OR discontinu*
OR (dis NEXT continu*) OR stop* OR interrupt* OR
(inter NEXT rupt*) OR paus*):ti,ab

124601

#5 AND #6

288

("progression free survival" OR "event free survival" OR
"disease free survival" OR "response evaluation
criteria solid tumors" OR ((complete OR partial) NEAR
(remission* OR response*)) OR (stable NEAR/2
disease*) OR (disease NEAR/2 stabil*) OR (disease
NEAR control*) OR (clinical NEAR/2 benefit*)):ti,ab

90804

#7 AND #8

154
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cQ:

BRAF/MEKBEEE R HEF = v 714 » FBHEZETCR, PR, SD & 7% - 72BRIC

BEePIESTE L 3BIDONDEH?

F—EZR—X: [Ehi

BT :

2023118148 0A)

RRE :

KA

SCHREL

. EHERE, GE/THor E&RE/TAor X5/ —</TA or

melanoma/TA

26613

(B-raffEFBIEF X /32 E/TH and "MAP Kinase
Kinases"/TH) or ((Encorafenib/TH or encorafenib/TA
or T>37 7 x=7/TA) and (Binimetinib/TH or
binimetinib/TA or E= X F=7/TA)) or
((Dabrafenib/TH or dabrafenib/TAor X 757z =7
/TA) and (Trametinib/TH or trametinib/TA or b 5 X F
—7/TA)) or ((Vemurafenib/TH or vemurafenib/TA or
~R/LZ 7 x=7/TA) and (Cobimetinib/TH or
cobimetinib/TA or I EXF =7/AL)) or IZRIERE/TA

10669

®EF v 7RA > FEEAI/TH or Nivolumab/TH or
nivolumab/TA or =ZRJL~ 7/TA or Pembrolizumab/TH
or pembrolizumab/TA or RA 7O Y X< 7 /TAor R
70U X<7/TA

19147

(AR E=EETHEL/TH and CTLA-44LR/TH) or
Ipilimumab/TH or ipilimumab/TA or 4 £ L~ 7 /TA

2821

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

2116

BEOELEZ/THor REhtE/TAor ZLIZEZ/TAor
FHEZ /TA or 0 1E/TA or HlT/TA or /K1E/TA or {kZ
/TH or {KZ&/TA

71358

#5 and #6

107

#7 and PT==88kBR < and PT=HEFIFRE - EHIBR<

15




[SR-2 Xz 7O0—Fv— ]

PubMed CENTRAL Erit Embase

PsycINFO®

CINAHL |Others( Cochrane

)

177 15

154

Total records identified through

database searching (n= 346 )

Additional records identified through

other sources (n= 1 )

| |

Records screened (1st Screening)

(h= 63 )

|

Full-text articles assessed for eligibility

(2nd Screening) (n = 21 )

|

Studies included in qualitative synthesis

(h=4 )

Studies included in quantitative synthesis

(meta-analysis) (n= 0 )

Records excluded

(h= 283 )

Full-text articles excluded,

with reasons

(h= 42 )
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[Ochenduszko's, [retrospective @ NA PFS at 24 months[single arm Pis after 1Ol discontinuation
2023 lconort study lunknown primary  [anti-PD1 Jfter anti-PD1 treated racically with surgery

Imelanoma patients |monotherapy after therapy land/or RT were excluded
[were enrolled by 11|CR without [discontinuation
lcenters in Spain  [progression
[Chatziioannou £, [retrospective |10 unresectable [discontinuation | NA [5-year 05 [Singie arm
2023 lconort study stage IV melanoms [anti-PD1
treated with 15t |monotherapy after
line 1C1 who (CR without
ldiscontinued  [orogression
therapy after CR

Rubatio M, 2023 |retrospective |27 patients [discontinuation  [NA PFS at 12 months, [single arm [compared with CRPRSD

leohort study Janti-PD1 24 months after
Imonotherapy after Janti-PD1 therapy
(CR without [discontinuation
lprogression

Lec . 2023 [retrospective |94 pts who ceased [discontinuation [NA PFS from cessation single arm [according to duration of
lcohort study targeted therapy  [ireatments without therapy

without PD
rom 11 centres

Kato 1, 2022 retrospective (57 pts with finued anti-PD- [DFS [poor DFS n the

lconort study ladvanced Janti-PD1 [Ltherapy liscontinuation after <6
Imelanoma treated [monatherapy after [months therapy group
lwith anti-PD-1 [CR without
Imonatherapy who ~[progression
lachieved CR from
16 hospitals in
apan

Fordinandus ), |retrospective (38 pts who [discontinuation  [NA fime to with

lconort study ldiscontinued IC1 ~ [anti-PD1 (secondary: 0S) [CMR(complete metabolic
lwithout PD Imonotherapy due respanse) and non-CMR
to durable
response or
lunacceptable
toxicity without
lprogression

Bedouslle £, 2021 |retrospective |29 pts treated with |discontinuation T |NA PFS from [Single arm
leohort study 7T who achieved  |without PD. [discontinuation

loR ang
ldiscontinuated TT
loy RIC-Mel
ldatabase at single
[center in rance

Dimitoriou F, 2022 [retrospective _[104 patients dantl-PD- [PFS rate at the 5-

leohort study treated with anti-  [nsfore the 1-year [L based therapy  [year from
PD-1 laue to toxicity or treatment
lbased therapy  electively lcommencement
[without PD at 1
ear

[Gibney GT. 2021 retrospective |12 patients with _[discontinuation | NA [Throe-year [Single arm [according to reason(by

leohort study ladvanced treatments without £FS rates(from the lehorceAE)
Imelanoma treated [PD ldate of the st
with anti-PD- Janti-PD-1 dose to
1 based therapy at [date of progression
(Georgetoun q
Lombargi or death)
(Comprehensive
[Cancer center
[Van Zell MCT, retrospective |32 advanced _[discontinuation 1st |NA PFS after anti-PD- [single arm [compared with CRPRSD /
2022 lconort study [melanoma pts who [ine anti-PD1 1 discontinuation, lcompared with elective or AE
liscontinued 15t- ~[monotherapy los
line anti-PD-1  [without
[monotherapy  [orogression
[without
lprogression from
the population-
lbased Dutch
Melanoma
Treatment Registry
imthe Netherlands

[Valentin 12021 retrospective |65 agvanced NA = [single arm [compared with CRPR/SD, AE
lconort study [melanoma pts  [anti-PD1

treated with anti- ~[monatherapy
PD-1 monatherapy |without
who discontinued _[progression
for OR, 5D, Aes

[without

[progression and dic|

Inot receive ancther

lsubsequent

lsystemic therapy.

oy singe center

inFrance

Dimitoriou F, 2021 [retrospective (125 advanced _|discontinued for | NA off-treatment [single arm [CR vs CR+PR? Campared

lconort study Imelanoma who  [CR, investigator's lsurvival (OTS) and with reason for
ldiscontinued for  [dicision or A with PFs

R, investigatar' [AE/investigatonrs' decision)

dicision or AE

[Swami V2019 [retrospective |16 pts who [discontinuation [NA PFS 05 [Single arm, and
lconort study liscontinued IC1 [ieatments due to including 1 patient

ldue to AE by [AE without PO stopping IC1 due to
[mutticenter in lowa lprogression
[ansen YIL. 2019 [rotiospective |185 advanced [electively NA PFS, 05 [single arm [compared with CRPRSD
leohort study Imelanoma patients [discontinued anti- Jaccording to BOR and
lwho electively  [PD-1 monotherapy lduration of therapy
ldiscontinued anti-_[without PD or AE
PD-1 monatherapy
[without PD or AE ]
14 medical centres
Jacross Europe and
lAustralia
[Hamid 0,2019  [open-iabel, phase [12pts who met _[discontinuation | NA [espanse rate at_[Swimmer plot anly [635 patients in the melanoma
b clinical trial ldata cut-off [conorts
for stopping D
lpembrolizumat
ldiscontinued
treatment by
Imuttcenter in the
Jworla

Rabert C, 2019 Pts who NA PFS after [Singie arm [ro detal in retation to
Jarm cohort study [complete Pem for 2[after completed 2 lcompletion |comparison between CR, PR
from open-label,  [vears ang lvears of treatment Jand D
Imuttcentre, ldiscontinued
randomised,
lcontrolled, phase 3
study.

Rabert C, 2018 patients with[d atter |NA OFS after [Single arm 655 patients with advanced
Jarm cohortstudy  [confirmed CRas  [CR for reasons [discontinuation Imelanoma who received at
from open-label, than least one dose of
lphase 1b clinical  [in mult countries |progression lpembrolizumab
trial

[Schadendorf D, [post hoc, 325 Pooled [discontinuation _|did not PFS, 05 [ORR were not evaluated

2017 retrospective  |ueatment-naive N+Idue to AE [discontinuation
lconort study lpatients with  [during the N1 due to AE

lunresectable  [induction phase  |during the
stage I or stage induction phase
vmelanoma

lpatients randomiy

lassigned to

Involumab plus

limumab

[AsherN. 2021 retiospective  [106 advanced _[discontinuation | NA PFS from (C1 [Single arm [compared with CRPRSD

leohort study Imelanoma patients [ieatments without mitiation, 0 from
[who were treated [PD (Ct nitation
with 1C1 and who
laiscontinued
treatments withaut
PD.

Lorkin),2019 [cohortstudy by [314 previously _|discontinuation _[all o treated with |PFS, 05 [discontinuation due to AE
Phase 3, luntreated N+dueto AE (el lbefore confirming response.
Randomized, lacvanced lduring the [Statstically single arm
Double-Blind Study |melanoma pts  [induction phase

Persa 0D, 2021 |retrospective |75 advanced [discontinuation  [NA PFS after [Single arm [compared vith CR_PR. SD
leohort study Imelanoma with  [without liscontinuation

intentional [progression and AE
ldiscontinuation of
C1 by 5 German

lrospitals
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Kato ), 2022
Dimitoriou F, 2022
Larkin J, 2019
Schadendorf D, 2017
(Rubatto M, 2023)
(van Zeijl MCT, 2022)
ensen YL, 2019)
(Ashor N, 2021)
(Persa 0D, 2021)

[Progroses of patients with
Imelanoma who
lcontinue/discontinue anti-
lorogrammed death-1 therapy after
lachieving  complate respanse in
Ja real-world setting:a multicontre
retrospective study.

61 Dermatal. 2022, 187(4):594-
506

IFDG-PET to precict ongterm
loutcome from anti-PD-1 therapy in
Imetastatic. melanoma.

[Ann Oncol. 2022, 33(1):99-106.

[Five-Year Survival with Combined
INivolumat

Jand pilimumab in Advanced
[Melanoma

IN Engi ) Med. 2019, 381(16):1535-
1546,

[Eficacy and Safety Outcomes in
[Patients With Advanced Melanomal

[Nivolumab and Ipiimumab
[Because of Adverse Events: A
[Pooied Analyss of Randormized
[Phase Il and Il Trials,

s lin Oncol. 2017, 35(34):3807-
3810,

(Discontinuation of ant-PD1 in
Jacvanced melanoma: an
lobservational retrospective study
from the talian Melanoma
Intereroup.

[Eur ) Cancer. 2023, 187:25-35)

(Discontinuation of ant-PD-1
[monotherapy in advanced
Imelanoma-Outcomes of daily
clnical pracice.

int Cancer. 2022, 150(2):317-
[326)

(Discontinuation of ant-PD-1
lantibody therapsy n the absence of
lisease progression or reatment
limiting toxciy: clinical outcomes
in acvanced melanoma.

|Ann Oncol. 2018, 30(7):1154-1161)|

IMetastatic Melanoma: Lessons
rom Real-Lite Giincal
[Experience.

(Cancers.(Base) 2021, 13(12))

(Risk Factors fo Relapse after
Intentional Discontinuation of
limmune Checkpoint Inhibitors in
[Melanoma Patients. )

s immunothera. 2021, 9(1).

TRRRL

Gibrey GT, 2021
Swami U, 2019
Hamid 0, 2019
Ochenduszko 5, 2023
Chatziioannou £, 2023
Lee ), 2023
Ferdinandus J, 2022
Bedouelle E, 2021
Valentin J, 2021
Dimitoriou F. 2021
Robert C, 2019
Robert C, 2018

[PET/CT scan and biopsy-driven
lapproach for safe ant-PD-1
therapy discontinuation in
[patients with acvanced melanoma.
s immunother. 2021, 9(10)

IDurable Giinical Benefit in
[Patients with Advanced Cutancous
[Melanama after Discontinuation
lof Anti-PD-1 Therapies Due to
immune-Related Adverse Events.

s Oncol. 2019, 1856594,

[Five-year suruval outcomes for
lpaients with acvanced melanoma
treated with pembrolizumab in
[KEYNOTE-001.

2015, 3004882588,

(Characterisics and outcomes of
Jadvanced melanoma patients with
lcomplete response and elective
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