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FA)), BT A UM TEMSHE (3% PR, FBEHRo 4 RENCRERN S I NTE
14), ZYUARV - <A XY —X A7 4 T &4 (3% (K2). F 725258 DAL REI R0 IRERIRAE IR, pd i flst 25
ZHFNE)), SmEET ORMBSE M TEmklat (384 WKHHELBLZEDHD, TNHD 4L X P LTI
FF4)) Dbl h Z D%\, IEOEENEIZLY, AH
ICX B EWMOBER, WL OBETEROM
15.2 | NOXF & X
5.2 COI DI EXIR SEREBHLNICRY, NS OBIETEROMES

FEFH COI X 72132247y COL £ D fthd COI 2 4§
5ZHIE, COLICHET 2 CQ IV TOiEmIZIEE

TRE & L 72 M E3E U E DI RIS TEME L 72,

F28 EBHEEER (X5/-—7) &

1. X5/ —=YDEZEEHRE
1.1 X5 /=3 DES

AT ) —==EFEAT IV A MIYEALLESE CTH 5.
BEPRIEIR & AR BRAT /L & 0 RAELARR!, R Tm,

ORISR R 2 T IRIC
BEhTwd (£2).
(1) FHICHBTBDREREREC EDEEB KUK
EDIRE

AFNZBIT B A5 ) —< OREHFIE WHO A% 2001
FIARLZT—=5%2X 5L 112 /1007 A - 4F
(GLOBOCAN : Cancer Incidence. Mortality and
Prevalence Worldwide, World Health Organization,
Lyon, 2001) T& Y, FMEOH TIIEEMLRE, A
PR SR CHETH 5. KRAlOE AT, 2014
AEEEIC S SN2 HARB R B - 2 PR R R

AR O 72 7 3B

H 24558 0129 (9),
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BB SHEAA 94 VUETRASR (AT —=< T4 K34 v 7 Vv—7)

H2 X3/—OERMREREDE

RIEHAEY
PNt
BHETR
fENZY

HIREY (BRERAERR)
KR (CREKSER)
HaRE (SHEEER)

m~Oo0 o

d

KOMENC L B &, KB TR 42% LikdE L, %
AEPERIAT 20%, AEEITIAT10%, EYEET-HIAI8% &
B, MiBRIED 8%, WRAEHIEIEAT 1%, HIHEABID
3% TdH 72",

— 77, REE LS AW FEAT AT o T B EFHAY %
b LT LSO X B e CRENC BT B AR 0
AT ) =< ORI, AAN243 N/10 TN - 4,
TIYTADLTN/I0TTN - 4, BAD12 A/100T A -

FETHY, TVTA BALRELTHATENE
Ao 7z BT, AR TR I AN P R6k
CEEDLOIIHN LT, RETRIEEILARI A 4k
#163% & HEBIIICE <, AR TS WARIERFEIZDT
1% EEINTH o7z WO SELEFRE A D L,
FAIZBT 5 RAEILR B O P #2085 44473 90% T H
D, KI77% LB LTRIETH S, L BHHRFOIH
Wahd e, KBTIIRINE L BREGD 71%, iR
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SR EVERER; T A B4 Y3 AT ) —<BAA FF A4 > 2019

x2 BRIRREE M BLFERCEIVXS/—YDHULLDHE

Low to no-CSD

Low-CSD High-CSD Malignant

Spitz tumor

Melanoma in | Melanoma
acral mucosal congenital in blue uveal
nevus nevus

TERD | RIEILATLE | BEEFE! | Desmoplastic | f&EIEID—ER
| FEEEVOD—ER | SFEEREYOD | melanoma

KB FL (KR (Olf2, | EXBRAE | BUSESR | IREA
O, Bl | RIcEUEA

—2 BiEe)  |S5/-%
%75 | BRAF NRAS, NF1, ALK, KIT, KIT, NRAS BAP1, GNATT,
BT | (0.VBOOE), | BRAF ERBB2, ROS1, NRAS, |NRAS& |(p.Q61) & |EIF1AX,  |GNAQ,
2% |NRAS (non-p.  |EGFR. MET, |RET, BRAF. SF3B1 %5& | BAPT,
CDKN2A | VBOOE), |RB17%¢& NTRK1,  |TERT, EIF1AX
TPs3 " |KIT NTRK3,  |CDK4. SF3B1,
PTEN. CDKN2A MET, NF1, PLCB4
TERT NF1 e TERT. TP53, CYSLTR2
PTEN75& | CDKN2A me

gL

*ERDBEEEIDZ L (F, KFEHFBODHER (radial growth phase : RGP) =& F(CEEAMMDER (vertical growth phase) ZnxUTz
FEVWTFNHDBEURBESEZIONTVS. UIch>T, KMHRRBEDHA, BLFEEZEERE UCADETIFRTZI UIc—DDI)L—

TEUTERDEDITTOEL.

V) YSEiERE E TAT20%, mAEEEEH D 259% TH S
LKL, KETRZENZEN84%, 9%, 4% TH
5., ZOF=FFRENCBFL AT ) —<IZO0nTO
EFEIARFBICHANTITE | THB Y, FHsER, 5
BRIZOL N> TWAH I EZRET S, AFTIEAT
) =RIODOWTOIFNRFZZLL, S5 RBED)
WX R RAIZHERL LT BEYNH L E bR
5.

(2) BIcFEELREEDIEE

AF )= T4 ZBETFRESHRE ST
BOW BIICRIET B AT ) — < TIRERIMNEDS, &
PEIZHESET 2 b O TIIAIRTE R IG5 L T b
RS D ), TNZNORNKA OB TER %
D BN D 5.

INLOBETREOHT, BRAFIZ AT/ —<IC
BT EERPABLZTO—DOTHL. AT/ —
< Tl MAP ¥ F — ¥kl & PI3 F F — B 0 i1k
b EELEEZ R LTBY, s OREKE K
9% BRAF, NRAS &\ o 25T OBIET-RENZD
BRI G T 2 LRSI R > TWDEY(H
3).

ZL T, INHOBETFREIRERIRBREORER
R IO E AR 2 R T2 &S HIL, x5/ —<
% Ht# o B # (cumulative sun damage : CSD),
R AR, AR TR X - THT 2872 %55
ARENTVEY(F£2)., KGHTIE, X7 /—%
% HGRE O R mA & WEE (high-CSD : 1€k M
HPRNCAHRY), KVHE (low-CSD : ik F AL AT

WZHY) & 2N PIAL O TR B (acral @ 7RO A i
BAIICHY), KRS (mucosal), HRERN (uveal),
malignant Spitz tumor, JERMEBEERBICAT S D
O, HOBBIELL2DDOIZHHL TS, HEREH
REERINTWAT ) —<DE L, KFEHO
#EJE (radial growth phase) % #&3 ICHEE T OARE
(vertical growth phase) Z/R L7z EitW o 2 5
J=EEZLNTWVS, L7z »> T, RIVRRHER
RO, BEAFREEZTHRE LAASETIIMT L
—OD7 V=T LTI HFbhTwiwv. Zo5H
I2& % &, BRAF™ O fa¥2 513 low-CSD T
IZRRO D05, ZOMORITIIHEAK . 2D BRAF
LB 2 NG % &, A TIE low-CSD
DL ¥ % 0 %728 BRAF ZREEEDIEL 520
WRL, 7Y 7 AT acral 2585 x 505700,
BRAF ZREEIERIIMEL 2o e PREINS. FEBE, O
ATIEEHE 2RO 40~60% % BRAF iz AR 2 H
25—, HARANTO BRAF #5221 30%5912
L& F 52 LAY Ashida HICE > THIE SN TWSY,
HARANRX T 7 —=I281} 5% BRAF 2R OE G % FHIE
HOEMBNT AL &, BT T 80%, AU T 56
~T72% &<, SR D 44% L R E W EE 2R L7z
DKL, PELEIETIE 9~13% & MBERALIZ bk L <
KWEETH - 727,

A5 ) —=<IZBIT 5 BRAF, NRAS UM #ELT4
B LTl KIT2HSNTWS, KITWEAS %4
MIREBL TV ABEZERMFO Y Y FF—ED—D
ThY, MBEBOSMMELHIEICLELBETTHE., A
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B2 BRI A Ko 4 VUFTRES (A5 = TA KIA4 7 —7)

3 X35 /—XICBIFBD MAPK BE& & PISK #2588
Xk 14 £D5IA

gl

GNAQ/GNA11
BRAF

MEK
MAPK #% 2 ﬁ
oD e
3

o
l l

ER 14| 1278

oo

. BEET . BHEET

é

-l PI3K 2%

]

£F
n7RF— X

RTK: RBHEFOLVFF—E

T/ —==IZBVTH KIT Oif R 2 5 s 455 o B
RPREICEHG L TWL I EXHLLE L TWE,
KIT #{E T OFRF L, low-CSD & b % acral, mucosal,
high-CSD ®EIT% L, B L% 10~20% R THRD S
na" KITERZHTHEMIBVT Fu ¥
F—EHEREPAREL R Ll 0d 5. BUE, i
HerFuy sy F—LYHERLEET v 7R 2 b
RHsESSE & D HRERZ EDEITHTH 5.

Z ®fh, CDK4/CCND1 (cyclin-dependent kinase
4/cyclin D1), GNAQ/GNA1l, mTOR (mammalian
target of rapamycin) % CDKN2A (cyclin-dependant
kinase inhibitor 2A), PTEN, TERT (telomerase
reverse transcriptase), NF-1 (neurofibromin-1) 7 &
DHABHIRIZFIZ BT 2 REIME SN TEB )Y,
INS OB TR NS U7z R ABRA ST b
nTwa,

(B) X35/ —DRES%E

X5 ) —<ORMSHEIX, —#IZ AJCC (American
Joint Committee on Cancer)/UICC (Union for Inter-
national Cancer Control) DfER L7253 AH H 1L
L. BIEIZEIMMA BRI N TWAEYY (K3, 4). @
W, FTERSE ((TNM) Z4&# (FFREEIZOWT
IR R D L I3 tIkRARR, FHiRY v iizown

Tty F A Y3 HIER) 12X )BT
(#3). 72728LEMNE, ARETIIBIRITRS S —E
AQE—FRTAS ) —<THHEIEDPPSNLTH D
B, AMETDTICHRIREEZITH) 2 &%, £
LT, BEEOIAREIEERY ¥/ HiiE M 1 72 Mk
ORI R BRI HE L, wmE o
(pTNM) & LCH¥T2% ((4).
1) TH%E

FHAM X IESE OJE X (tumor thickness : TT), &¥5D
HHETITH. BT THRHEIN TV 525135 8
CIFHMIEE 2o/ Sz, L LayS, BaR
BHEAZO W TR S EIC b O FTEE L PR T
THY, WPILICBW Ty F R Y EEREO
fEBRHTFTH 2720, §_TORBNZ B TR~
ZHHTH 5.
a) REEDES

Breslow DB ERERE D EFIHE> T TT 25HIF
5. BERZRENI L CHEE IR OE S % ocular
micrometer T 0.01 mm HALF THEL, —FEVE
Fi e R $ 5. REED D B EAT R E O EIEH» 5,
KIEL TV RHEEEE> SMET 5. HoAEmRD
ADOBGERBHE L2 A S ) —< ORI pTX (R5EHE
Wr DEHI AT BE) [ 4T 5. HEAHO Y613 pTO
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SR EVERER; T A B4 Y3 AT ) —<BAA FF A4 > 2019

*3 TNMEERZDHE (CTNM 5%8)

T- [RFER
BEDERFMENEERE (pT AT IU—88)

N- $8ig 1 >/ ) &

NX s8> ) EDFHT R AT BE

NO sEf D ) \EERiE i U

N1 1 EoEED V&, FldU ) EEBEHEDRVERRD ) TR
Nla BEMEENSEEDH ERERNICEEME)
N1b MRERNZERR (BRERNICEESDY)
Nlc B V) EEmBZHEDOEVEEEEF 2 in-transit 855

N2 2 @b ULI(F 3 BB ) EEk, Fiold v/ EEBa D BEEAL ) ThEnE
N2a FEfERED > ) EER DM+
N2b PERHIE D > ) \EfiEnts
N2c 1 @EnmEED ) Rz 4 S BEEE F 2 in-transit &%

N3 4 ELXLO)E%E;EE U )\EEsts, FclFEWICEE Uy )/ \EEsts, Ficld 2 @R EDEE ) v/ EEmB Z 4 DBmERE F/c(E
in-transit 1%

N3a BRI > ) BB D
N3b AER8E ) \EERE
N3c 2 B EDwEE ) EhEnig Z 4 D FEmE RS in-transit &%

1) BEMESEE, REBSNS 2om LANDEBRES CFEBEEH CHD (ARNECFEMFEN). Intransit &S, REESBH
5 2cm ZBA B R (ER MEfERE T, BEU 2/ EZBAELBDTHD.

M- = fR#nts
MO =FREiEiEL
M1 EfREEHD
Mla U ) EZ CATCEIE, B2 THEECIED ) (En
M1b fif
Mlc HiRER7ZERR < ZDMmDERML
M1d AR
) M AT IU—DEREE
(0) I ERBKFEEZ= (LDH) —IERE
(1) LDH-&fE
gENSB, Mla (1) (& BEU Y/ EZECXCRE, K TE# KUY/ EANDER T LDH ENSVNDDZETRY.
LDH DECEHFRPIEENFVGEE(E, HEFHIER UL,

(Z#k 15 £D5IA, %)

x4 TNMREZHDHE (0 TNM 5%8)

T- REER
pTX REBBEOFHEINAOIRE FHOERPREUCEBELEZSD)
pTO FRFEEBNERDSINEN
pTis ERAEHEEE (Clark LNV D) (BEIXS /YA SOEIE, X5/ Y4 bOBEREM, IFRBEMEEMERE)
pT1 E&H 1mm U TOES
pTla E&IH0.8mmEET, BEEZHEDIEVES
pT1b EIH 0.8mm KB CEREZHDES FIIFEBOERICERFRLL, EXIN0.8mm ZBZ 2D 1mm LUTDES
pT2 E&H 1mmZEIZ 50 2mm LI NDES
pT2a BEZHDIEN
pT2b BEZEMHD
pT3 E&H 2mm Z TR 50 4mm LI NDIES
pT3a BEZEHDEN
pT3b BEZEMHD
pT4 BEE dmm &= 2 DER
pTda BEZHEDIEL
pT4b BEZEMHD
N- 5813 >/ ) \&f
pN A7 JU—[E TNM BEFR72¥EN A7 U —(CEFD.
pNO ®RigD V) EZEBE U/IZAZ BT NICRE T S &, B8, 6 BUEOU Y/ EHKEEND. BEORFEHZHc U TLEL
TH, INTHEGEBEEDIBEEF pNO [CHFETD. FletbyFRIVY VIEERDBHZETL, HFEWLTU ) EEREETHIEN o I2iBEaD
SFICTIF, pNO (sn)” ® “(p) N1 (sn)” MLSIC “(sn)” =H[ETD.
M- =fRiniE
TNM BRERD¥ED M A7 I — & Elkk

(Z#R 15 £D5IA, %)
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BERTEMEREE ST A P T4 VSETRER (AT /=< T4 P4 VTV —T)

S FENESE A 5R0 e ) (28T 5. TT % 1 mm
LT o4, 001 mm LT O/ MIEFR A L,
0Olmm¥ L CRRT 5. H 2 1E, 075 mm» 5
084 mm F CTi308mm & L TlaTix% < Tlb & ¥
4. 104 mm O¥f, 10mm & L, T2 Tld%i< Tlb
E5 5. TTH1.05 mm A5 204 mm D6, T2
T 5.

b) EHEDEH

BB AT ) =B A2 EELTFHNTTH S
CEIEBE B SN TWA, N, MR E
KOERRIAZRBD, 714 7Y kR AERIEED
B E Vo ERREE) TR E ERE D, 2
NS DIIEPIRA 2 AL, MRS, 1)
R OREEFICL 2 RERBEEZLON, 29
Vo 72 E RS D ) ERHEITRE TIE RV, B0
A IOV TIZAIRA) 23855 Tld 2 < RBLRLER - 10T
il & o T F 2 RUTTEET 5. FREHLER S
KARDSEDOWEE; T % 75> &9 2 OHI WA 72 55 45,
FRIE 7 SERIRAT R 2 MR L CRMIi§ 5. &S0 ME R
EEEETH %0 &) DA 25513 EED D 1257
HTL. BEVPZLOYE T, HYOYHEIEbITH
BT 5.

2) No#g

N 8L, S oREi L, JRUSHL L GHIR ) VN
DO ¥ o o (RralisRs, B
R, intransit i) 12OV, WBEBOEND &
%2 HCCRMES 2. 5 8ITIE, EWRDIAHDDIZ
DWTC, BRSO (V) o5) &8 & R
REIZHI S 207 () 285 8687 &) ZEAH W
b5 Lotz BRI TEEORE” X, &
THAT BBEENERT ERBIN TV 20T, il
PRI R BHRETHAT TR S Ity F 20y 28
FAERIC & > THMBBE T TR LOTHL MRS
A HRIRIYICH S 2 R (XERIRAT HL R
GEHIICTH O 2% 2 W, B T7HRT “WIREE
EEBEINTWLDTH .

BRI WT, BRRMISEAELE DR O A
DA all, BRMICHAL P RERSOEDTH D
X b o h, EBROMAED 1 ETHIILNI, 2
~3ETHIE N2, AELL L F A E A LA
W) ¥R IE N3 I E .

JESEHE & FHIY) VNI E ORI DY) Y XE I o 7o
e LT (WIRM) fif 2k, SAMEENE 2K, in-
transit I 03 5. HEERIE, BRMICHERINS

EES LR THETH Y, FIEEED S 0D 2
cm PIPICAE U2 0% v . BEMEEN RIS,
SHAYEE M ICHERR S N EFERLICBERE b L < I3EFEH D
RIS L2 BIRETH Y, FRELZIEFOME
FRTTREHNR TV HDZ V). FEH LR
W2 & D BNHHEVERRIR 23 E L T 2 356 R0 SRt
WA B3, BN 2R Tl (R
HEREER L. BTHRTIIHEOKE 257005 mm LA
FTHbr LREEHE L OMEEAT05 mm ML LN T
W5 EDEFRE LTI TW2s, 8Tk
El =

in-transit B I3 JEIEH D S OFEEAY 2 cm 2B 2. 72
B2 08 & 7213 TR0 TH D, F) v Ei%
BMABRVWHDEERIN TS, Thb 3ODEKEHK
ZOXPNIHEHHFIII R S kv, frlinks, B
SR AR S L < Id in-transit 5 %2 SR 7254,
SEEc ey, FEEY) COSEIERE D WEAIX
Nlc, 1fEOHIRY) >/ Hifgnke 2 04 ) %561k N2e, 244
DRI ¥ SE i 2t ) BB E N3c & %2 5.
3) M 9%

M I EFBIER IOV TR 5. 45 8 T3,
HRRCRIRER O, B8 KBRS ~oB 7%
HA L LTamsns, Z LR o5
fir &1 LDH D 2 2% AW CTH8E% 479 . Mla i
W) SN R TR, B TRLER 7213 oS
~OFEF, M1b dhifEfs, Mlc ARz k< <
DABDFAEA~ DT, & L T MI1d 2SR ARER A~ D
BTdHb. I LDHMENFIER O%AE (0), BHEO
WA (1) &45. FlziE, Mla (1) &, #HY ~
INfiR C R TRRIE, RTRLER, F 7213 v o8EiNolg
TG LDH A WD D& IRT .

4) fRIEZFHIREHEA

WU DT b BRI & i B2 10 ] o> 2 B
Hodhsb (F£5 6). H3MTIEEKRSEICBVTY
J5 76 B 0D 3 PR A7 1 AT R0 I AGAR AR LS K % B )~
N, EMREBOFESEEINS L) ko7 Th
X FERRIR I BT B IG T AR R W RGN AR HE & 72 o
TeZ bR 7oA L b, & LTRSS T
WA ML 77 v — 7125 o hTunivy, i
FHEE, TRTORBKRDSEOREHRITM R THIER
Ik, o F AN YosHig, 2L TY v gkl
MAAT LN BRTITZ OB R 2 B £ 2 CRFili§
L. v UF RN YONEAERDA TDI, BRI
Yol f % 1 RO 7253 ¥ SEEHM AT S e
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SR EVERER; T A B4 Y3 AT ) —<BAA FF A4 > 2019

=5 FRRREA
O # pTis NO MO
[ AHS pTla NO MO
[ BH§ pT1b NO MO
pT2a NO MO
OTAHA pT2b NO MO
pT3a NO MO
0B H pT3b NO MO
pT4a NO MO
ICH pT4b NO MO
L T (CEfRIE< N1, 2, 3 MO
i TICERIELS | NICBIRIE< M1
@k 15 &KD5IA, %)

Ho ¥ty pNla (sn) &L, U ¥ 25HigREmi 2347 H
NTVRWI EEHLNICLTEBL. Tis (A5 /=<
in situ)  T1 Tty F AN REikBzELEE
L., TI TRy F RN U REIEMRDIAT S Lk
Mo fept, BRI Z REFI RIS #IE T 5.
(4) wEARIF#&

KENZBT 29 L 1L R I (BB 8 ki) @
5ARELFER, 10 EAERIE, TRZIURINT A798%,
95%, WM ILA590%, 84%, Wi 11 25 77%, 69% T
Ho727.

1) &EA L

W T &) TR FRI0Y) o~ oS EiE RS R0 s b s 4 % 1k
b3 (NOMO), FEHEOE S LiEFEOAE (T 58)
THTFHND. KEICBIT S IA O 5 4FEFE, 10 4
AT ENZN99%, 9B8%THY, IB TIX 7%,
94%, TIA Ti394%, 88%, IIB Tlx 87%, 82%, IIC
T 82%, T5% TH 72", RIFITBWTIE, HAER
JE N E R T RHAERZH RIS L D 8B 7 Row L5
BUIHE D W B R 5 ARSI I NTE
D, TA2°981%, IB72%950%, IIA %%94.3%, IIB#°
82.7%, TIC A 71.8% &, WUI#E\ L 525, MEAAMEE
DHEAFHTH - 727,

2) 5wEA Il

WL bR EE 2 kb3 (M0), FIEHOIE S
CHEBOAEE (T 58 &, #Y) Vo5& FIsHE L
B Y H OO ¥ NE I o 7ok (AR,
AR B 5, in-transit #58) (N 43H) 2k o
TH T N—=T5F 55, 87 RToORY I I,
IIIA, 1B, IIIC ® 3 2D% 77V —FIZ3F5nT

*6 RIEFHRH

O # pTis NO MO
[ AES pTla NO MO
IBHA pT1b NO MO
pT2a NO MO
OTAHA pT2b NO MO
pT3a NO MO
0B Hj pT3b NO MO
pT4a NO MO
ICH pT4b NO MO
MA 8 pTla/b-T2a Nla, N2a MO
B H pTla/b-T2a N1b/c, N2b MO
pT2b/T3a N1a-N2b MO
MC & pTla-T3a N2c, N3a/b/c MO
T3b/T4a N1-3 MO
T4b N1a-N2c MO
D H T4b N3a/b/c MO
VA T (CEAfRIEL N [ZBIRIE < M1
&) ASHERFERLGL Y VIEHNRESNS5ES, K
HHETECDEO THD.
B H TO N1b, N1c MO
MC H# TO N2b/c, N3b/c MO

(Z#k 15 £DO5IA, %)

W72As, 85 8 RUTIZ IIIA, IIIB, IIIC, IIID ® 420
YT ITN—T kol RENZBT 5 H THTIZIIA,
B, HIC @ 5 ARSI ENENT8%, 59%, 40%
ThY, HEMTOIIA ® 5AEELER, 10 EELER
ZENZFR, 93%, 88%, IIIB Tlx 83%, 77%. IIC
T2 69%, 60%, IIID TiF 32%, 24%TH-o72. %38
BIZBWTADDOH T 7NV —FI25F5Z LI2XD,
BT IN—T T EDEFRICI DV HIELR VTS L9
Zh o7z, HAKEEEMEGY R THRAEZRERICK
2 ARFRIZ BT 2] T O F BHERY 5 4R A7 (55 7
RO 78) (&, TITA 25788%, IIIB A%62.2%, IIIC
A423%TH Y, KENZBUIHHE7HOGEE W
IRHT & BRI D AAER TH - /2.
3) &A1V
FEIICBWT, MuH Tl i LDH
fEIC & D REHML S N7z2%, il IV ARy 77—
THRIZ R ER TV RV, ZhiE, BUIEORITYS L
T DAEBIAS, 0fEF = v 7 KA ¥ M HEER G TR
7 EOITAE OF B FEAE S B LU DBl &
T LT B 7280, infmZeiffif> LDH EIZ & % /&
FHROMENIZEAEAON o770 THD. L
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BERTEMEREE ST A P T4 VSETRER (AT /=< T4 P4 VTV —T)

LRSS, FilOFBEW T L 5 EAREOY
X0, SBREY T IV— I & B EFEROENH
FEIZ o T T ETFHENS.

1.2 X5 /=Y DA, EREF

AF ) —=DFEICE, EFRHEIYD o290
BRI TR BT & oBElHE S Twb, B
W& LCTid, AMEL SRALREE, AV SeEmliR
B LD, mERTL LT, B, @
FVERZ T, 2585 B RIE FMIaREBE 2 & 035015
bbb,

(1) RREAF

BAHRBERICOVWTIE, BEHORIREZELD L
KI, KEOFENHBEEERETTH Y, HBETHE
BUSIRUTHAEY A7 B AT 2 L OWEDH 5™,
L2 L7235 HARANCE WL BT TRV RS

DREIIHEZITL L, B LAMELR EOBMIA b L
A DGAE ST W5,

TIEPHIRREICOWT AL E, X5 ) —<DFs4Y
2 7 TSRS TR IER A & IR LT 21~8 15,
B OREERE T 1.8~24 1%, HIV BETIE 15~
2L a3, FLINLED) A7 DH L BEITHIEL
72RAT ) —=3DOFHLIEHANIHURTARTH 72k
WHEEhTwa?,

(2) BERAF

A ) =3 BB OOFMIERENr LS Z L
DDA, TDIFE A EDIREEE R ML REBE A
LELBEEZLNTWS, JoRMEE KM BB
1, RADKE S TREED 20 cm # B2 5 2 LA Fll S
N B REAAAE S B MG RBET, FEAEMEIX 2
TN ANRELHEE SN L. EXOHEMBEED 2.3
~T5%TRAT ) =308 ETHEVbRTBY, 20
L WYV INCEL S, De novo ICHAETH X ) —
S ERLY, HEANRED S REAT S 7O EASNE
Th 5%, PR (20 cm Kiilf) /M (15 cm BLF) o
TRMOFEMBEBECBITE AT ) —<DFAEY AT
1208~26% EHEINTVAEY, INHIZELL AT
J ==, BERERMEFEMEREEE L 3820, KA
DBETOIRIENS L, BBEABORE NG H 4L
LEwbhTwag®, —J, BREGFEMILEEREClE
FHENFRE ) AT ) =< PEL 2 E 2 5N D
WE2sd 525, FeRMEAFEMNSREBE & Hi U CHEEA
Wb TICC, B 2838 TH 2 W HEMER, B DS A
57 —==THY, MILO—FBHREFIC BV R

DEICRZTWLETICHBELNEVIERLD
D, s Ty, BRMEEFMI RO &
AT ) —REOMMIZOWTIE, AL WIEE X
7 —=DFEN AT DEL b I EDPRKTOHA
SR TOMETHL I E>TWD. HAAIIBWT
BEWIEF v ZOf5IE R,

2. X5 /—VY D2
2.1 BIRICK D3

AT ) =< DERIRIFELE, —#2 ABCD (E) v —
)V (Asymmetry, Border irregularity, Color variega-
tion, Diameter>6 mm, Evolution) & LCTHISNT
WP EK A (WEMBENE) & X7 —< D)l
2BV, ﬁ—%z:ﬁ—%mw&w% (mm)%
R X 2R EEIE, Wi (BE) OszHwY;
X %%F"0)$%’i’;ﬁéﬂﬁ SW DT DN & 75‘
FTF)YATRENTWS (Wi v A 854)%.
S HIZE CHFZED T TRHZ KT IC BT, ABCD (E)
W= EORIRZHIAF =y 7 ) A MEEALTY
BHALZSTHZMREICEVARNZ EHREN
7o SRR 2 b g & L 72hin & ERORIR, 2 7/ —
X OBWREINEN TSR IL, DR D
LBLUOTONRBEDVHET 5L OMDITL S LHiE
EOHBIZHESVWTEBIZIToTWwWA I LAURE N
72 Lo T, REREDN X Z /) —< OAIREER
BWHEII &I L8R 5720121, EF OB UL L
5.

229 —EXIJE—

A2 =X OEKRZW T s LT, ¥—
EAIE AN D 5. AFTIE 2006 4 I PRIGEH &
%0, INKERLTWS, HHZHICBNT, ¥F—F
AA¥—REZITH) LT, F—FAIE—REZAT
DRV TRA S ) —< OBk ESH T 5
(BWit vy AT ZEDBRXAFTTFI T ATRERT
WaY F—fZ2aV¥—KETIX, XTI/ —=<0EH
OFHICHV S, 3RA Y b F oy 2 YA, -8R, ¥
FFzyZ7 YA ABCDV— N7 EDOREENRD B
B, ZNODIEHREDOMITHEL TN D 21T, FHL
B THBWBEICEIENZ L HE I TY
50 L7zdSoT, F—FAaY¥—BEEIAS /) —<
THICLHETH D L LB, HEFH D EAZIEM O
RERASZWIE NI LD 72 DI 7 5.
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2.3 &%

FREERIE AT ) —~ 0B L, 5l&kEiT)
RIS - AR RO 720Kk E LTEHETH
B ARG EICIE, EYBRAER L B ERD D
B, EHLEBANIE, EROHN, HEOMEY
BIERAL E K& X, A5 —< & k) M, BENOE
W (APHE, i, EHENHELL) Lo TEMD
TP 5. AYRER L IS ERO VT IE
BATH S EDBTELDOTHNZE, HESKROFEMA
WHECTARBEIERDE YRR Z BRI 5.

(1) 2UIRRERR

AR 22 AR B0, R KL D 1~3 mm O
=Y EMNL, EREROELOAE LR WIED
T RS TURT 2 2WBRAMRTH 2. MO
WETY Y F AN 3R (SLNB) %479 Wi
HHECIGEIE, U N EZRE LT, MO R
=T % &9 B —KEEEDITRED IOV T SRS
T — R, HEREBWRIIERMIBRE 1T 2 &
M5, SYIBRAMEE O BRI K 77 R0 — T Az 1l L
HRETHAH. E5I2, N melanoma in situ HEV>D
X 90S, TR EARDEE L w7 (RIS I BRAH
BoMli~—Y rEBLE) SUBRERETY, —
RWICATHE THETL,Z LD 5.

(2) BRER

Y RERDATE T 72 3AHY) K & BIRE, 3
T2, BPRE R & TR, WESKRDFMiATT X %
Wz DB 7 5% 2 L RS O & (tumor
thickness : TT) O FHliAAIEAELZ 72 2 W REME™ & Z
L729 2T, &oAmd EIRS 279 AT
X, D AT/ —<PEEDbLL, TTHEWwWEEbR
BRI & LCRE. T2, KE R
T LR FERTRIEROBAEZIRBT 5 2 &b HE
5. HEPEO in situ FEVIREITH T B ERG AT,
PO LOFMEES VWL IZT L0, NSk
T H I8 FHER L) BB [ PAT 2 R 8T O R
ALFELL, WEEEAROY Y LA & Rk | T
27 % &) WBEUKIEE IR T 2 L8 H 5. HBo4E
BIZE 5T, AT 7 —<Hilads) ¥ ERMEICAS
CETHRHEDOTHRICHAL DPRERELY RITT LIk
FE Y, F7z, Ao (R4 E 72138
GrHEMD) 25 SLNB O HEER, FYE, R0 MBI
B REI VI EBEHOMETHMESI T
%W

WoAEMmoER, TT % &OHBPT 25 SLNB @
HHTH B LA L7281 BT, SLNB+HLK
YIBRRATHI S A YIBR AR A2 4T ) L BIZ R v, Lo L,
WA EMEIT> CTOBMPHEL R\, HDWVIEXT
J = OFWIETETH TT O FAMl A H 82 720
SLNB O #H TH 5 D EhR KU EEOM G~ —
YERPD SN VEEAICIE, A AEMICH] & kv Ta
PIBRARR 2 AT 7.

(3) RRECHr & TRIESZHTD RRE L ICIZS

AR OTFFARTEIZZE 20, AERD, BRI, K& &7
EO—MERRTERIINC, WL ORERGEAL, 2T/ —
< ONHE, AMGORELE, RFEEEOH R, Thh
DAFEEIZOWT HFLIRT 5. TR LT,
AT =3 LR DM ORBEEEIRIGEI
W&, Y2 AL S MR ERILAS 2 S e hr o 2T REME
WZOoWTH M 20 EH 5. KRS, ERIRATA
TAT ) —<DUREEFENICL P 2bLET AT ) —
<0G HEATE AL, EEY O
LR GHR 5 —FA =il E R LARD Sl
B VY BEICE U CES AR OB AT AR
%, EYREMOYGIZEFRBEMR~O T v
T—YarvERET A, L) bIF, EEEEE in situ
BEVWIHZICBWTIE, 2UBRERTH-TH Y —ER
3 ¥ — PR & S L BRIk U C i i & Beat
TLLENDHY, EEISLETHL.

2.4 RIBEREE

ARIBIZBNT, AT 7 —~<IIxhd % @ TG 2 i H R
HHEOMWY Fed1d s, WA CIEFHREATFERD 9
LHBZGAR—EDT +—<v b2V 5 Z L hdfE
"ENTW5S. The American Academy of Dermatol-
ogy (AAD) ®XJ /=< HA F74 ¥ Cid
WHEFICZTLREEHRE LTUTOLKEE %15
LTV, RHEH EADY A X, 0.1 mm HLT
DOEFEOIE S, #E, BrR1%% (dermal mitotic
rate), I B X O~ — Y » OIRHE, BEMSIR R
BBOAE. +7 a3 YHH - FEBBEO IR,
M5/ ¥ 78R, MRy 7 5 47, et/
AR PR, ) Ly va v, WMo T EE
WY voxER, EERBEOMEH LY (7 F—2
L)V), MEEFMOME (vertical growth phase).
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2.5 A9 U—V JHEERE

(1) ERFRAVISSEIE D » ) EEK Z (O IE LR RS
A5 /=%

BEMERER A 7/ =< OBWADO WA, W
BRI E, EFRETRE GO BN ST
BRIV, REER, ) o EERB X OHEEERO
Hi#Ex L3R 5. b L, TOEMRT, HEERKT
AR R RICB W THRER 2 RIET 5 HBbN
(&, ORI L CHE Y 2 WA T 2 T 5.
—HT, HREIERT 72 3BENB LR RSB W Tk
ZRET B R R, IR R O fa Bk IC kD
Wie, BBA 2 — = v A O Z LT 5.

Rk o> [H&aw 3 Wil & st - RLBBIZTIE] 12
HREES A%, American Academy of Dermatology
(AAD) #'£4 F54 B X U ® National Compre-
hensive Cancer Network (NCCN) #'4 KZ £ ~ (Ver-
sion 2. 2019 (2019 4 3 HBIME)) TlE, HEREIRS X
OHAIZ ST I B W TR 2 RIR 3 2 RSV il
BIZH LT, FEREREO T HEICA 2D S TImB A~
== 7 HHORE XP B L O°CT, MRI, PET/CT
WCXAWEMAEZIT) S LEHRL TR WY 20
L, WEEOMEL Wb, OB
I BRI AR EAMR NS LI T, TR
BEERNRDSHER I NTB LT, BBttt s
BrEFPHEOBEBREOMIEZ LR L0565 LTw
BB,

—JiT, TRH OB T bR, 227 —
=V T EERANC X o THSEIR D@ BRI A3 D 52 5
TOHHEYWELI L A TFRUEDP LD Loz v )
WD A EIERPLETH L. BIETIE, HEE
DL 7\ R B T ISR & % BRI P ikdcs
PR TE 2 &) BRI E DT 52 & h
5, HHIIAZ ) ==V ZOBERAED A% ST HGH
BRI ORI AN T 2 RN EFRIIKRELED D
RS D 5.

ARIIT BT EGHRA T 2+ BSWOKEEENZ AT
L B ERE~NDT 72 2B R, Z0z0, W
W 3R E 2 VD ODFIEO T 5H I L o
TR D fabtk & BT X 2 A RREZE L7729
AT, SLNB {7 ¥ EDH M hb &3 IREEH O
HPANTA 2 ) —= > Ziifgtd (% RSz
WaEB A & B B EEROER CT) 2179 2 LIFHAES
N5, ZO¥E, A7) —= v ZHEBRECEEIN

ORHHRLTH, R=ZAF 4 VHEfEEEHKLTHBLZ
&, ROBBISEEOWIR L O ERBE 2 RIS 5 &
WO EHRLD .

B, K XPIIBHESLE NI LD, AT —
<M OA 7 ) == FHNICHH T2 2 L1 TE
TR\ NI

WAL 5 D 10528 BIIK$ 2 X & 7 F 1) ¥ ZITHB W
T, Ta—#4, CT, PET, PET/CT gL 7-%;
&, ) NIRRT g —ADS, CT &0
BENTVE OMENRD L DT, 1) VISHilmB A 7
J—=VvZHBTHNE, CT L) dra—mEre
FLW. L2La2oRIICBWTIRZRIC X - T
II—MREORATHNELRE b H Y, CT Hilioie
WL ARIBIZBIT D CT OFWERELNS, CT TOMR
MbFFEING.

—Ji T, FHORW Tis 3 X OFSLNB O & 7% 5
2w TladERNC DV, @FHAFIICB W T LR A
7)== 7 HOWERAIAE L T2 HEDVSL
QIO ORI IR AT TH 575, 500
WD B AUSFEIR Y SO o — KR IEEE L
Td L.

(2) SLNB %6l

SLNB Bt THh o 23a 1BV TiE (2720, A
[ZBWTIESLNB 2479 & 9 REFNH L CTEREIZ A
7)) — =2 ZEERAEDP T SN TWD 2 ERE W),
WIFEBE A7) —= v FREL L TOCT $721F
PET/CT (2 BF % HOWBAE I & @i i i =513 05~
19% GiEFv7T—%) TH5H OO, ik L7z m{% A
7)) — = 7 EigRAR L AR fa bR & AR T
Miad U729 2 CHEMALZ1T) 2 LTRSS,
(3) ERERAVICEAS B > ) \EEEFE ]

WRIR Y 70 580D S EiE R 2 A3 5 B ISx LT
X, A7) = Y TEIERA R . COBEREIIET
5% CT & PET/CT O MR KT 5 &, ik
WX B AR IXITIZ 7228, KX PET/CT 013
I WE A A D - 727, L L, kL imiic
B LTCTIXPET/CT &9 & CTDIE) kMR s &
U@ RBEmElnch s 2 2®, & 512 PET/
CT ®ERNE IR E PET/CT WA A 2%+ 5
&, CTICE B ALY —= v FHEMAIE 55 s
Pz AELTBY, KRB CTRIEBENZZE L7 2
T ELELRYA I PET/CT REZ BT ) 2
LE95%.
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(4) =R Fl

IR A RIET AR E AT A2 BB T LAY
) — = U FEERAR IOV TIE, RIEEL) S ) v

SHiB X R S IR O CT & LT

Y\ ZPET/CT A 24T . e DB 25 ) %
4, CT BX U MRLIGHEFEIZ X O HREN R L 5720,
R D WU M5 T IR 12 & s D SR R A M (2 die ol 2 1%
i & O MOV TR T 2 O E F L.
(5) MNERTRARTR

RIEBOZFEER T A T 7 —< 2B WT, HRMIC
I T 0 B CHRIAIC X > TRIEBA RO A5 2
LRTHD. —HTHEBAZ ) -V T ORKE,
PRIGIZH & 222 58381 o /S EiiEfE 3 72 13k bRl A5
RINTEIE, WINRARETE % 37 C 5 72 2 hifx
BOFIIZE L CHiffmd GER CT % 7213585 MRI)
2479 . WIEROBIIZOWTIE, CT X ) MRI A
BERTWDE E W) WENDH Y720, TiERTHIE
MRI 479 DAL F L,

N

3. L iaEER - RBHRSEH

3.1 mHRl;aE7 LIV XL

AT =< DM GBI TIE, 2017 412,
American Joint Committee on Cancer (AJCC) Cancer
Staging Manual 3 & U8 Union for International Cancer
Control (UICC) TNM Classification of Malignant
Tumours N P BAE S N7z, FRIYIZZ i
WS BHRND D H720, KAFTYH, HMUITHERL T
WA EIT, BHICHERETH L. HETR
&, Wl SN TV HBLEEA OIRRET— 7 O
KNS, B T7TMOBHTEEZIEIIT DN TS HTH
B, HTHEH SMDENIIOWTIE, il 250
Sz, filx o BFOwBRE2EmY 5 LT, @
FOMRART — & Z LIS HEIT H72012IEH 7
WO GH 24T ) LEVRH D, ST —FIUED
72O S MO 24T ) S EVHETH 5.

AETIE, X7 =< ORI T VT X402
DWW THFI D National Comprehensive Cancer Net-
work (NCCN) #'4 K54 >~ (Version 2. 2019 (2019
43 HBUE) )P D TR OB T v T ) X A
WZOEHFHT H. NCCN HA FI4 2%, WET7T VT
VAL T —F ¥ — Mo THB)EFELL T
7u—F % — MHAORH L AJCC 5 8 AH W 5
NTwa. KFEOBRZZEL THATREHIZO0

TIEEMFI L7, TR RRKEEDS SREAS I
LHETE, H BV IFERRAERE L CTRIH S s T Retk
bdHHIOREL 7.

NCCN # A FoA4 viZBIFA Ty ALart
YH AL LT T)—IZUTO@) EXRINTWAS.

cHTFTITY=1: BLRNVOIETFT VA ZHONWT
BY, ZOHADEYTH S L) NCCN Offi— L 72
a vk Y ADEAET .

ST T = 2A L KL XV T Y R
HEoOWTBY, 2OHAD#HY)TH S L9 NCCN D
M—L72a e AREET 5.

- AT ITY 2B R L RV T » 2124k
DNWTBY, ZOHADPHEYTHS L) NCCN D2
YUY ANHEET S,

cATT)=3 TN PRDLRVTOIET VA
WIEDOVTIEV S 05, ZONADEYTH L E W
I M TNCCN WIZKE L2 EROAR—HHDH 5.

FCIRED VIR, $_XTOHESRIE A 7T —2A
THb
(1) f=E1 (@ 4)

1) /&

FEREOEEEOE X (tumor thickness : TT) 12X
Dt rF A3 VoMK (sentinel lymph node
biopsy : SLNB) 3D &N E NS, HAjIc 4
kAR E LT, TT OIERE 2 3 A 0] 5k 7278,
IR BWTIE, EYIBRERDSHEE, ORI R d
HWVWIEF—FRAIVY—=TRAT ) —=<DBWH»HS 0%
A 3 O EMDPIT bR WEE LS. TOYE,
KEEMNZBIETELHHELI—TBLZDOTT %
FHIIT 2 2 e DMEETH L. KFEORAT ) —<HA K
F4 VHIRTS, "mAET 2 — (20~100 MHz) & TT
I IEMIC T TE B720, TOEEEEL T
bIwnEInTwniY, mfFEza—EEbHERL, TT
DOWERED M ELTWE720%, Miio TT i
FHTHALEEZS.

2) aE

I TA, SR IB (T1b), WM IB (T2a) TT VT
YALZXGFFLTBEY, W IB (T2a) 3L LA
W EHUH) o & 2o T b, SO LHIPAY)
B IEsh R SN T2 (W~ —Y v iZonTik
a4 FAHRIESIE) . TlaiwZ (TT<0.8 mm 22k
B L) TOX Y F AN Y3 (sentinel lymph
node : SLN) ~"OEEBENPLSBLUTTHAL I &EH 5
SLNB ##3% LCH 57, T2a (1.0 mm<TT <20 mm
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4 JREO0~TICHIFS NCCN A4 RS VD2E7ILTU XL

BRFRAR gz |
m'—’ . EELDE
A c L—F UOEGRE/ERRRE IS HR

— ShiE

(tumor thickness . BERLER - MEAHNSERHE

<0. 8mm, ;EHAEL)

FEHEAIB (T1b) . EELDE ZUFRIL
(tumor thickness . L—FUOEERE ) B

<0.8mm, EHZHY . . /BERBAITHEE L BEELS
HBHULE 0.8~ N WDFRTE
1.0mm, EHDHE . EREMAER - MR R

FEbHELY) M HNITER T

FHHEAIB (T2a) B LME - RELDER R

FEIL (tumor < L—FUOEGRE ﬁ’igﬁg

thickness >1mm, | /ERRREEHES ﬁ;iﬁ Lo

HORBRIEREDA L, AL meELe

NO o BEMWLEIRK - Bz =42
PN ILEHR T =

(X8t 35) KD3IA, &)

S
IREEE YRR [
(JAgRIZIZATI—D | i
EpEn
LB IR
hFy—1) b
oFRIL
UIDZAY: il
prse—— /iﬁ@ﬂ%ﬁ
(hF3y—
N EtvFR \
e wUFRIL Iz 3
WO 2 SRER NN HED L OB
GBIt ROEESHE

IRERE UIBR AT
(hF3y—1
BB
2UF
7
IREEE IR AT HEnks
(AFdy—1) [=4id
EevFRILY
UINETE N
== BTEM L sy anmssu
S
B BROEE SR

MOEEE L L) WETIEEE LAV o THR%ET % (Dis-
cuss and offer) & LTwWA. 72, Tlb Wz (TT<
08 mm A 2EHEH Y, F/1308 mm<TT<1.0 mm)
TIEFE LA VOHRTEET S (Discuss and consider)
Lo TWn5.

(2) =N (E4)

1) &

Rk Y, HHWIT (1.0 mm<TT <20 mm) 135%
WIIB (T2a) LMUT7MVITY ZLTH5S. NCCN A A
KI A4 VTV —F v ORI/ R R 2 2% L
THESHT, FFRMRGER - BUEL D 5 R0 A Rl
419 JistThH A, LaL, ARITE, FIEEOHR
MO I ThiuE, &5 CT R v/ iz a—
HEDNV—F YEBERAITON TS Bl LT,
WRTHRAE TS A3 70 IR T R IV Tl & %1
FIHERL TH 5 PR OFIH 2479 v 2 LA
BFonhs.

2) BE

JESS B JLHPAYI BRI 158 < RS T B (WIBR
7 =T VIIOoWTIE MG 4 TS E) . SLNB IZ&
BLEOFELEVORTRET S, SLN PR TH
E, R o7 V3 XA

(3) wHA I (B 5)
1) 58

i T AT AR LSO T, Wil 1A &, TIB/C/
DICBWVWCT=aT7 VADRLE L. 2hiE, Bimlo14)
WA FECTRIEY, B8O I T 544
5, 10 EAFRIZZNZNIIA TI3%, 88%, I11B
T83%, 77%, TIIC T69%, 60%, IIID T 32%, 24%
SRR EDSE L2 LI B Ebhs. IIIA DT
BRITRIFTH 2 720 — 1) 2 BHFRAIETHEIE Tl A <
[ZET 5] L2, HYIIB/C/D TIECT LI —
TR=ZA 54 VOWGMAEEZIT) S RSN 2.

SLNB 2 & 0 BRI O S > /s
F7b b SLN BB L, 5o, A 1245
SNBHEEIHEROMY W — 1 Z WA & Z RS
B FE D, EHICSLN BB T, 2222 ORET
IIB/C/D DWFR2IZHHENIUL, R—=AF4 VD
TSI & R S0 2o itk - ROl 2 HiY & 3 5 1
RIS NS,

I 0 T CHECERIR IS & A R 50 & /S Hifn e
BdHoHEE (K5T), TR 5\ IZBEMSIN
H AR, intransit i5B% E0%H 544 (X 6) T,
TRETHIUIEHER, T4 E 72132 R4 M % i
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5 JRHEAIIICEHF S NCCN A RS54 VD& ILIU XL
| mee | [ mm | EETY
FREALLIA ¢ R=RSAUOFEHBEHER
(EoF I —* MELTEBREEEE Bt - e e « Nivolumab
JormtER | |- GROGER - sRoREe | |1 EROEI L i
BMET SEGRAE R T4 D;7‘y; + Pembrolizumab R
™ Fri B
HBLIE - BRAFER&HY D5E
REA11IB/C/D s ANR—RFA UORPELHEE Dabrafenib+trametinib F#
(VTR | e LTEGRAE SRR B DZAY: 5 i
1) 2 NEERTS IS TE) « BEMGER - BIROFHEE EElES
BHE T 2EGIREEHE - RBHE
(BATEEDERE)
- BREINEBYRVEETHE, BB
YONEDEGL, RES, BEAR
88 % WSEMERM G ESN R IR
dE. R D/ NEITH S HIREHR
ARETHNIEFNANE E L BEEEETDH (AhT73)—2B)
N DS TS, F 4
FHLL Skgerisonan | | "EAOTREDRE B/ ERI
BROCEG) Y |- K25 OBMBEL | camBB0) L imn [ | s
IR BROTER - BIEOHE Puigm (EEREORRE)
(BMET AERRELEH Nivolumab (#7731 —1)
B - Pembrolizumab (AF =1 —1)
+ BRAFZEEHY Di5E
Dabrafenib+Trametinibff AL (H
F3Y—1)
- RBEHE
(XXt 35) KD3IA, &)

H6 JREAN (B2, in-transit BEEMER) (CH1FS NCCN A1 RS54 VD2E7ILITU XA
« 25EE (R4zsHR)

- BEEADERE
) > WHTHNIZIRREE TOARMAE LR
- ARTHAEITER > BB RES OERE -
HBUVIEFNANEFE L v Interferon-8 (HF31)—2B)
L é~§gig§fgé v T-VEC (A7 Y—1 : KERED)
(BEEREI 3 5 LN L EBEEERY N = v BCG, IL-2 (HF Y —2B: RIMK&KR) [ g
WEEBGintransit  [T| URER _[T] > mEMEERECHT R4 sxT ROsm [T | ARBRAELBAR
RIS © ARSI DRHD (h5 1) —2B: KIBRKR)
& R - B > DBRTFEREICHT BRIEER (hFTU—
EOFmEEMET D 2B)
B RE % 2
. SRIAROERE -
> melphalanZ U= BEVEEGER (ILI/ILP :

ERREE)

(X#k 35) £D3IH, &)

1L, N=2A 54 ¥ ORMBW & 555 R IR - B 2) BE
Ol Z HE &3 M 2179 2 & 23R L Tw a) U I\EiFREiTDEIE

%. I IIT DT VT A2 BWT, PEio# A4
AIFCIImiR @Y, BRI T OB TX— 2 FIA Db RELREWTIE, SINEEREGMET

FA v oOFEHER L LTayg CT R#EY v 3| HolBEOWYIFNTH S (H5). IhF T,

O—7% EV—F YEEREITT O ILTW S ODHIRT SLN R ETH o 72856, FIIIY &/ EiERE &

Hb. Frz, BRMICHS %) Y HiEmBIE 25 119 ODKERERTH - 72705, BEEOETMT v 5
ﬂt%A(HRH SR LI AT DT, i R LALHEGRERIC X D, SLN iR Bt EE A~ W) »
WX BB D F D F T L SHIEREM AT NHIFEM AR T 2Ty AR EOL Lo
nNazedbdhbrliibhns. 7z~ —FT, NCCN# 4 FF 4 T, SLNixf
PO st e LT, el a—M&EIC X 58
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. RERE
> HPD-1Hufk BRI %

7 WEANICHIFS NCCN HA RS54 VDZE?ILIU X A

[ —maRELETALUBROAR |

o PD-TH{R B KRR A
» Pembrol izumab
> Nivolumab

v Pembrolizumab (A7 31 —1)

v Dabrafenib+trametinibff A% (HT
31y—1)

Y Nivolunab (H5-=34)—1) | |e= - BRAFASEREDHE DS TS
ey s "Il)' VO:;‘mab“p' Vimumabfit L (7 3 LS > Dabrafenib+trame;nib{#ﬁﬁﬁ;‘f
ks o e BRAFIZ#IR % > Vemurafenib+cobimetinibff F%E (RFKRER)
BRBHIEE [ BRAFﬁ\IE%@%ﬁQﬁ?EMﬁ&: ™| I=&BE&ERE [T > Encorafenib+vinimetinibf Ak
LU RHORLABESEEILZELL BRENRK « Ipilimumab
> BRI =232 - Ipi | imumab+T-VECRE /PSS

« Nivolumab+Ipi | imumab# FA &%

(A7) —28B; RHKRER)

v Vemurafenib+cobimetinibfi &% (H
F I —=1ENKIBERED)

v Encorafenib+vinimetinibff AfRi%E (H
T3 —1ENKRIBERER)

(XXt 35) KO3, &)

- SEHEinterleukin-2 (KIMFKER)

o AR AF

o CKITEHILERZRDHBEHICKT Himatinib
(RIBREFR)

o PSAABULEHICH LTI, XHEXBNEL 58

BEGOMI [ 2/ SHFREm ] OFEBEKKE LT
BRLLCTWwa. AHTH, KX FF4 D CQ2T
SLN HE R B PEBINC ) ¥ RE SR 2 E M L w2 &
FRELTWA. L2 L, Zhid SLN #8161 461
W) ONEERE 24T ) RETIE RV, LWw) ERT
v, HiR OERIRREAMT b7zt & AT & Tk
WHOBENKEL BRI, —EAETTI—IC
X BN RS TRIAEN TH L 2 L, &
DK Y > X EERAE A & AT 2 ARG ZBiE A
WLBEERDIE, BEDPD, KL LTY Y HiH
HAITBBERIRNE D —2 & LTHRA. wWTFhize X,
SLN BB PERE I, ATA P4 0D CQR2DE
MAIELMEA SN LT, BEOREL D - T
BIRPITONDERXTH S.
b) firmEIELEDER

VS ERIEMIGEAT % & 5 Vi SLN BRA Bk TRk
BT 29000 INny, WRMREEZIT) 0L
) MEFEIRT B, AIRICBT DM MIERLEO i §HC
DWW, BFA FF4 D CQREB X U6 %2
EN7wv, PLPD-13HUED % i BRAF FHESE + MEK
PO AL O AR EAFEH S N Tn 5 —HT, &
S OIEH D AKGERI & 72 o 72 Fi IR RER O X RHF I
BEITRETHY, EF ORI BRAF™ #{n 42 5%
DA, HOMERBREOHELRE, RRIZL-T
&, AR AT T ICRRBIETAZ L D
D9 %.

MiFR \ZHR )~ /i O FFEA S S S FEF) T Il
BIETREE 2 Z BT 5. RIRICBUT B A R
FOFHENIOWTIE, RAA FFAL D CQUAB LUK

6 EBM I iz,

BRIR I & % I3 BEM S 1Y 5 R R in-transit 55
PHAET 256 T, EFRED LIS RIRE T
W32 (M6). ahde LTIt 2K IV IC
5. RPREOBER L LTid, NCCN 7 4 FJ
A 2 Tix, OAFHWELYIBE, @ T-VEC (ARFBAKFE
HoHhray—1)% BCGY, 1 ¥ —7 =1 (inter-
feron), 1 ¥ % —1uA4 ¥ > 2 (interleukin-2 : £rF5#
L) WENEH (WFhbh 7T —2B)7, @F
TR EIRZIHT A4 I FEF (imiquimod : PR
WHZL) S (773 — 2B), @YIBRARERZC
xH9 2 R E#E (7730 —2B) AR ShTw
. F7, HBIEHEELTE, ®@ANVT7 7T Y (mel
phalan : PRBEE 20 L) % F v 72 2 U B HE 5 0 R
B oHY. TNOOEEEL TORMBHEEZITV,
BINGHE MG 5. SR TE AL, Wikl
Bk d 2 WIEREEBEZ1T). ZEURICES L
Mottt HAHVIEREOMKEZRO A, K
6 DRFTER M 7 O SR EIRT 5. AF T,
O, @ A vy —7zurBOREREN), O
BrisHt e L CHifTRETH 5.

(4) fREIV (B 7)

—RIGHE LT, GFENEDLVIHRET v 7
RA ¥ MHEESHEIE I NS,

1) DFENE

BRAFYW BIR VAR EZHETHHEOHEHME LS
B, WIETF v 7R M EERE S R L TR
HY, FHHIYOMEL MNP LE LA I T L
WekEND, REF Ly 7KLV NHERE 5T
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EOLEL L& —PIEHE T 50130 4 OFEB OIRDLS
XoTHI§AZ LD, BKET, EH5%%IC
L7239 25X w2 Hlr§ 2720 0L =7
Y RIIHFAE L 2. DiATld, BRAF [HESETH 5 XL
7 7 = =7 (vemurafenib) ASHFITHEH S N7z
b & o727, BRAF FHEHE BN & I L T BRAF
FHE 48 + MEK BH 38 0F F 2 O @B 25RE S T
W57z, HAITOMAIZIESEZEHE R VR HESE
ENHnY, F72, NCCN #'1 FZ 4 »Ti&, BRAF
FH5E 3R + MEK BLESRPEHBEE LT, ¥ 79 7=
7 (dabrafenib) + & 5 *#F =7 (trametinib), N4 F
7 x =7 +cobimetinib (RBGEM 2 L), =>37 7=
=7 (encorafenib) + ¥ = x5 =7 (binimetinib) ®
3ODOPHELEZ LKL T b, ARIFTDH cobimetinib
DAMIBRBAR S R Tws (2019 4F 5 AHTE). #6M
IZoWTIE, a8 B I iz,

2) BEF T v IIRA Y NEEE

PLPD-1 JUA & $L CTLAA PLiEDH ), N FNH
#ldo o VIPFHBE TR S NS, TOFMIZOWT
&, R 9 2SI s /2w, PUPD-1 fifk + $TL CTLA-4
PUARDEHFRE IR R & IR A S5 b B SRS
HIEPRENIZZEND, B—HRIHEZITIRE
», BEHALELBEZBIRLTEHTRED, 20
B B RIRO T 2, 7 EOMETEED IR S T
TW3™,

NCCN #' 4 KF 4 & 2019 4F1Z version.2 234K &
N7z2% versionl E DEH T E L T=FK V=T
(nivolumab) + 4 ¥'1) A= 7 (ipilimumab) fif F#%
DI EA T OEALZEIT b B, Versiond T, L
PD-1 ik HAFRE L =RV~ T+ 4 €Y A< TP
WEEZHELL I TITY =1 E LTHERL TV L
L., version.2 TiZ—RikE % [HESEL ¥ A ¥ (preferred
regimens) | &, [® 552 BWTEHM (useful in
certain circumstances) ] &2 Twab, LT,
BTl VX & LTUIPIPD-1 HURHLAIR L O A % 2505,
2RV T+ A B AR THHREIIOVWTIE, AT
TNV—=1&Lad5d, HEFMHICBTHEHELT
W5,

JEAES BB & B =RV~ T OREHHHEES A R
T4 T, BEB O PD-L1 SBIR AR L, 8Bl
1% EOBIE =RV~ 7THAR G 2 BETH L %
HEELTWAD. EREKRTIX, PD-L1 ORI Z R
HE LBz, BEOER, BEHIERIAFRE, perfor-
mance status (PS), BEHIE 7 &% BITHRA TN

TRETHAH. FHIIOVTIE, B9 z2sRIh
W,
3) TxEaE

NCCN A4 F I 4 »Tld, —WRIEHH S ZRKIBHIC
BATTA54 30 712onT, [ 7212 BRAF 1
FITEHR IS X 2 BRI A St s i KIS EE ] L2a s
RSN TWa. BUEATREEN 256, “RBHEICE
1352 EICKRELMEI LV, REF = v 7 KA
v MHESHKOY;A, pseudoprogression & W9 BZ AT
WO HMEINT WD 20, BT AY K #7255
G035 5™, pseudoprogression DM FEVEIZHEEIZ & 5
BNTRIBED I A IV 72T HILDBVED
WCHEBEITRETHS. —T, 5 THNBERIC L SR
B VEA IR RICENE L 725 4 I v 72 HI$ 5 0l
W#iCcdh 5. 2 Orlikid BRAF FESEHEANI BT %
IRFBRIZ BT, BRI 2 M L B HE S %
MBI L CBINL-ZLICERNTZEEZONR
5% BIAEREEHEIRHE & 72 o 72 BRAF B 3E + MEK [l
FEBECTEIRIEEPHONLI GG H YT,
TWHERIBATT A 54 I v 7O L. wE
e &, BE LG IEER DI RERICBATY
NETHY, HEL IR 27201 E W 2 i
FHti DS LETH 5.

TRWEHE LTIE, KGR TEIRS N0 721G
W BINT AL IChD. WEFzy 7R LV M
EIED TR, HDVIEEOHERH Y 9 5.
foif#EE LT, NCCN # A4 FI4 ¥ Tldd b &M
BOWTIEAHHE LT, BEHEMY A VATH S T-VEC
DD B 5. AFETIIRKATH B 05, MOREEGE
oA NA % &G, BUERBRSESTRTH 5. BEE
i AV A EEES 2 T 5720 T K, UER
WML T AE A AT L. EF v 2 RAL VNl
EI L DML CUREED D O, SHFERMRITEA
SN EfFENG, BMRRERSAKE LT
¥ H WY v (dacarbazine) 2SR &b 7z o TR &
NTELD, ZWRiEHED 2 VIEENLREOHRIEE W)
MEMTTHS. £72, NCCN A A FF 4 ¥ TIECKIT
WL ERZBEOLEL N TS24 ~vF =7 (ima-
tinib : PREGEHI 72 L), B & O NTRK @it fa 7Bk
WEH5 %3 % larotrectinib (ARFRARAKFRSEE) DL
HbH. WTNERIFRKATH B0, AFAFFTA4 ¥
DfgE 1 A7/ =< OFRFEFRHICEH ST D &
BY, KIT #1521 O FH X 1ow-CSD & 1 % acral,
mucosal, high-CSD ®EIT% <, B X Z 10~20%Hi{%
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xR7 HEESNSEBHEDSGE

RE EBERSROERE M H=IEE ERIRE

0 (in situ) 1~2FF@F6A8NS | 2802817V, E<ICH | EROBVER, GBEAIU——2J93fcHD)L—
12 QAR CORRETL, | BXEOFREZHIID. 1 | F/OEGREFHESNLEL. BENTERGEZD
TORISEBAREIGEIGICINU | RREOEFRDIMT . ER - BURDSNIE, BEREZTS.
THIC 1 ED#ER

IA~TA 2~5FBIF6AHARADLS | UV/EEFREICERZEBY | FEROLBVBEHR, BEEAIU——2J331cHD)L—
12 WRBRCOBRREZTL, | T, WEENEEZSREZITD. TV DEGREFHERESNED. FENTHHEEGED
T DEI(FERPREVEEGIZ IS U ER - BIRD'ONIE, BHREZTD
THIC 1 BOFER

IBME 2FEBEF3NBENS6MR | UV/IEEREICERZEL | 3~5F/F 37/DS 12 BT EICHERERYER

ERCOHE=ZTL, 3~5

T, JREREE25RZITD.

BEREBETDICH, EHNLEGRRAZERI D. 3

FEIF6 NABRLETD.
T DEI(FERPREVEBEGIC IS U
THIC 1 BOFER

~SFERBLIEEEG, ERZHDEVBRRPEBER
DIFHIC)V—F ~ DEBIREIFHEE S L.
EUFRIVY Y )EERD B CTh S b B Y /¢
EnEREM 2R (IIED DI BEE, FEY ) En T O—
REH D& CT ZEHD 2 F/E(F 4 HHTSEITTTL,
ZTOD®RI(E 6 NETEDEEEL 5 FRkE T D.
RAANIC LLETIE, Je& ZAERDE S THIRE MRI (S
KDROIU—ZVI%E=Z 3 FBITD.

TROLNL7. KITERZHTDREFICBNT, F
0y F—YHEEIAGERZRLIHEDD D,
SHOME VL TN L. NTRK A (AT g 12
xF LT, 2018 4F 11 I KRENC B> T larotrectinib A%
REIN TV D, KEOBRR L 7 o 72 IR, 4
Bl AT ) —<IEBIPHAANS N TV Z & 22T
TOZELEEZLND., L2L, TXTOFREZEL
TRAT/—=IIB1F 5 NTRK BaEIE T ORI,
NBBIT B LB (11.11%) 7225, BABITIEH T
P AT6 I 1B (021%) L oHmLELH 2™, 48, K
BT NTRK @& BIZ O 7 — % OERIFN 5.
PS 2SEE WV BEITH LTI, SRR GRADEE) %
ERTHLEEINTWD, EF v 7K, ¥ MNHESE
&, AR CICIBN L WH, B S \Wid pseudopro-
gression 2 ED H Y D) B0, (EROLFETITIAN
T, HEOMEZD —ENHEHI L e 0h 5.
AL, PSOEALLZZBFITH LT, wWiedbHIilks
EikFET A I LI, THREUELZVWEZAPEEER
HERGZE L TRNBOABRENEZREL T2
EbH D, ZkEFELETIE, BEO QOL RIRR %
WENCEZ, oA y7+—AF-artr o
ETHBERZITINE TH 5.

3.2 AR DR B R ES

NCCN # 4 K54 vy TClrRemPEo+TRToBEHIC
LHEORHEBIZICET A2HIHE LT, UTFEZIFTw

¥

CEEICESE L R LRSS R EHERET S
BN BB I BV T F Ly 7T

B9 2 BBEHEET

S V—F ¥ OIMERA TR S e

CROBRBIR A V2 —ViE, HIEI A, A5 —
STOWAEBLIUORAT ) —<ORFFEIZL %25 1F
(3%, AR BE/EROBE L Vo 7o 2o
HWyHEET S

PUFIZNCCN # 4 F 54 2B 59551 ofeH
BN OWTHIANT 5. 72, NCCNFA FI 4
v & The American Academy of Dermatology
(AAD) A A FI4 v % BHIZ WA Lz#EB
SR A RTICELD D,

(1) #HA O (in situ)

JERD VSR - BBE A ) -V T 57200
V—F Y OWFRAIZER S N2 (RT). HiEORk
R RLRIR O RFT I - 72981, ERIC X
BHEEZW ATV, AT - THFHEWEDIRRE (in situ 2°
BRI D) G L7zt 2 k&2 479 . HEROR
LY 2~ — Y Y TOMBWEOYREITS . 72,
WL TH > 72854, SLNB #EET 5. NCCN &
A NI A4 2 TiE, W0 5B 0GR Y Btk O %M Bl 52
DR - FIHIZO W TR 2 WA, AADDOF A F
FA YT, 6 WANPS 12 AT L ORMIBT1~24F
B ORBEBILE 2TV, TORIIE 1 NOKBBE L D
5.

(2) =E1A~IIA

V) ST E B ICE M A BT, SRR L S5
6 M AMB 12 AT EIC5EMITY (RT). Z0HKkIE
BRI 22 B 26 UCAE 1 MOBIZEE21T9 . ERD %
WHRE EBEAZ ) v ST B0V —F D
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MRS S v, RN ERE - BB O
K BIERH UL, BERAEZIT) . WEREAWRER
BB RITHRA D - 72541%, ERICX 2HEED
Wi & OS82 DIRRE IS U 72 Y) e K AL 2179
IR DRI Y) 22~ — ¥ ¥ T OB AL O FYI R
479, WP, AR, 7213 intransit 5
W U756, S0 MRS 5 I e BRAERE TV,
WHPZWE HwE LClifgmiE %179, &b, Ltk
HLETNCCN HA FI4 Y ORRTH 5. B 2,
5. WA RINTWAIEY, AFTIE Tis B &
OYSLNB O & 72 & %\ TlafEfIco v TiE, @H
A7) —= v 7 HIOW R IIAEE LTWw5.
(3) 7=HA IB~IV

Y UOSHEIE R EICENEZEWT, REERE SR E
3HAAMS6 AT EIZ2MEMATY (KT). TDt43
ERIE3AAPS 12 AT EICBIEL, S5IZHRY
BTG UTAE 1 OB 21T . @IS H T
B IR - BEORTAE B & 3 2 WM % 5
5. MREREBREAMNT 2720, @I % Eg
MEZ3HIANPSL 12 AT LICEEBT H. itk 3~5
ERGE L7236, ERE DR WEHBESCIEBE OB
W2V —F ¥ OB IIHERE S e

FIRY) VAH OB TEHBEIED LWITRAA LR
7eBRE, ) Y NHi L O — iR T ) RNETH L. SLNB
EEIOONTEE L7, H50IATb R 2B,
SLNB "R fE7Z (F72RAETE b olz) BH
B LU SLN =BG TH - 7208 ¥ 8HighiE il % 5%
J o 2 BEICIE, RO 2~3FEE3 T ANS 12
HWRTED) YR I-RELZERTRETH D
(£7).

HEIZ SLN 8B B 1E T » 725 7 SEERIE T & %
Jaeho 7z BEE, HUIMT v & LR To
T BIEICHE U O EICRBBSR T R&ETH 2.
Thbb, VU —RAZ RO 2 EMIT4H
HIZ LTV, 208136 7 HITE0BIEL L 54EM
B s 5. RFICBWTIE, CT OEMIZBIT S EW
ERHL CT HMOMEE LY, VI SHilmB R 7 ) —
VTR CTTIHIWmELHY 9 5. WM IIC PLET
W&, 728 ZAERAR < T D SERMITEER MRI O#GE A
HERIND.

—J5, RIRTHANM, KX AL FF4 20 CQ6 TiH
IR t% DR BIEIR B0 2 BHRETHT 2 32 5 L T w»
5. EHI R BERAC X > THEFHIMAERE L2
EERRTHRIFAL 2D OO, EHI 7 m§HRA

A7) 2 EiE, HikoMYy, wEOF A FF A4 2 TiE
BEICHERR SN T 2™ i = v 7 R4 v M HESE
R AR EDSHEATHIRER O —KIGH & 7% o 728
e, RHIFERC X 2 BEGH T P RUGEz IR S b
CLAERO—HNTH L. AFTIE, H WYL 5
R HRICRBBIZE L, 5EDRIE, BREROHE
HEEZE LT, BEOHAIZLVEIC ] Eom Gt
S HICRMIET-> Tl Bbhs, —
JiT, ZokMBlgmPLHBEIcoOwT, TEF VR
(D WA 2 JL MR X 2 v, WIR D NCCN A4 K5
4 VBIXUADD 51 FI4 ¥ OHEdEd 2 kmpisd s
SHIARBEICZ ChRVWHNED —ifat. fliE,
FIADYE, HREICDZZ) BB X5 ) —<h59%k
T AR HARANZHRE. —F, HRAATIER
7 ) =< BHARE 2 WL LoFARES MBS 50
FENTH D720, EEICHELEL MY EOREZE
MLUL T B IOFFIARBEHIEIATEIES 2w
WREMED D 5. Lo T, KIEBHORBBILIIB VT
X, BITA KA 0N ESE, Hc OREFIC
BWTHRI SNAERETH 5.

=

i

3.3BHbDIC

NCCN A4 FIA4 v BLOAAD A N4 &k
T 20725 T, W OHEHRT VT X5 LS
BIREHIOVWTHBRT:, ThHDHS Fo4 V1, %
B TSE T A HAKETOIEF v 22O NWT
BY, $TRTEARILEZIHEIT 5 038 Towvnf
REVED D 5. HHREOEGIAI L KETRLZY, &
I KR AL, KETEDT21%EENT
Hb. FDDNCCNHFTA FI4 VTl RmBTFHO
FARLE R FEWFEOFEIMEES LTV, i
BOBENTEEFERDOBENIZHBN LY. AMIE
DEIETEROBFER, 0EF =y 7 KA v FHESRE
MREOTFINAH I BN ==L EZ 5N T
WBAH, KR FRIERTEREI D EENT
WBY FRCKICHARRIBICBIF L HEF 2 v 7 R ¥
MHEHOR RN LRI TB LY, #Hix
TERBOLR IR LTV LM SH 5. 5%
EARFEAIGR TR X 5 — < B % P IS PR,
SEWFEDN BT i & KRR E T, oM
b o TABBHML72AIAA BT 4 ¥ DOREI
HThHb.

T/, KA EHLOWIBIESES T 54 H, KRR
BRICBIT 2 BEERE, ERROBEERIR 252
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LI L TA R < v i ai B & BT U,
FBIEEMHE BT 2 BRRERTIL, ) 2 i
& HEAT S A7 ) TIT R AS IR S N o s % B e T
Btz Lo L SLN#ERBEYETY) o8G5 %
WHEHIISBRINT 2 L TFRENE. Z0X) hEE
R X BRI, B B v ITkE B
RBEe LG, EOX) BEENIIR 200 3Bl N T
X7 =7 D\,

BTV T) ALCELT, BRBEG»SEEON
72BN, ERRBICHRL T Lakwv. Fi7zi
b 725 SN D BR RS ROWRFICEE TR IR
X bRV EREIIZ, A4 NI 2T 5I12H
Teo TOWEMNZ B - AL T, ZHRICHLS
VEERH 5.

4. FEE | RERVBR CEBRUIER
4.1 ZL®IC

FARFEL 2D TR IR E R B FE O RIZZ
LWEENTERZRAT ) =< LT, ME— R
REMPHREAEZEL ) DIGRTERLEEZERZONTE
Fks, FREROEEORE X (tumor thickness @ TT)
DWNFIRLE T, FMFEEMTRYAAFDRE S
NBZ s, WEZIZREHLCo Tl % 1 9 B
FETHLH. — KT, INFTHEESNTE LT
BB % KBUSHT ) & ERRAER O, 2011 42 LA
BEZBY LT = v 7 R A v MESR L 55 TR
FTIZED, AT —<OHRBEME S BIWICELL, F
MR O ER - HENO VT HBIEKR & Ziniiell 20
A TW5S. AETIIHEFERYER B X O B ER O JE
WIRERE & BIEOWEHRTFER L LTOEE SHOEE
WZDOWTHER T 5.

4.2 [FRREYIRR - SmBRUIROEN & BrY

FARHLE OIS & 7% 5 OIFFEFEHYIBRIZ OV T
) 0~TIT (AJCC %5 8 i), HRFEHLIBRIC B\ TR
IV OB iR, Wb b oligometastasis A%
T L. SEREERI O 720 O I B 70w s R ) B
D FHEOMINDOVE DL EZ HNDH, FEH DK
Ak, ARTiEinzvy, AL HWE, JFEIREE
U1 Tl R Tl 3 & ORI, I BRI B W T,
JRETHE B X EF IS AEF IR (relapse-free  sur-
vival : RFS), 4AA4EIH (overall survival : 0OS) @
MR L5,

4.3 [FFERVFR

(1) fE<—I>

PO TIERAEE L O PHRGEE LT, B
Btz 5 5 cm B L CTUIRRS 2 O3RN TH -
728 LA LARBOFHRIZFEEL LTTT LHEL,
BRI IR Z 175 TH, RIS, RFS, 0S i
BEALYE LW WD T~ 7 2 LHEEAER
WCCTHSNE L7227 (£ ).

NS OERREAR 2 OISR E Sz, A
B EMEE T4 K54 v (X5 =) AP B L
i #r ® National Comprehensive Cancer Network
(NCCN) #'4 FF 4 » (Version 2. 2019 (201943 H
BE) P CoHE M~ —Y v 2 FKIITIRT.

WA FF4 & HEKT 5 & in situ GEMI0) DA
Pkr~—2 ZAe#2d 5. NCCN A FZ 4 »Tid
5~10 mm Ol A~ — T U2 I N TWwWS,. NCCN
HA NI4T, 2013 4F DT & R EY T,
6 mm O~ — 2 ¥ THIBREG A 86.6% T -
72DZK L, 9mm O — T XTI IBI% & UH
L7cHiEZZE L5, — AT A T4 e
R IIARBHR R L 2 WMESINTB 5T, 1996 F D
Bartoli 5*® 3 mm DN & 3 mm DL Eoflii~—3 »
B L72IET v 7 BB Z MK L T 5. K
AER TR QR BRI EDS b olzlz, 3
mm bR~ —Y L LT
(2) FHI—IV

W~ — ¥ oW Th, R EHl R P R &
LT, DANETIROWBEEZ &0 TYRRT % Dh3—fik
) CTdh o7z, —7T, 2013 E LI BRAE & 5 iR AT
RER L L 722 2 10 SWFFE 3 8is S, BB
D MIEFERAI R 5 AELLN DY ¥ X s o fa b
W3 25 K5 K, R & PRICB W I AR A
BAEE R, o72. L LANE TR D T Hs
TT OEVIEFIA L EERTBY, BRI T 2%
RS % LD H 5.

Wb~ — ¥ 2B 2B ORIEICO VT,
RED O E TOHMEIIME 4~ QRGN BT 2 HFEHE
OISR R K%, body mass index 12X D K& {7
WD, Tz, FHFNEAIC X o T Z R <8
b dsb. TTIZ20b 56§ H—MICHREL &k
AT BRIIMMNEEZE5 249, TTIZS L THE
Y=Y VIIFKISRETREDDEER DD, 5k
DY T ¥ AMEEDET=N 5.
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x8 fEVY—IVICET DS UY LMELERHER

Al _
s iE SRt = VHES) EEEE E{%n%%é 7%%\/ PR ?;é%; Eﬁg%ﬂ SEFHE é%'\gﬂ
1998 | Cascinelli et al.82 612 | 0.8~20 | 1vs3 | BEELL* BRELL | ARELL B2
2000 | Cohn-Cedermark et al.8® | 989 <2 2vsb5 | BEELL BEELL | BRELL SCHEIE L
2001 | Balch et al.8® 468 1~4 2vs4d | BEEHKL BRELL | ARELEL B2
2003 | Khayat et al.8% 326 <2 2vs5 | BEEHFL BRELL | ARELEL 0
2011 | Gillgren et al.87 936 >2 2vs 4 | BEELL BEELL | BEELFL 2
2004 | Thomas et al.8® 900 >2 Tvs3 | BEEHDO*™ | BEELL | BEELEL 0
2016 | Hayes et al.8®

ALM : KIFBFEIAS /—<
*4 BIOBFBHELIFVITNBEBEDES 1 ~2mm OFEFITRA~Y—I> Tecm B Thofe.
**PHFTEE, in transit &8, B V) \EEsEZ S0 locoregional recurrence ([FMAIF~Y—I > lem B CTERICED DT,
***melanoma-specific survival [FAIF~Y— > Tecm B CHEARICED oIz

#F9 AFHA RSA>, NCCN HA RSA VICBIFBDERED
HRAAEY—IY
T 1&”75“7—2“\/\ A~ —IY R
(EFHHA RSA2) (NCCN A+ KSA2)

In situ 0.3~ 0.5cm 0.5~ 1cm

<1.0mm lcm Tcm

1.01 ~2mm 1 ~2cm 1 ~2cm

2.01 ~4mm 2cm 2cm

>4mm 2cm 2cm

1T EBDES

(3) X5/ —IRBEUCKBDUNRY — I REFLD N EE

WROM G~ — 2 Y DRI, ZONLDRIHH
ATHY, HEANEGOTIVTANIIFIEAEEEN
TWiw, 20720, FEAE, s o
Wh~—Y Y OMEICLEHEETNHIBREEShTW 5
B, TITART 7V ANCECRIERTF AT /) —
< (acral lentiginous melanoma : ALM) xZiibHo
iz AEEER TV AW (£8). SHTIEAT
J = X BB o - AR R A E A
MESINTVEPIZL 2 0b 5T, ALMIZDOWTIZH
ANFEOWFEL VBN S NI2HA T4V E2RFE
FHIWHHEL TR L TV 2BRTH 5. FFIZ ALM @
G THIGBA 7 7 —<EHR oM~ — ¥ Y HFZEIC
BFECHEENTELT, B~ —Y Y o@Ekizon
CMRRE L 721010 S AFZE S AR L 2w, R M X 7
J == LTI & HREEYIB T 23T b T 2 3
RTHBZ S, BHEHARERMES; 7 )V —7 (Japan
Clinical Oncology Group : JCOG) 2T, HFHDINER
MR 7 7 — =0T B HREkE AR Tl O 1 1) & B

kB (JCOG1602 (J-NAIL))™AS#ATHTH Y, )
Wil & H U COIEHME, RIS D EMRGEEFTH 5.
(4) HieiHBVETEFRROOREN & RREIPR

WEF = v 7 HRA ¥ b HERER DTN 2 8
DIV E 2 8T, BRERYBROZZTTHRREL
by, S, RO~ —Y YAEE IS
A3 5.

BEIRIYIZE & 2270 ) ¥ 78 Ein ke 238 2 95 9 TIT he B
\ZRLT# 757 x=7 (dabrafenib) + + 7 x F=7
(trametinib) PF B 2 MHT (MGEE 7> 272 L)
+ TR AN ARE & L CH W24 TTAERERS 23 S h
T, HEOHHEE GiaiaiBisks L, iy
BE 2SR T % MoK T ORI AR A IR TE (4 € 4
<7, A vy =720 o, BEHERBBIL)) LIt
LT, median event-free survival TZNZFN 197 7
H, 29 71 [ LAtii i B ke CRERGI A H 7z,
RS R E IR B LR S VI BR U 7= AL AR AR AR
WZBWT, 1360 7 BIZIR P52 4 28%) (pathologic
complete response : pCR) %7~ L7z (FF 8 &=M).
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BERTEMEREE ST A P T4 VSETRER (AT /=< T4 P4 VTV —T)

—J, IEF v ZRA N EER R
i WEE 7T v 2% L) I2B8wWTh, v 7
wﬂ%z#@ﬁfd%%ﬁ%ﬂmdh%+h€ﬂA4
PURBEBE OGRS G ShTwb. ERRICH
L0 7%) YOS O D B R T RERIS T 5 =K
V=T + A ) A TR E =RV~ T HUA R
EAMTRTAIBhEEGE (M & QAT ERMIREE LC=FR
< T RMH) & LTI L7245 TTHIERER T,
SRV T+ 4 ) A T HERERE TR 73%,
pCR45%, =K~ THETHERH 25%, pCR25% &,
PP BOLTEM R R 2R L (RIS HR).

4.4 Oligometastasis ZXHR & UTci=fRErfsE
tIBR

(1) ERBBERYIBROMIE

A FZ ) = BHIEBEE RS I NS
ORI TIIZHEREZRELTEBY, —HICTH#EIE
Fwv. LA L, TRV EMEOEE, w
bW % oligometastasis Tld, YIBRBEELMICHZ ) HH
RS ITREB T 2 EAIAET 5. €072
DOFBIEYFE O MBLLENE, FRREIC X L0z
BRFROVED L LTEE T LLEVH-72. Th
 TOEBIEEG I OB EVRICHE T 5 Ea#mE
EZOHEHMEERIOITRT. Wb IR
TEAFROYWHE MR HME SN TVDEY Y2, Th
LIETRTHEAMEWIETH 5. EFMBNT—BEITIH
BHHETLTED, TRV THo72EEZOLN
BLIEBINE END L\ ) BN T AL ZET b L%
B 5b.
(2) ECRBERYIER+ L MBIEE

2018 4F 8 HIZilitatfiBhil & L C= R~ 7 DfiiH
DARFECTHAGR I N, T IV O LY BRE%EO
WM b EIN D, BIUIMT v ¥ 21Lit
R (CheckMate 238)™12817 % 14 RFS 13 =K
VI THET630% &, HENHETHLAE) LT
(10 mg/kg, 3B E 41) BED575% % Lo Tw»
72 (M= FH 050, 95%EIHX M 045~1.10). —Ji
T, IS 2HOEBEONTIE AJCC # 7B
% MlaSERIAS61.0%, 586% &, ZOPE Ll EAEH
Rk, ) YRR THh o 7. T D7D NIRRT
LCHRABORMEEZRTLIEIAHTH S, /2, 0SIC
DWTIFEZRPETH 57, 5113 oligometastasis
YRR HBRIE, WBRB OB D e TEET
LUED D 5.

(3) Oligometastasis [CX9 %17}
5%

757227+ b7 AF =TS & ST
# & L Coligmetastasis |2 525\ LDH 1E%, #55
5L 3 DRIWGOIEFNC 723546, 1 SEMIE AL
F68%, 2AEMIIEALTIE46%, 14 0S90%, 24F
OS75% &, FMiL Y b RIFZTFHIHMESINTW
50 —J5T, oligometastasis (25T A HEF £ v &
KA ¥ PHEEOREIZOWTIE, oligometastasis &
xf 4 & L 72 iR 3R R0 BE i o B AR 35 T @ oligome-
tastasis (CFH L7277V — 7T IE 2w, L L
WA TIAHEER C 381F 5 60 PD-1 HUR™, B XU
PD-1 Hifk + $iL CTLA-4 HUAK" o> A= A7 1 1 13 i ok oD iz
BEYBROLEAEMM Z Rl > Twad, —BIYICARITE
%«@%r%l/7ﬁ4/LM££®w% IownTid
MROBERABRL VL L EEZ26NDL00, WEHE
YIBR D@D, YIRREAi#R L oEm=, )
BRI FAEN SRR E T = v 7 R A ¥ MNHEREE
HEATHIAHEE LToAT L GRIRT 2 X & %, BHmEIC
HEICRETRETH 5.

BEELTO

45 HbbIC

AT ) =< OFMEHIE S hifﬁﬁ@% RERD
R LD, #Mi - ARREFRANEAE L TBEICE S
TWwb., —HTHIRRBORERANE R IATDI
7’:%0)’0%6 FRICESREOYBR~—Y VI LTIE
ALM #% W4 7 27 NC#EH LIS < WIERT D A7 1E
L, TOHOME, HAHAELAHTHS., 25/ —<
WROEGVEMT 27 V7 ANx il & Lz Tk
BT 2 & KRR A ATV, ZORREREL
RIFBFEWCEI L7244 R4 Y OREDPLETH 5.

T2, BEORIEF v 7 KA ¥ MHEER ST
MIEDFRICE Y, I SHHIE R % FATHE: &
MAEDLEL I EIZEY, 1ERED b PRUIGED IR
T&%. FRiOS545KEHEIL, DWTIIEKE D
125 EVEEZLND. — /T, ZhbHHl
SEYPIRDNT X DA AT RO HAN &
HRE LT =7 MR Z L, ERBRICBW T,
BRREBR TR SN 7213 ERR I S e Wil PEIC D
WTHHEITRETDH 5.
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® 10 ER&EBICHY DEBRUIRS KRUFHREYEEDIRARIDRDLEER

) " e B RYIBR - Median ) 1 & o 3% 54
WEE IREF RIS ERT @ﬁg:[x%u n# RFF’ESW Median OS R | A% | 4w e e
Deutsch, 2017 | HEEAESER »db 392 — 18 KA
et al.9% (£2TED)

U 1,231 — 7 hA — — — —
HIEE oo 194 — — 52% 41% — 32%
U 142 — — 16% 14% — 11%
it 18] 44 — — 51% 38% — 23%
U 653 — — 13% 8% — 4%
B 18] 37 — — 28% 14% — 14%
U 101 — — 21% 17% — 4%
AR el 28] 25 — — 40% 36% — 24%
U 84 — — 16% 12% — 5%
Harpole, 1992 fif fi510) 84 — — — — — 20% *
et al.9®
U 142 — — 30% — 9% 4% *
Tafra, 1995 fif oh 106 19 1A — 77% — 37% 27%
et al.9” (39% *)
U 878 7 HA — 32% — 7% 3%
Shuhgg, 2011 fib FERYIRR 27 — 20.5 1B — — — 35.1%
et al.
Rree bR 3 — 13 5HA — — —
Long, 2016 figaaE Dabrafenib 237 | 21.4 18 | 455488 | 90% 75% — —
et al.100) 3 AE, | +trametinib
(LDH
ER25U)
Schachter, | 2017 YIBRARE Pembroli- 279 | 56 HA8 RENE — 55% — —
etal. 1o R, IV zumab
(10mg/ke,
Q2W)
Pemobroli- 277 4.1 1A8 REE — 55% — —
zumab
(10mg/ke,
Q3W)
Wolchok, 2017 YIBRARE Nivolumab 316 6.9 HAH RE=E — 59% 52% —
et al.102) REAN, vV -
Nivolumab+ 314 | 1155818 | 376 178 — 64% 58% —
Ipilimumab
*ERFEERTE

RFS : relapse-free survival, PFS : progression-free survival, OS : overall survival, Q2W : 2 3 8HE, Q3W : 3 BHE

5. FEE: EVFRIVUVINEEE - U

o pet e v i 5.2 EVFRILU VI\Ei&EE
JAN:GE B00] =

(M) EFRILUVIEEE

5.1 FU®IC

AT ) =BT HHEIRY ¥ 8HIIH T B FHl R
BHREFICEETHL I LRE) T TL RV, EHE
) 7% 2 R SL R E 78 O B AT R Wk 0% L itk %
ZUF, T AN COEHERGE NS ) 2o iR
DEHRRHEINE, SHRRELEEORZAZLbDL
Zzibhb.

£ v F AV Y3 (sentinel lymph node : SLN)
CWEFEN S D) VRGN ELET Y o3
THbH. SLNIIHEMADO SN LEE53H505, h
LD YONEIEEBEZ RO RITIUL, FNRE D TRD
I YN ND O LHHTE, ABE
2 VRENG ) 2o XERERIE A A [0l U TR ER R iE AT
EL722%.

£ F AV ) YoSHEI AR (sentinel lymph node
biopsy : SLNB) ®O#f&i%, 1960 412 Gould 5728, F
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THFEOFMTHD TIRIB LY, FEn) ¥ fHiofl
FRORE B T I & o TEER Y >/ 2l O IS %
HOTHETEEVI D TH 72 O, 1977 4
|2 Cabanas (ZFEZ3HE ORI MR OBER %2 #s L',

1992 4£1213 Morton 575, KFHD A T/ = ~\DJ&
2 s UM EMRERG SO WO L)Xk
ARER

(2) SLNB OER:: - B

SLNB O FITEZ BGES 5 729, 1994 42 & EIBEY
LML ORI E T v F AL EEA B (Multi-
center Selective Lymphadenectomy Trial-I : MSLT-
D) 25T S, 2014 EI23ReE S 7z,

SLNB T AE M) 2 588 v iz 2R c& %
A, SLNZHERED B o 725 I B ISR ) > 7 SHi
UM 2 BN 5 & & AR BIE I ERIR I IZ iR A
FERINTHLHHERZITIHE LD b PRIYUET
B0, IZDOWTHGED 2 STz,

ZORER, SLN ~ORUNZBOA I, FHER AT
RICHEST LW PHREATFICR S 2 LR S
O, RKIZ BT B L liak LA M EHFEICB VT
b, 27/ —<OFEFEEDEE (tumor thickness :
TT) & SLN iR L OMIZIEOMB 2RO 2 L3
WEINTVD (pTis: 0%, TT 1 mmLLIF 1 11.3%,
TT:1.01~2 mm : 21.0%, TT : 2.01~4.0 mm : 34.0%,
TT : 401 mm PLE : 62.4%)".

¥ 72, SLNB O FPHEADOEEIZOWTIE, TT 12
~35 mm DI B W T, 10 45 B4 R A AF 3 )8
SLNB # T 71.3%, #E#EI% % 0 FIEMH T 64.7% &
=% B 7205, TT 2335 mm Pl OFEFI R a1 > /%
HMn A DD > 7 EFI T RERNIC = 2 D R o
7290 2F ), TTH4mmBEIENDDIZOWTI,
BEVZE AR 2 0380 & S Hifs B P mbginf 2 4 L Tw
HHEMEDTE <, SLNB iZHHEEORE S THH L% 2
bhb.

Z 2T, ¥ D National Comprehensive Cancer
Network (NCCN) #'4 FF 4 » (Version 2. 2019
(2019 4 3 HBUE) ) ¥ R RIEFRIES 2 XD A 7
A T, Tlad®Z (TT<08 mm, L L) (2
& SLNNDOHEFEE 5% LT & LCSLNB ##E3E L C
B59, T2aWERLWH I (TT>1 mm, any feature,
NO) TEELAEVOHRTIRET S (discuss and offer)
ELTwW3. F7, TIbHZE (TT<08 mm, HED
D, TT:08~1.0 mm) TFHLAVOHPTEET S
(discuss and consider) & 75T\ 5.

(3) SLNB OF&

SLN O [E#:I2i%, i, radioisotope (RI) 2,
indocyanine green (ICG) #IGEHENZIF SN 500 {4
FETE T Y I TN—=RA v VTh VIV Enoie
BFE ML —H— 2 NS LT, HRL
V) R YRR FAES L. i TFETIED S
A%, BFEHMTO SLN FESRIZ 80% I £ 5
728, HATOMAIEHEET RO Tk L OMAG b,
FIMBIE LT 5. £ I3 RIB:E OFFHA
b, TRIZXYFEERIT B EE SIS,

RI#ZE, A X230 A KR T7F Ul wo72RI ML —
H—% A L CSLN 2 [ % Fi5T 1993 4F 12 Alex
LIZX D IRMICHE S Y. 9, Vv rFs
7 7 4 — T RIDEREEIZHEANTS % hot node ZHERE L,
SLN fiii& D& hk§ 2 5Hli§ % (X 8a). Miniich v~
71— 7T SLN O Z iR b (K 8b), YIkH#t%
FHA VT D, Hr<Tu—TERMFTHALT, K
IR 2 ME LR ASH ¥ KA~ MIZ SLN % [6 5
L, IREIZSLN ofiiti 2179 (X 8c). bHIMI
NBEEET, —RIBEEEED Ny 7 755~
RO 2R ET, D2 B PETEMEA 5 5 @ hot node
10% £ TDY »34i% SLN & 35",

ICG #EkE, ICGSMbBdT7 VT I v EfERLT
U 2 ARSI 0 #5 % [R# A Charge  Coupled
Device (CCD) # AT TWZ AT LTHETF1I~2cm D
EEIZHDH) 285 VRFiz) 7TIVEY 4 LTSS
THFETHL (M9a)". JHFH &) /S Hins
WA, RIEETIE shine through B4 % 4= U C SLN
DFEDHEL <, RIS BEEE P 02 T E
b, TOBICHEMEZRZDHZOICG H#HEHET
(X 9b, ¢), LD Y REHIZRESHD HOD,
RI L DTS B 7% 5 FEEROM LARE I N,
FRCHHSERIC B 2 A M E R RIZECHRINL
72 hot node & (X% %) ¥ /3% SLN & LTRHE L,
X0 £ DSLN 2RI 26012 H 2 & S b,
ICG D TRA/PNEL) Y ABITHSE L v
IZ, SLN %% L7z 2nd echelon node %#H L T\
LUREVED D 1. ZD 7, AR SRR
2V N R BT 5 LE D Y, TSR ML AE 51
TR, ICG HOGEIZ X B2 FAED L DY) ¥/ i Big
B LS E b H 2.

LB F AN YSE R AES BT E L
T, SPECT (single photon emission CT)/CT 23Z8¥
LN 5", SPECT/CT & RI x5 % SPECT W&
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8 RUEICKDEYFRIVY VI EiER

(a) UV F I ST «—TD hot node DFESR.
(b) Ar~TO—TICKD SLN IEDMAEIHESS.
(c) SLN O#H7ZETL), BaEETZsHATS.

9 ICG BNEICKDEYFRIVY VI EIER

(a) ETEBOU V) GRIEOIC SLN (1) OmEsE
(b) shine through BR& %4 USRERRZE CDRAHR]
(c) fE LTz SLN

WS CT A & B RH A % Rey L 7afedsc, v
70— TRFIRED A T TIREEDHE L WIREO &
YFANY YR BRYICFEET S I EHHETH
5. BEIZ, KRR O R BEGE B R BHSER o & v F
AN YF O ERE LICHHE S,

(4) SLN DBBs1

1) EESESD

GO ) »oNGIE ST, BT 2238, BiE
) USHE, A NAA T VoSHE, B Vo8, BA
BB »oNH, S VoNH, TR Vo8, REEY
YOSHEN, $HE R L8R SRk A ) Y REIiND )
YOSEDAFAET ™ (M 10a, b). JFFEHE & SLN Off
EANE L, BEHEEMIZ X > TSLN AR Eh 5 TH
29 WA R D720, BRI LD, SLN 25
SN E P L7zFEsLEE %% (K 10c).
—fEAIZIE, BT A S SR EFE O FEF TIEEH TR Y
VOSENZEE VR TIE A AL PR Y o8
BiilC SLN Z 588 % & L%\ HAh b5 D%

TBCIE, TR VNIRRT Y > i O RIS
EVZSLN #5380 % 2 L 255 W0 (1K 10c) .

BRI EFE OIE B TIE, RAMEDOES) ¥ 73HiAHs SLN
R, HOoF A XD 3~4mm BRELNEVEED
HBH72%, Bk X 52 ICGCHEEDHIH E Vo7 T
Kb FE DB L 7 51012
2) H¥EF

WIS BT B VN R 2 D fy, BHSHER
Mg, A, IEWHOBSEASHEEE %% (K4 11a).
OF ), FHER R L, $HE—IEE— e —IE Wi
PEREZRY, THEIERE— BRI ER %
. Fiz, YREOUE - RBMATHEEY) Vo8EIE, WY
YOSEIERAEE) YoNE E R Y, IERIT ORI &
s oM, FHcToRfiEEo The Sh s (X
1la). BERSUSICERESHEAET 2 E121%, B
ZHUMCIR 2 cm 370, BF4 cm O R & FE LCH
W) UNEI R T 2 REN DY, 2~4 FIICFHIE Y
YOREINE 1B ELH L. TD/2H, SLN L ZED
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B2 BRI A Ko 4 VUFTRES (A5 = TA KIA4 7 —7)

10 EREEERY ) \EADERMIE Y V) Ui

(a) ZEEU )\ (BFEEEFAR  BmEaREFRY V) EHN, 2002)

(b) REEERU )& (BAEEERIAR | BAEaRFZRY V) ERN, 2002)

(o) BB V) GREIICH T DRAEREFREINDU V) Ut (FRRA BURBEDSER SRNeR FimBnsrmim (RFER,
FiEl >/ \&hEnt%) BAEAKR 71 184 :299-302, 2013 £D#RE)

WK TR Sha )t
HiT I~ or IV, P
LR TR -v. P
30 V. (&
i -l or IV, P
T -V, (0
A I-I or IV. P
R - ar [V, P
AN T I-MMor IV. P
LS 1-10 or IV, P
i S -y
kMR -V, P
FORSHA m-y
i -V, (&
Fism m-v

P: HFRY >0

O UL ]

#: HHEE) ¥ 4

T B0y 2ol

4 (R el

11 'Y VI EDDmEREY ) \Ei

Ta, FREM, =R, 2010 KOEHH)

(a) Y V) EOBIUEFEFICBTDIXBEODER (HEAREREESZRR  KEBMEBIMOERVEN F2Mm po,

(b) mEY V)& (BFEEEIAR  BfEaRFZRY /@R, 2002)

IR ST E WL E 2 ), A OJESE
B &Cid, WMo E BEY v E o 4 580
SLN Z G LW H ), EEILETH 5.
3) LtR

DI OoNEIINEE ) o E i S R Y
YREiETERD, SLNDIEE A EIZHIBRT 5 level I
FIICHEAET 2 L SN 5™ (K 11b). JEHEAEEMICH
PUSHER R R, AN & AU Z R BRIR IR - 72 )
YRR E D T ENSE L, PRIZHIUETIEITIRD T
LB 5. 2, FORMBUML/NMEEMO RS T

&, B UOREICSLN 270 BT e
H R 121X mid-arm node &\ 7z interval node b f£7E
THIENDHBHY, 512, ERERRE PR o2
T, $BETY 2% v 28 Y8 Icdh R L
F=TRBOLIGEDWESINTB Y™, WMHIZIZRI
BLEBY) RV F 7774 —ICLHEEITST
BLIEDPET LW,
4) Th

TR OB o8, B oSEIN S EENY
YN FETE R DAY, SLN % < 13 sapheno-femoral
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12 TEEREMREDY ) ERREX D & ZRERA R

a0

(a) AAO-HNS DfEIC KD UV )(EmEE [ &NV, TEMDBFREFEBOEITHD, TEN, VA EV BOERGFERRHET
% (Robbins KT et al, Consensus statement on the classification and terminology of neck dissection. Arch
Otolaryngol Head Neck Surg. 134 : 536-538, 2008 Kk bhi#r#H)

(b) RENSER ) EEEMOMEITIFORAE (X | BEEE NEES, 5=/  BIWE KKH  BREEEH)

(c) BBY VI ERUINIVXD (HARAEZRE - BARAEFR Y/ EfiK, 2002)

(d) BB ) EEMODEITRORRETR (FXH | LHE®E, S=8  RRHR KRKH  :HEITDU )/ EZSORER

junction @A ZF OPIEANZAFAE L, junction £ 1) b
FRR 2D KERBIIRAMAN (XY > 2850 ) v 3 Hifin i
BIFEAERWEENED, 72721, P (Popliteal)
& I S B EEREARAE 1/2 6 7 F L AR &
7z F R M AR 0 2/3 £ 35 )L EAMINC JEFE B A
AT AETIE, R N2 88 L TRy
INEINEFEL ) VORFEDATFAET S (serial drainage),
HBHVIEREY VL 2RO VS TEDPEAT
(parallel drainage) $52 & bdhHb. ZDXD s
SLN 2505 ) V SEIC b MM S N 2L 3H 2720
EREET LY. PREEDO X F 7 —< T ~
NWEIWCHEBEELBHERIII2%EHTHLDID
OWE - DR RS R X ) IR ) vo%
VIFTTTA—IE BRI EEZE R OND.
(5) SLNB OS#0DEE

SLNB & x 7/ =< O ViR G Rt 2 et 2 1
T O TEEZNT L4252 EITHBOBEY TH 5.
BT > 2 S SR O 7 3% & BIE L 7z [FEIBRIY 72 £ i i
e 7 v & AR (MSLT-ID O A A% 4E kR
& &N, SLNB BEBE I LT v 28 Hi il &
BN HEAT L7ohE CGRIEMTRE) & BEWHIC X - THR
V) UoSEiORGE A B LR (ROBBIEEE) omICHR
BRI CEE RO T, ) VWEER EOR
ERHLIIFRIERE TR L2,

COMRIX, AT =< O ¥ SEHIANDOIEHY
WADFENHHRRELRERZ S 725 T WY S

0, FESEWENC L A Mg mEEoAME L AD
4, 1EffE7% staging ICEE 7 SLNB O Z 4t 4
RELoTW DL Ebins.

5.3 U ) \&nghiEih

KA RI4 D CQ2TIX, MSLT-II OfHE% L
ZESE 2, SLN BEREHEFIC Y > 2 SEERHA % fidT L
BWIEERELTVE 00, TRTOEFMIZBW
THHEMZITIRETEAEVETZEOTEARL,
IR & 222 IR o 7 SERERAS B LV ARIR ST A 1%
Ve %%, F72, SLNBUHHITH > THHEAT L L
D) YRGS T AT O SLN [[ A3 L\ EBAL
T, 4 OFEFNIIG U TY ¥ EiZhiEwR Ofifr %2 %
BIREyDEEZOLNL. 5%, L)LEHOFHV
FEBNZ R U CRIYICHIIT SN FHRICHE > Tw b
DEibhs.

(1) STEEBY ) \EnEREfi

SHEIIC BT 5 ) V8 H o ITIE, SR EH SR
B - BEGESVREE 4 (American Academy of Otolar-
yngology-Head and Neck Surgery : AAO-HNS) 23
VF % 53R HASRIRIH R ) Y SHiIBIC L 2 b D%
EWd s (K12a). FFICHEHDO A Z ) —< 2B VT
I, FEREERMICL-TY) U8 EL D720 (K
12¢), FRIRPT AR Wi{g0r i, SLNB O R 74% & & fs
BT L7z T, SEBNIS U7 305 #iPR %2 Mead L <
W ZENPREE LD,
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SR v HIEREm oML, DT E {158
b,

- MBS Y S ERIEMT (radical neck dissec-
tion) : PISHERIR/EH#E/ MO SHFLZEM 22 L DIEY >/ 3#l
A — SRR ) ¥Rk L i3 E L Cibk
5.

- PRAFI SR Y > /i ERIEA (modified radical neck
dissection) : A% { & H—2LL L) oSk (N
SHERIR/EIARE M SHFLZERE) &2 IS 5.

RPN Y >/ SHiZBIER (selective neck dissec-
tion) : A%< &b —2U EoRiR LA (X 12a)
ZimAE L, FBIHHEMH 2 M T 5.

ek, MR FREM R CRAF SR E M AT T & 72
A5, FRICERR BT e ) CONETRE 2 AT A
WZ4E, BUAMERHEM 217> THFFERIEE Y, A7
HFBEM AL E L L ofldE A% v (K 12b) 9, —
77, SLN BB CIRInf S SIN OAICE L E LT L
bl SN, AR TR IEM BRSNS 2
EBE Lo TETVLW,

AR R O SRIGHPH LDV TUE,  JFUSE AR A
LyRENb) Ui xk EBELHERHT» D
BB F-F2 ) ST A ZEDH ), SPECT/
CTRICGHNEREEZHWT, V) Uy Xzl L7z
T, FNEHIPAAZ LET A Z L AT L 7 510,

T 72, B OBFEFERIIC X o TIE TR > /38
WCHERE 2D B T & NL WO HIRR Y NI
& R0 Y4121, B FREIE0 R o FH 2 B
5. Fro, REEREHARIBOEIER TR
VOSHIRREIARE ) SEICHEEREZE LS EDDH D,
HEEET ™.

(2) BEY v I\EnzkEf

Wi, Pz R RE, HiREZ KINE & /NG, #
BEA LW & F WU, AMIEE A SR & R,
YA % WS SRR TP E /-2 & %2 %

Wi ) > 2 S RIS AT O SRIE PRI, /N & SRR
TRLO 3FHICK G EN TV 5.

- Level I : /Mol & 0 4MU o3I T, K
FlE & I LR DS AR IR B % K Y o 8fHi
DL, LR o8, BHTY) Co8E, Y >
JNEE, HUONERR YD vosEi R EAE N, W AHE
CHHI LRt & B3 2 Ao iEEs ) oSBT i b i
LRIV,

- Level IT : /NI DOWRIZ 72D 5 FHIR T, /i 4l
VAFAES 2 i T > SESE ONS R G & /NG o [

AAET A M ) > 238 (Rotter V)~ 286i) 2SfAAE
5. ) YoREIO5E LI IE B EHIR O M B o
Tl 5.

« Level IIT : /NI & » & NIl OFIRT, K
BEIRICT > THET 2815 T Y V23 HIiAEE T 5.

FREFPHIZ OV TR, EFHI BV T level I~TIT £
TOHEIHIRINTHES L L, SLN Ftksl
IZBWTlevel I, T OEE & level I~TIT O FhiE T RFT
PIRIED BV E T HHES R, level 1T £ TOH
WM EOAIHEOHE b T L INE T L
HEPLY RFIZBW T level I FTIZED S 2
EHNZ WY Level I OFIFIZOWTIE, D HED
LW IS SN 5755, SEFETIRFMAIZS 5.
1) B (REILSE) U ) EREBiEiT

Y o EnG RS N E O R, Rz EE
WRIGITHFAES ) Y 8HiTad 5 (X 11a). #@H 1~
D) VNEHIPGEET S L s, LE N LD
O EREMZ 5 cm 2 BAT L2 & 2 B, BE & AT
IBRICIE, BEIRLZ-Y o8 &3, BRZEEE &k
Jii— B3 > 3 ] C_L BB IR R 1 e & 0 S o i
Wikl %, REMELiF Lo —8e LTk
5.

(3) B vI\EnzhiEil

BUEEY) 2 SEIEREmR TR YOSEIAL RV E R
THBHT, KEREMIEE R TR - RN OGO
B OBz T HRIAER AR 3 23 BAE Y >~ 238 (K 13a)
LRI T CREEEY B IR IR - THET 2EE) ~
3 (X13b) 120 5N b,

ERER) Vi FERIPIE, quadrilateral block
EMFEN S 4 5 (EAMALT - ERilE o 1 em EA
ML FAMAT - BAMIEA S 20 cm B0, B
M B E A OB T RER LiRoE S o, T
P R - B A 0 % 58 % KRRl 7 1 O ft & T A MIl i
ZMAREH M OBDIE ) THENLFIRNE SN TE
72" L2 L, sapheno-femoral junction & ) KA TK
FRENIR & 0 AMI O FEIRICIE ) ¥ iRt & 7R LR
Bk wo el R EbH Y, KL & RN L
DIENAFED—M 2 ELRM=MOFIHT oL b S
n5.

BEEY v osHispisdr I, FEREEEER ) V%, Y
YO E Vo TR A EERE S RBEICEL 572
B, EZEYBEOTERY v & E IR IiE YR O
R DORHUE, RIRAEFHIRDIAF & v o 72 FH
REENEEE 25 (X 13c).
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13 BRERBEDU V) \EEEHX D ERERR

E)

ke )

£

ARnmign
alBU-ER) bRE
a l.luitr'-'wmn b -%2{!{‘::'3?)

(a) ZEERUV)\E (BFENERTERFAR  KERMHESIRORVEN $£2K pl8, M6, £RER /R 2010KD
(b) FERUV)\E (HAREEHESZRRE RERMEEIMORVEAN F£2Mm pl18, K6, &R, &R, 2010&L0
(o) E&RY ) EEREMOITIRORRR (18 6cm 2D UIRREEIIRRZ D EFRVAICTHET. FXRE EF LKA,

B=A L KBREIR, FRRED  ERE LU )N - RERERE. 7R=7 : Cloquet U /) \Hf)
() BREU V)& (BFXREREESZAR  EREESMORVGEN $£2R p18 K7, 2FREM. R 2010 KD

FRIZEZ I YIBAIZ oW Tid, lazy-S incision, straight
incision, bipedicle flap incision & Vo 72 FHEATEAET
LN, KB [ 2o, W% S 2~8 cm %
BIBR L7z 0 ICG #061E% v THLER O viability
HERRT 2L Vo L FEPELEIN TS,

1) B8R ) EZRE

THESO 27 7 —= T, BUEEY v /8@ 8
HEN Y VSE S MY VN e ), LIZLIRER A
AT 205 FHBNY 2 SEIEREN OB WIS
K4 7% 27 AT 1100,

TR VO EIEE A S BERENIRY v o5, B
T o8, ERE Y 28, W) Vo8, b
Wiy v o3, BHEHY U EIICKRELS T oG, &
MThH, BB VosHir SRS 25T Vs L
PHSH Y > SEfASE R B I > SEEBEN O % & 7%
L. AN oSEEREM I, BINER S BIIR 45
IRz 5 20 & 2 B U i e g B IR 20l 5 & <, BT
S E BIR & BRI OB O ZBiE 24T . BISHY
SOSHIERIEAM T, PASHANRE & AT L 2 % 5 P SH B
IR & WsE - S E B EIR I PR & M7= S8 o0 383 & 47
9.

NCCN #4 K94 »TlE, x5/ —<IZBJ 5%
WY >R O s A & LT, ORR L)
o2 B VSHilERB], @Y ¥ 3Ei~D 3
AL Eo#zR B, B Cloquet V) ¥ 7 SHi~ OB M5,

@B CT TOY Y 8HIERE], O 4 FMEAET S
n, Y O SEH OFERRRG I B T B BEANRR R
g, W) VN EAR DR R EANRIEIC R 5
LI DG B,

LH»L, KA FIFA4 0 CQ3IZBIT LTI,
B ¥ SEE RS B RN ) o SR
MEDOREATAS, BEFFIEAATII I A I DR R A7
L7z idEmo i onenrol. 2, HBAY ~
INEIERER 2R 5 2 E12 X B FEERHZY v o8
TP & Vo 72 AHEHEHEZER LY, JHHIE U TARM
BTGBV EERELTWA. 72720, Wifg gk
WY > SEIOREFE DS S 22 % Bl 7 12T, ER
WIS C72H W s G b & ), HLPD-1 k%
BRAF FHE 3 + MEK FH 3800 560 O Al Al B 12
ELCORMMREDEE X, ZolifTe X D EEC
ME LT BEDSH D LEZBND.

2) BREY ) \EiZRAfiT

BUEY X EIERER ATBE - & 5\ I3 L TAT Y
REEOHLMATHL. THRBITEHOAT /) —
ICBWT, B v & RO 7 A IR
IR AE ST A, RETERE R, PR, o
KRR, WEMERG CZERIRICH TN e 25 (1M
13d). W) ¥/ SEEREAT I S ROUE Z RoYIBIz ¢
WiBF % i CREPR L2 2SS AT L, IREEhEIR, #WEE
AR, IR L oo 2RI N O R - A & IRAF

HBEz 436 0129 (9), 1759-1843, 2019 (4rf11) @ 1791
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L7208 bR O Nk oWk 2179 (X 13d).
W TR OANRE, M5 E PH O BRI LR NI 2~9 1 > )
YONIAAAET H E IN B,

6. HEHREE

6.1 [FU®IC

¥ National Comprehensive Cancer Network
(NCCN) #'4 FF 4 » (Version 2. 2019 (201943 A
BUAE))® 7 EOWPHEFENTHEZ L, FIEHRHI Y ¥
IHi 7 EYIBRTTRE R AT LTl 25, BIBRANHE
IRZNIRT U TR HE A BN S I, USR03
THERHE LTI DN ABARIEINENTH 5. 2
Fx v 7 RA Y b HERER TR OB DiE )
BRANHE 20 2810 L TRz Tbh s 2 b L
FLIEDH 7225, TS OF B HRATEST HIAH
THHAENSE XS TH0, BEHEEOREEIE
WAL T3,

7o, BIZBUERBHGUE, FESEA ST, R
TE IR DB O IR D O & D & LT
LTWE—HT, BRI L E 2 5N TE
7o AT 7 —==I2E, BUIAIBEHRED: & v o) B3 HE
LTV W,

LALINS LD, AT —< BB T 5 B
WEORHIET LTI NEWZIE, G LAZTOE
ZHEEH L Twa., EF v 7 R A v PHFE LK
FHEE L DOBFHIC L Y X T 7 — =10 2 B H
ZHEE L LS, 7T AIOVEHE (B
P X o THREFEA ORRZ b FIRIZHENT 2 B5)
OHE L IELZIM L TVE. PABBICB W TN
IERERE AT 7231 & MRS IC X 2 SR IRTE %)
RIIH K O EBRMISGEH SN TB Y, RO
ARFEBUTHIEIEORE S35 Z L DERKTD
RIBENTWE, AT, BEHHIC X 2 RERIER) R
(&1 R % % < LT ) B EIREHC B TR g
HE0HEDDH Y, WEF v I RA VM HESREY
PHNZAT b TV 72 B HIRGNE O A REDS, AR
%% 0 FERRZ 8 U TERFNIERF TS ho0h 5.

WES, FrBlEEMRE OGRS R A L Sh, it
RATHONTE 2 BIRREOBERRLEH 2L T
CHDERDbNLD, SIS [ o2
EV) B E D RS H L. AFTIE, 2
7/ =B BB OBIB IO, TET Y
AN EWHT 5 LI, HERIETER E LTOlK

RO REYEIC O W T ERT 5.

6.2 BRARICEAS hiFsEE Y /) \EhEB IC X I D
il BN R

(1) MBI EHREE D /FTHIETIR

AT =W SN HBRLEDH B, S
YORENIRS B TR AR E A R b T €T U AN
L5, BRRIVIZIH S 23880 > SEiRE B2k
LTV Y8 {igRiEM 2479 2 LICX D # 1/3 DFEIT
EMAEGEPBEONL N Lnd, 20X ) RERT
3 YONEIEREMI AT F PZICHREEHR T H B 2 LI
ATHDH. —HT, JRFHEAGE 2SR > ik
&, Wi, &Yy, &R, WIEGFIEZ 2 X A quality of
life (QOL) IR TFT 2 EX7-2FHHELLI LMD, V¥
ISR R A B ) IS Y A 7 DR REBIIC
LT, FHEBAOMRERF SR S 5.

i A B IR O A M & Wi L 72 B s o
HRERIIIRT. AHAL FF4 00 CQA THETL
7o), BRI S 2R gk Y v SEilREE SRR &
N72BE L, TR BUR RS & o TR
BOKTVYFEFTE S Z LA, Trans-Tasman Radia-
tion Oncology Group (TROG) #7725 ¥ ¥ 21Llt
BB X DS 2R 5> Twab, Australian and
New Zealand Intensive Care Society Clinical Trials
Group (ANZMTG) 01.02/TROG 0201 T, S,
Weres, BUED I N IZIRIRIGICH S 20 72 51380 %
i e/ LY YW BE R 2T BT T, 48
Gy/20 |5l DA £ Al B OB 5 70 W LAl IR A B Bl
2RECHI DAL L7, TR & 7% 5 72 109 A DB
AR B X OV 108 AORBBISHFEO BB D9
L, ML LTERZER20 N (18%) & 37 A
(34%) 12, #@BlghafkTiz23 A (21%) & 39 A
(36%) R ¥ 8HiFFEATED Sz WIS b
RMBIEEHOEFERED & DI, MR
THBIIAh o7 (R © Hazard ratio (HR)
052, 95%5HEIX M (confidential interval (CI) 0.33~
0.88, P=0.023, 4F% : HR 054, 95% CI 0.33~0.89,
P=0021).) L L, WHEMEES (52% vs 44%,
HR 112, 95% CI 0.77~150, P=056), “mkEHE%E
(64% vs 62%, HR 1.07, 95% CI 0.77~1.50, P=0.73),
5AEAAFE (40% vs 45%, HR 127, 95% CI 0.89~
179, P=021) (V3N b mEMICHEENALN R
M7z, Grade 2 VL L OB ERR L L T42%I28
D, 50% 2B TR H FEHRHAD L, B
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=11 ERREREEDRE TR U TR
EAERE %
WEEEED e | e | EEm N e | e e .
WREEL | fesiD | B PIE | mmiml | mEdD | B piE
AT
Henderson & 2015159 36% 21% £iE 0.023 45% 40% 5% 0S 0.21
“h— N
Moncrieff © 2008165 6.1% 10.1% 6 F 0.2 NA NA 0.39
Hamming-Vrieze 5 2009163 46% 18% 24 0.16 58% 26% 2 % 0S 0.07
Agrawal 5 2009156 48% 13% 54 <0.0001 30% 51% 5 % DSS <0.0001
Bibault 5 2011161 NA NA 0.17 NA NA 0.18
Gojkovit-Horvat & 2012162 14% 9% 2 F 0.395 44% 44% 2 % 0S 0813
Martin 5 2012164 NA NA 0.322 NA NA NA
Pinkham 5 2013157 NA NA 0.01 NA NA NA
Barbour 5 2015169 10% 17% 54 0.741 53% 51% 5% DFS 0571
Danish 5 2016167 NA NA NA 34.4% 41.1% 54 0S 0.64
Kim 5 2017159 37% 8% 54 0.019 NA NA NA
Strom 5 2017158 16.7% 5.0% 54 0.036 NA NA NA

DFS=disease-free survival, DSS=disease-specific survival, OS=overall survival.

WL IC B THBICTROKRMMA A Sz
(15.0% vs 7.7%, P=0.014) %%, grade 3 L L DiFE L
Wews (24% vs 14%, P=020), Bt (24% vs 17%,
P=051) & 12, BEHIEOHMIZ X 24 FATR
OoNLhoTz.

Wk F > 7 2LHEGERIZIM 2 T, B B
B X B8 V@R T IO 3R — b
MR T LM SN TV B0 F 7= e
2 & B BAAFROYEERN R RE T 5 3 R — MIFZERS
REODHD B0, KPP ak— MFERIZBW THliE
BOFRIRE X 2 B EARLFEIREIEENTDH
0o g GBI LT, Agrawal 534l
BT X T VSHEIEREMT M L 0 A
IS5 GHET20% vs 13%, P=0.004) &#Hii5L
TWAA, WYIZEF L Tw b Ik — Mgz 2.
(2) T MBIEHREEDEREES!

RKHARFITA4 D CQUA T, WL EEZFED ) »o¥
Hi SRS 2 RS A 7 O BE I LTl
B2 BT A L R IREL TS, — 5T
Wi O MR 2 B3 N &g 2 X ) Wi I OvE§
LD, TEFUABRZLWIzOWEETH S, Mk
SRR X B A EER IR v EHi oAy
WX TR, RETEIFHRPHEELY bAESRS
FEAERMPE VISR HN L K512, Y
YOEEEOEY A2 WTIZonTH #EOHET—
EDRRIZ . TROG DT ¥ ¥ 2LHERERTIZ,
D YSEERE R (A PLE), BESR KRR (4 cm ),

iR 2 i) S HIFE O ) A7 W& LTHE
L T 5205, RETRCRTIEE ) A7 W&
7o TW 2 DIEEIINZM 721) 72 5 72, —J5, Agrawal
5Ok — MFFETIE, EISNRENC X 288 > /35
PROZEZIED ST, &Y ¥ SEHiH (4EEL ) A
HER)AZRT LR TOWIZEMELTWDED,

DEXY, SRIZEHENRE 2 D8I 3 fHioh
ERGRERELZE L OO, X0 U EEY) VN
ROV AZHFIIEHT LT AR ERHTH S
& T, MR SR L OIS 2 BT 2 LTS
hoHEEZOLND.
(3) B EERGHEDHR

Wit O R O S, TRRAIAR A EH
SHERITEBEL 525 REND 5. Hidomy,
BRI D 2 5 7 —<121%, BEHRE B
Mo, 1hEEZ & LB ERMEEZ e 256
ML L, EBIC, 1 nEE S < LB B REHEC
Lo THEMRDP EAT LW RESRESI L TY

21 Lap L, 2 Gy/Ial ol o5 1 & 250 H B
EEoWThPER TS, 72, #EEZ% 1 s

WZOWTORBIEL > THHT, Mk T & ITHED
FED R L. E5120E, FoHIIGIEZ R hE
A EFLIEERDPEL R D WRMED D 5720, B
7 R TR B PR 12 & o Tt 4038 &2 BB S e 5
BLENH L. TROG DT ¥ ¥ ALHLEGER THRHA
STz 48 Gy/20 Il & v 9 JidE, ARFTHEW
ZAThbhTwa bbb, 2 Gy/llTE 50~

I /St
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60 Gy 257 2MESELE L TR B> T b 720,
AR CTONGZ AR TOBIIIU TIED D IIH 72
TIEEILETH L. ToMioar— MIFZETIE,
ZiE R EE I bR E T L O THE LT
By, E0LO MELSEIRE O KT 5
L1 L v, Chang 51, 24~30 Gy/4~5Mm/258 &
2 Gy/InITD 50~70 Gy D57 2 #iim 5 #k & % A1)
L, ARSI WA L b 87% T
Fllofz W LT s,

6.3 FRRICX T SIRaNMGHREE

B MR X T ) — < DS HA 5 B
W EE LT, NCCNH A K54~ TiE, 64~
70 Gy/32~35 [al, 50~57.5 Gy/20~23 [al, 35 Gy/5 [al
e EOMBSEEIREN TV B D™, B 7 )5k
e E > T,

Zurich K720 513, 150 AOEERET-H L 3 EMH
BEAERE IO L TR AL F— X MEAWT3
~4 H K T 100~120 Gy/10~12 1 & L < 1 42~
54 Gy/7~9 Ml DG & A S L A R FT i 58
FRZNZH L TAT o 7282 A 10 S WFZE O MG R A S ST
Wa™M 24N E (P8 4E) offEBigEE L7z 101
ANDBEDI L, BREBALNIZDOET A (69%) T,
Z0H) LRFTEEAS A THEY v/ 2 AT
Holz. FRETOTHHIMILA56 7 A72o72 LS
ENTW5,

Princess Margaret Hospital 75 D A [ 275 T
1&, 36 AR AT 5 R XM E V2R
FEHATK T 2 BRI L D, REBIE I v g il
64E T332 NIERFETH Y, S5AERFTHIEEIL 86%
2o RRETHMESEIZSHTH D, 20 Gy/1
lal, 35 Gy/5 [al, 45 Gy/10 [, 50 Gy/15 [al 7% & % Hw»
72 LTWwhb,

WINOHE D, AEFRIEIBEL 72 #HEL T
W5, 72721, IS o THY SN,
BHAETRELALHVOLN TV A WVEZ AL F—X
MTHY, BUERAENIZTIT DI TV B U IS
Lo THHEEFENFEL L2 0IEARHTH 5.

6.4 $FFRIS AR FLV AR BRI TSRS %

FAFFERLA & O 7B ROR L, I R L —
IR L7e— oz L L IbE o TLE ) 72012
BERERPEIE N & & XHBHITHBK L T2~3 Rk
WK H T B 72012, X EPUTE o E 55 2

WL TOAMTH D, Tz, \RTHIAEE (KE
A UHREEHE) P FRRaE, R R kT PR
(boron neutron capture therapy : BNCT) & w7z,
HAT AT 2 WA SR EA A 7/ — <12
B H - mEHFEERE LTHY LN ZEDH 5.
(1) EXNFHEE

TR RGHIEY v 7 ba v 2 W TOto#ED
#70% 2 F T L7z e FEA 4+ V& B4 2 1
WL TH 5. AW FIIRRD BN 2D IS
LAEREDVHEEL 2 )23, B FHRERZH AT
I =RICHWT2E§ 5 KRB 2 #1372 . BHETER
ixZ ) —<Zxtg & L% tia L Im % A i & F5Eo
5T, 57.6 Gy RBE/16 a1 X OV 2 Ol #i it 55-3%)
TR EAT o K5 R, 5AERITHIERA72.3%, 544
ERDPAU6% ThHoloEFL D™, — /T, K
T OLRBRE S B HRIRIESE, Wi, ST
(P - WRIEBE O V- R Re e 2 B <) (B S, BERg 2
7 =B —RICRBEEINCH B, BUE, HOR -
BRI ENC 6 AT OAGAET S (201941 A3
1E).
(2) BFiaE

b f-oias (BRBOEHAL) 3>y tord Ll
A sa ba s EHCCORERTE BT 2
L, THEHWTT) BUTRRETH 5. il I3RS
X T ) —<OEFEIHNSN, FiME - %A S
ZEC 5 4 R PT il = 91.3~96.7% &\ 9 B 72 i A
WESINT0R™, BRI TH L 27 7 =<1
xf LClE, AR RIR R O 8 W ERLF8EE O H3
THUAHE L D DR EHEmWICIEZ A 5N, HE
FREEHE & B RERIR O E & b AT W R 2 T IR AT
BAFRREREYE V7 = b DOMETIE, HExAZ/ —<
(XS B BRI R T, AR, FEARE
b HHL AT & T REROMICHERZ A LR
TWESNTWE™ . BE - B BEE 5 0 T3~4NOMO
DREBER T ) —~< %3G & U 7oAkt 5 3 [ 25 TTAH 3R
T, 1AEJRPTHlE=E 758 %, 3 4FEAHEAEA 46.1 % D BT
HHE SN TV D™ AKIH T by F-Hi6 % O PR FFE
NS A, BERERIESE, W, SHSRREL (1
JPE - WAMESH O P FE R 2 bR <) ISR b5, BUE,
B TR it i X ENIC 17 P ETfEAES 5 (2019 4F 1
HEBUE).
(8) BNCT (RUZRHM4FHEEE)

BNCT (PREEHAL) &, w7 FEFZE P&
DRFREIIETH L % otz V728 <d
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Lo RUEENNMLEZTIOB OS5Ka ) 7=
T T =) Eriah U CEGMBICEE S e kT
I OHRPETEBET 5 210K 5T, REES
10 um O EMER T TDH B oMl & o THEEH 4R
B BRI S 2SR & 2 5. NS RB ) 72 =T
F=VIE, AT VOEFRICLERT O Y Y L REE
IICHEBLL TWAB72DIZ, A5 —<flilidg Ra
7 2= VT 7= M) AL 2RI L
T, EHMBNICAYELZMYATEL. KE»IrLO
WS TIE, RPTEST (T3~4NOMO) i £ 5/ —~< i
# 11 AIZBNCT =47V, 9 A (828%) i3t mmig:
TOFFEERDT, 5EAFRILTE% TH - 7™

BNCT oftE T & LTI T TIEAFFEHE T HAH
HWOENTE72A, AR, WBEICERE D HE 2 S &
WX IREREDHES OB ), RO
% CBNCT o FE it b L IZFIHFTHh 5. 4
%, Wil & ERHEIC L) ZORRPH SIS L
Zzbhb.

6.5 EHRIMGHRETA

NS & 2 EBIERR 2 &2 88 L, QOL &2
FTLILEZHWMELT, oW LIMORWREIHT L
TRRAMBEHIRE TN D25, & F - s
HAoNDLDIL, Bk, MEEHRENTIIR5.

Kaz 5131 ¥ 7SEIRZE ISR 3 2 MIREHCT, %)
KL RBGFEHHOWTIDY, 5Gy/MELEIC X 5
DI 5 Gy/ KM OHE L) b B LK R TH-
EHELTWAE™, Overgaard 5 b, i - FIEA
77— 618 N MRITIEIER, U U iR,
R (B LOEER L) IS/ 2 g%
FTo7-ER2MAT L, 4 Gy/BILLEOWEHEICE D 4 Gy/
BRMOY A LD bREERMHEIEL b Ll LT
WA,

(1) BE&g

B IK T 2 SRR & B & L 72U s
BILCld, BZEMES; 2 BER 31 rbh 287 »
FALERBB LA T F I Y ANDY, b
1222 T 40~50 Gy/20 [Hl, 30~39 Gy/10~13 [al,
20~30 Gy/5 ul, 8 Gy/1 7 &, K4 it 3257
b T F TOBBOWZEIT T BALRREZ
X BERBHEDE IR VE ENTWSEDS, 1 HH#H
BEETHETOAMUEPREELHIE, 2T/ -
IGHRIETIECTH A 2 L R L ORI ZZEE LT, i
lge2s DB AT B BEHBREL VB AT/ —< T

R REO ORISR S NLHEDL .
(2) R’

1) BREVEEZDEm

R 03 B BRI L, BRI EICH
W HN D MBI L, SRR A2 H
WHNLEMBE DD L. ARG, R
WWEDIRKPE3 cm UT, 2R 3~4 LT OFEB]IC
V2 DN TH 5. IR IR G AhRERR
PREDMK T 92 L OWMEAHED D Y, WEHD S
WIEBNZ 6 LT b e i 2 5 2 % 2 0508
R LoDOH5H., Tz, LANIIER TR DR L
A3 A~5 8 DL _E D FEGN E ML SR 2 17> TH T
BARELEZ SNTWDS, HAF V~<F 4 754
X0 AR 24T ) 2 & TR 5~10 WL D
BEOTHRII2ABMOBELFETH B I LM
SN 2070, 10 WERE F TOMNIREIZIEE
PRI DT O N D S AL T 5.
2) MMERB\DMGHREE & EMEAHRADIIR
AT ) =< IMEERERE DA & s LT i
AN DI ASEEICR & 7 % JEHE 58 O BHEE DS W,
KA H I TORECIEd 2 2SR o +45 72 R
HAEFIBERICFGT5EEZONL I 0D,
WRERRE 0S5 56 2 B C b B MU L 21T ) B4
MRS A DRI L D S otz 0Dl
AN e WA S A€ TE ) SRk Sl N A 2 s e i
LS 5~8 7 ¥ L i s hTwb. —hT,
UEAE LI EMHRE & OB X 2 & EFEHIH O R 7S
WEESNTBY, FRCRETF = v 7 RA v MHIERLE
OBEFRITIE, AEAME R IEDS 1 E 22 5 WD
SZHASND L)oo TWVBW 9,

6.6 BAHREEDSEDRE

BRI & 2 SRR R R 3h < A & B SR
LRV TR SN TW 2™, 2015 4£12 Demaria
& D, HUCTLAA YUER L U SREDOFHICE D =
7 A O S BT NHIR) S 7250 T 2 PR B & 3
H5 2% RO TR SN, MRS & Rk
WL OBGED &0 7 5 72 EERTIE, 2o
X BREIC L 27 7 A a2V RIEE A S
HMHNTIEVWAEd 0D, HMOTEFNLRIALEEZEZ LN
TV AL, fEFzy 784 2 MIEEEOH
B, 77 A 27OV RIS 2 3 25 H i L <
BY, TOERAEFELILAMREEND LIICh-TE
TV 5. B & B3 % SR O, HHRIER
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MEEER EOERME, IhFEFTOFHETE—EL
THESHT, BRI X 2 5 b R0 2 b sz
JRIG DRI IMKIIAWTH 2 2 L h b, GROMBYIH
Hffshsd., TODIZEBABETEEIORL, R
Fx v 7 KA ¥ bHEREBILE O BB T %
, SWEF = v 7 R4 2 MES & BRI 2 4
DFAETHH L 22K AR L D T E L 2 5.

6.7 8HbIC

Ltk AT ==k L OB E A w2 £ H
WS [RBTHIE ] 206 [REIG ] ISRATL, B
BHEOBHREAHDEMNLTWL LTSRS, 2L
THRIZWIGIC LD, BHBREORROHNTH L[ 7
AR SRR B 2 & T, SRBUNRIREDE
FHSIOITHITREEDLD 5.

7. (i tmEEA
7.1 RUBIC

AF ) ==\ itk LT, ThET
4 v %—7xu v (interferon : IFN) 7% b % { Fiwv
LN T& 7 EAETIE, WD L WITHRB TR
"X T ==Y HE W L LT, BRAF lEHE
+MEK BHEEMHRE 2T E T 50 THRIHES,
Pt PD-1 UK A £ 721390 PD-1 $tfk + L CTLA4
PURBEHIRE 2 EEF = v 7 BA ¥ MUEEOHR)
MATEH S N7z, 207202 h 6 0EAEFHIE) A7
D FEG] %2 5 G BRI & LTV 2 TR
BEDSHGE S TV 5. ZOFEE, #8) v 3§k %
BT AHHRPI 20z, AT 7 — < OfitR MBI
NRELEBZZFTLIE LTV,

72475=7Jx0V-a

IFN 1, 27/ =<3 %5870 H o3 #
BELT, INETHROIBMEBEIIHOLNTE AT
5. KEENESRNF (Food and Drug Administra-
tion : FDA) 1% 1996 4£12 & M = IFN-0, 2011 4E125R
VxFL 7)) a—Lvefags3erEilzid L
pegylated IFN-o # &G L7z, AIFTH T AHER"
% #C, 20154E 12 American Joint Committee on
Cancer (AJCC) 25 7 WOHF 111 % x4 12 pegylated
IFN-o 23K S 7z,

Pegylated IFN-o ®KBDORIPL L 7 o 7R AT
& 5 EORTC (European Organization for Research

and Treatment of Cancer) 18991 Tid, pegylated
IFN-o 258 2312 LE RS A A W (relapse/
recurrence-free survival : RFS) # &SR L7275,
2EF M (overall survival 1 OS) ICEE&EIIALR
7o 7200 (#£12). B IFN-o0 O KR O &
o 72d0F, 1996 42 S 17z KkIE Eastern Coop-
erative Oncology Group (ECOG) ® E1684 T,
RMBIZHI N A EH & IFN-0 ® 0S OEFBMEATR &
N7 (%12). Lo L, AEICEME IFN-o 23w 5
172 E1684/E1690/E1694/E2696 @ 4 ik % ft & L 72
R Tid, OS OEEBMEIIRE SN TV 5™,

2D X HIZ, IFN-0. T, # IIHRABRDZ < TRFS
RALNF A (disease-free survival : DFS) OILE
AIRENT2—HT, OSIZOoVWTIZ—E L-IEER T
2R 2 LAVTE Do 7z, JiE Cochrane Review @
AZTF) AT, BEHHREEEBIE IS 5 IFN-o
#o DFS O — It (hazard ratio : HR) &, &
II+1I T 0.83 (95%fEHEXH (confidential interval :
CI) 0.78~0.87, P<0.00001), % II T 0.70 (95% CI
0.55~0.88, P=0.002), %% III < 0.85 (95% CI 0.77
~094, P=0001) &, @M I0+10L %00 1L 3 ) 11T
WFNIZBWTHHEL Y A7 BIIRENTW ..
OS®HRIZD W T, W I+ <091 (95% CI
0.85~0.97, P=0.003), % 11 < 0.70 (95% CI 0.50~
098, PAHDFLHZ L), Wi 1T 095 (95% CI 0.85
~1.05, P=032) &, I & IOT % PR 723
WKRAEBLVAZBALHY) L LTnE™,

—Ji, WM IFN-0 12 & 2 A EHIE, 8 - 18
BIE (96%) DT, 58 81%), W (75%),
Bl - W (66%) DA ¥ 7V U HREIR, HF
BEREREE (63%), 9 2% (40%), WFrhEREAEZ &
OFBEH (92%), % EHBT SN grade 3P L
DOEELAEFHS D, EORTCI8991 Tl pegylated
IFN-o0 ® 45%*, E1684 T3 & M & IFN-a @ 77 %>
WZRED B, B X A EEOIEH R ikE b pegylated
IFN-o0 @ 31%*”, =& IFN-o ® 28~52%" CTH¥ L
T3, P&y, IhsoFEaiEmeitkic e
MRBFOND LIRFTVEELS, JRSE R L o7,
EORTC (281} % IFN-o # W7z R EED 2 ¥ 7
VY ATIE, FIRBISEE AT 2RI, ] 1B
~TII (N1) ®OHFEBNZ BT IFN-o0 DA B A
23d 0™, BEEREEICBEZA LY F AV ¥
ISEIERAE BT BI & 6P RS, pegylated TFN-a 2 5-5F &
RMBIZEHEIC T ~ ¥ 53 % EORTC18081 A 47
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TdHb.
7.3 D FIRHIE

(1) RLS T =7 (vemurafenib : iT&MHEIEE
DIREEREL)

BRAF HEHNL T 7 2 =7 TlE, BRAF'™ £ %
A9 2P IIC, # L (AJCC % 7)) &X4,
RNATT2=T LT ReRTHETMT v 5
LALIHEGAER (BRIM-8) »¥Th N7z (%K 12). HFM
IIC - IA - B #xt4 & L7zak— M1 TlE, RATF
7 = = THRBEDVE S DFS R L 72% (HR 054,
95% CI 0.37~0.78, P=0001), K IIIC = % & L
72aR—=1h2T, RAFT T2 THICBILEEL
DFS OIERII/RE N> 72 (HR 080, 95% CI 0.54
~1.18, P=026). Grade 3/4 DEEFRIINLT T =
ZTHEDSTRIZAEL, FodbOEITrI v TAhY =R
(10%). A& (7%), AwHaR (7%), K& (6%),
ALT k5 (6%) THo72. Primary endpoint TH %
DFSOAELZEEN IR — P2 TIREN LD 57272
O, NAT 7 x=T O 1 ARG SERHER 2 il
PRI e hhoT.

(2) 4757 x=7 (dabrafenib)+ kS XF =T
(trametinib) #RAEE

BRAF EHE Y 757 = =7 & MEK FLESE 5 £
F =7 Tld, BRAF"™" ER %243 20 IIA (&~
F AN YRR EOREN 1 mm BOR) 259
WITIC (AJCCHETH) MR, ¥ 77 7=2=7+
b AFZTHHRREE 79 AR % LT 5 5 1A
5 v ¥ ML (COMBI-AD) O#fEE238H8s S h
2K 12). T T T =T+ b T AF = ThE
WA EICRFS # LR L 72 (HR 047, 95% CI, 0.39
~058, P<0.001). OS & [ AT €& & o i 25R
ENn7z2% (HR 057, 95% CI 042~0.79, P=0.0006),
HANZREE SN FRKEE (P=0.000019) %7z LT
BOT, WHENTRERVR NG, ¥ 757 2=T+
NI AFZTHHBEEHETI0% D EOBHEICALR
TeEAERGZ, B (63%), MHI7 47%), El
(40%) TH Y, AMMIEE 2 Er I VT A Y b=
X 2%, HGHILICE > 7-FEHLIT 26% D BH A
5N 7z KPR L, 20184E4 H ICFDA T
BRAFY™ME A4 L, #I) ¥ HilmBhidh 5 X 7
) = BE R ARE E UOKRS h, K
FTH 201847 H A Al B: & L C oK %
ZFTn5.

7.4 REF Y IRA Y NEEE

(1) 41EVULTT (ipilimumab : i&HBENEEDIR
PREFIEL)

PLCTLAAHURA €V A< 7T, Wl IIA (>
F AN YREIEREOEED ] mm BOKR) 55
WITIIC (AJCCH 7H) & x4, £ ¥ A= 7 (10 mg/
kg) 7L REWBTHHEIIMT v 7 LI
B (EORTC18071) OfEA il & 720" (3 12).
A ¥ A= 7HTRES (HR 0.75, 95% CI 0.64~0.90,
P=00013) & OS (HR 0.72, 95% CI 0.58~0.88, P=
0.001) DWVFNIZBWTHHERERIVREI N,
grade 3/4 DEEFRNP 2% %L, AEFRIZLS
BRI D 52%, TRHBIEIE (R4 3 B, Ok 1
B, ¥ NV —EBERE1H) b 11% AN &
WEERERH 2R TS L, A ¥ 2= 7 (10 mg/
kg) DSEEHEN ARt BN E L TR SZIF ARG
LOIRELWE B bNL. Zofly, Y IIB 2 5wl
IV Zx5is, 1 ¥ Aa~<7 (10 mg/kg 7213 3 mg/
kg) & E & IFN-o % IE$ 5 E1609 b 17hH LT
5.

(2) =LY T (nivolumab)

PLPD-1 PUik =R~ 7T, Wi B 2 55 IV
(AJCCHETH) Zx812, =KV ~<7 (3mg/kg) %
A¥Y <7 (10 mg/kg) LT HEINMT ¥
2L (CheckMate238) Ok HeA i X 7z
(£12). =KV THIEEICRFSZEEL (HR
0.65, 97.56% CI 051~0.83, P<0.001), grade 3/4 ®
AERZIAEY) A THD 459% I L =K< T
RECIE 144% LKL, HEFRRIZI2WBHEHIED A K
VA THED 426% 128 L= KRV~ THETIZ97% &
Ao 7z, =RV~ 7E, 2017 4 12 H I FDA CTHHi%
) SRR D L LRI RS AR S s x
T ) =< BEHE ARG ERMIRE L LORE S,
AT H 201845 8 ATt Ml Bk & L C B Kz
2TV A,

(8) RLZOVU XY (pembrolizumab)

PLPD-1 PR R A 710 X< 7 Tld, R IIA (&
YF AN UNHEEBEOREN 1 mmBOR) 25
W TIIC (AJCCH 7Th) x4, Ra7uy A=
7" (200 mg/body) %27 FtRELMKTHENIMT
v 7 el iR (EORTC1325/KEYNOTE-054) @
KRG SN/ (£12). RAT0) A TP
BICRFS#IER L7- (HR 057,984% CI 043~0.74,
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P<0001). R&A 71 A< THD grade 3L EOFE
FRIZ147% TH Y, HRIC X 2 BHBEIEA 1 FlIC
AbNTz. KRBETIX, 79 RBCEH VTSI T
I LG, TR E L TRATRY AR T %
BT HTFHEAL Vo TWA, itk LT
NRATHY) AT E2EE L2860 0S L EGHERE
BRIV L2RICRLA T A T2 &5 L2
Yt OS Z I L, Wbk s L ToRRERF
filiTE 52 &D5Z DRI RDFIND. ZO
fli, I ITA (N2) SRR 2 A S 2wiHEl IV %
RRIZ, Ra7nm) X<7 (200 mg/body) % &HE
IFN-o £72134 ¥ 2~ 7 (10 mg/kg) & g9 54
AT ¥ & 2L eEERER (S1404) b #ETHTH 5.
RITYH, Ra7m) A= 71% 2018 4F 12 H I &4l
Bhgii & L CoBMARE ZIT T 5.

7.5 FHICH (T 2 TNE TOiTEMHEIEE

(1) DAVFeron &%

DAVFeron #i:1%, % %) /3T~ (dacarbazine :
DTIC)/= 2 A ¥ (nimustine : ACNU)/E ¥ 7 A
F > (vincristine : VCR) @ 3 #IBEH#E: (Gir 4 wlibh
PEEOBGE 72 L) 12 IEN-B DA~ /i3 %
RBLI X ThHLBH, BEEN 72 BRI AT,
SWOBRAI EWFEDOWMENH L DA TH L. 1996 4F
WCHEE SN2 A T ) —< 427 Bl A 1A S BFZE T,
tumor thickness 74 mm ## 2z %, b L {{IZHIRY
VR R AT AR RICBWT, DAVIRERO 54
AEAFE 46.2% 125t L C DAVFeron #HE#EA65.1% & E
Al > Tz & S 7z (log rank test P=0.14, life
table analysis P<<0.05)*®. L2 L, 2012 4E12fii5 S
7o AT ) — = EEREWHA 7V — 712X % 831 Blotk
A &5 Tld, DAVFeron ##E O MG FFHBIZC
WAL A7 OWANE, WML (HR 0.84,
95% CI 0.33~2057, P=0.70) &% I (HR 087,
95% CI 054~1.39, P=057) ODWTNIZBWTHRS
Nlph o7z S 512, 20124 G I N-H%AI &
WFZE T, 1998 4205 2009 4 ICIEHE L 7oA T /) — <
142 50 G110 = 82 #, I 10T : 60 #1) 2BV C,
DAVFeron $5-1 @ ¥ 5-HE 1209 % BB R 9 24
I OA B2 ERAE, #IT (HR 1.09, 95% CI0.17
~6.82, P=093) &I (HR 067, 95% CI 0.18~
250, P=055) OWTFIIZBWTHREN Do 727,
PLE XY, DAVFeron LI & B EmTFHREGHEO LY
T AFZLL, E5IZIEDTICR ACNU R &EDT

VERMEADEIN & % 2 515 DAVFeron #:t5 0
TR B L AT B S ST w3290 2 L
5, GHROLARL I RX U ENBRMIELE LTHWS Z
LRI N W,
(2) IFN-B

RIRAITFEN-B Tl 1983 4 IZHEI IV 0 Bz s A2
Z R G L 72 IEN-B IR rid: 43 o & TUAHGRER O 55 K D3k
BN, BHFIIEEHT500%, FEHT754%T
by, HLRRIMREZAT S LIRS, £
D%, FIPTIIFEMEE L LT IFN-B 23535 4l Bh g i
ELTHWONDL )T/, F72, AT —<4&
ELREBRRA 7V — 712 & B 831 Bl wlibhige:ico
W COfFENT T, IFEN-BRFTEFI & o T, W I (HR
049, 95% CI 0.10~134, P=023) &M I (HR
065, 95% CI 0.38~1.06, P=011) OW§FRIZHBW\T
b, HETIIRW D OO IFN-B IEXGEEIH§ 571
) A7 RV OBEAATREN TV B, 72, 2012 4E12
Wi X750 RERTIE, 2004 4E4 5 2009 412
B L7cAT 7 —= 46 61 (Wil 1T 31 61, #l] 10T 15
Bl) 2B\, REEBIZERE (25 61) (23 L IFN-B AT
R 1B OEGTFHRIAECRIFTHLE SN
72 (OS W el : 563 # H vs 906 7 H, 54EALFE
63.8% vs 94.1%, P=0.024)"". & 512, 2017 4E123800
Wil SN2 5510 SR TIE, 2004 4E4 5 2015 4E12
L7229 7 —~< 636 GHM) 1T 34 i, i) 11T 29
Bl) BT, FEEBIZHE (27 61) (23 L IFN-B KT
T (36 ) DEMTFHIVAEICRIFTHLE SN
72 (75 B HAEAFE © 41.2% vs 68.7%, P<0.001)%.

DXy, %A EMZED S IE IFN-B O 2s
HHETHDL IR DD, A0SR #IR
NA T ADREIBHTE 2V, /2, ThETICHE
WAL & & TRGEN 2 R R AT b 72 2 & 5%
<, BB R CIIBEE IR EAE O 5 2 L IETE B,
H AR IEEAF52 2V — 7 (Japan Clinical Oncology
Group : JCOG) JZEEE 7V — 7T, REAS /) —
<R T B X ORI I (AJCC 45 7 i) oBhTAMi%
BEEZRNGE L, BB L IEN-B M wli Bhstdnt
D 2 B O 0S % Mg L T IFN-p OB % Mk %
BT >~ & 2LHEERER (JCOG1309 (J-FERON))
% 2015 4E2 HHIAE L Tw 5™,

7.6 BHHIC

AIBIZBNTINF TR RBIREE OB L 2o
TW72 IFN-B, pegylated IFN-o l2hNZ2 T, #HiH3Ew
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ik E WML L LTy 797227+
I AF =T, =RV~ T, RATRY AT
AR REL o7z, SO DTS CE LORRER O
MRCIHEH OB ETLW SN TR o0, KR
O & 7 o 7 BRRABRIZ R T S TR I o 2 5
I —=PFETH L. REMERER G (Phar-
maceuticals and Medical Devices Agency, PMDA)
OIEMEHRAEET A 54 2 Tld, =R V<7085
R E 4B BHEIZOWT [Eaikktko TIB/C H/IV
WMo x5 7 —<BEICBT BMEMhERE] LR
NTW5. KBOWPE 72 o KRR THE & % -
TV WHIBEFRCHY I O 2 5 7 —< 2200w,
AERZICHE ) AEIFEH SN TR LIZ/
BARLETHA. AidDH) B, KI5 H Check-
Mate238, EORTC1325/KEYNOTE-054, COMBI-AD
WZEMLTW 5205 AEMED T ¥ 57 2 LHEEERIX
b Tnzev, EBEH 2 KB BRI AT
LK ER TR 2SIZE A EEETNTE ST

BHEFIOEN I X DR ZEMEDE IOV TIES
BOMETRED—DOTH L. T/, MitkHB#EIC X
% B %% b FBINICEHGT & 2 D1% 0S % A &IITE
B350 0THY, BRRTEVTIOFHBIKE
#EH OSICBITZHELREREITFEH I TBE LT

SHOERDFE NS, F oM, FFH B 5 5 IV
EXRRIS, =RV~ 7 (240 mg/body) A4 Y A~
7 (1 mg/kg) D L =K )L < 7 (480 mg/body)
BT AEINMS v & 2Ll KBk (Check-
Mate915) =, WL 2R RIZ, RATHY X< T
(200 mg/body) & 75 RZHLKT AENUIHT v ¥
2AbLbiEE: (KEYNOTE-716) bi7bhTwb.

8. E{THIORE : MmN ARl LD FIRN
X BESER WEBoELEEZEHT

8.1 ETHAX S / —TICHLS N D EMEL

ST REREERRIEF = v 7 KA ¥ MHESRE L S oW
ISP 5ARFE T HW 9 5 2014 4 LA, AT 2 Z
J =R T BEHEEEIE S AV NTY ~ (dacaraz-
ine : DTIC) TH o 72A, TORRIIMENTH -
722 2O, ¥4 @ DTIC % g ig & L2 8rHigg
W R OB E R TP, Bah% (response
rate : RR), #EIEALFIWM (progression-free sur-
vival : PFS), 244 (overall survival : 0S) &

B2 DTIC & % § 28R 2 R $ BB SR LA B 58
iz BAERITETIE, ZEALOMEITIAS ) —<
XS B IRICRIEF = v 7 R A b RESE Y2 H3 ]
WH5ERNTHED, BRAF (ASAMINE® mitogen-activated
protein (MAP) ¥ — B2 29 551 D—D)
\HFE DAL TAR (BRAF™ B {n 724 5) HBitk
DIEFI# 2R L CTld, BRAF BH% 3 + MEK 3
PR D b Cnd, RETIEIARIRTHE, &
I A T 7 —= I S LT B B ESIAT A
FI & RSO W TS 5.

8.2 IHlREMD AR DETHIX S /=TT
DR

INFTEICHVONTE 7-RMBMTSAKIOA
k% DU IR
(1) HEEE
1) DTIC XA

MRIBYIBRAGE A T/ —< 128 L, 800~1,000 mg/
m’, 3EBETHVWLNATEY, #BEOHETIERR
6.8~139%, PFS FgLfitiid 1.6~2.7 7 H, OS FRrgefitii
56~97 " HTH -7 (F13).

2) Fotemustine BEIEE (AFHPRERE)

HEATHI X T 7 —<I2BI1F 5 DTIC 2 lRE L72T ~
7 AL ERIZBWWT, RRTENTBY (152% vs
6.8%, P=0043), OS iZ fotemustine TR RILERT %
Iz -7z (OSHRE73HHvs 56 #H, P=
0.067) (£ 13)*". i fF8%E £ < D WX fotemustine
TDTIC ICHARAREICER L T,

(2) HABEE

HAPREIIMZ TINFTEL OMTIIA T ) —=
VX3 B B PEDUAS AR BE IR D L 2 A & 233k
BNTELA, wihd DTIC HAREOREEZE L
< B2 RSN o7z. TFICRENZL Y
AV ERRT.

1) DTIC+#E+ 71 (tamoxifen : TAM) f#
REE

DTIC+TAM PfJ#tE (RREGETZ L) 131992 4
127 v & MMEHEBGREB A3 2 Tl ), DTIC #
FIFEEICWRTRR, OSH LA T L EME SN
(RR : 28% vs 12%, P=003. OS gl - 112 7 H vs
6871 H, P=002). L2L#%#B3T 25 TAM % & 4 %)
BERBED: & DTIC HAGE & OB RO K CF B
EARLNRDno722 Eh 5, TAM @ DTIC ~O 13
BRI OV TIIHEEENTH 5.
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= 13 BHRERMENDAFIL I X VB LUD FIENEEEDBEDRE [CHT DERKRNRE
- iRl HIER
LIy %(?%)ﬁ q%%gﬁg%ﬁ) E?;Hﬂ%ﬁ $8?§$ ? iﬁﬁa reference
RfE (B) (%) (%)
DTIC &5l 6.8~ 139 56~97 16~27 224, 229,
236, 237,
238, 249
fotemustine & 5~1b6.2 7.3 1.8 224
CcP 16.4~18 86~11.3 4.2 234, 235
CP+bevacizumab 255 12.3 235
CP+sorafenib 20 11.1 4.9 234
DTIC+tamoxifen 28 12 229
Dartmouth 18.5 230
vemurafenib B2 48 ~ 52 136~174 69~72 236, 237, 240
dabrafenib &l 50~ 51 13.6 5.1 32 12 73, 238
encorafenib B 41 235 7.3 241
dabrafenib+trametinib /8 67 ~ 83 44 22 73, 242
vemurafenib+cobimetinib #H 22.3 12.4 240
encorafenib+binimetinib #fH 64 33.6 19 241
DTIC : dacarbazine, CP : carboplatin+paclitaxel, BCNU : carmustine, CDDP : cisplatin, Dartmouth : DTIC+BCNU+
CDDP+tamoxifen

2) DTIC+carmustine (BCNU) + Y X TS5 F
(cisplatin : CDDP) +TAM #A#g% (DBDT regi-
men, Dartmouth regimen) (DTIC LAYMRISE A
L)

1984 4F 12 DTIC + BCNU + CDDP + TAM @ 4 #l ff
FEOMEDIHRE S, RR55%, 524%%) (com-
plete response : CR) 20% & Hi4f &2 RR /R~ L7z, L
AL 2001 4E IR S AR GE I & DTIC B9
BB L2E I MT v 5 2L HBGRERS O $ T
1Z, RR 26% &, 1984 £I2i5 SN2 E W RR 12155
Ndotz. F72, PFS, 0S & 3iZ, DTIC X DItk
B8 T d - 7 DAt A A E LT L b o 72 (PFS Hk
fE4H A vs2hH, OSHIMEI I A vs 7THA). &
DI AT » & 2B T b BRI O RR
13 185%, OSHhagufiix7 # HIZ¥E 1), DTIC HHlH#E
LI L TRR, OS &b IRt A RS I L0 >
7z.
3)DTIC+Z=LRAF (nimustine : ACNU) +CDDP
+TAM #FEE (DAC-Tam &)

AFIZBWTIZ, Hiko DBDT regimen #Z#12
BCNU # ACNU IZZ® L7 DAC-Tam #iE & L C,
1990 AEAUH A & iy BLEE W e i 0 B35 0> 2013 48
FC, BT L LTHY SR Tw s FRitkico
WTIE, 2001 AR ICHE SR 21 Bl ToR S
i &5 C, RR286% (CR 0% +#6532%%h (partial
response : PR) 286%) T, ZERIBIZ BT % E8)HEk
WMz 4 7 HTH - 7275 0S 122V T

ERTwiwv, PREFIZVTNR D —KEETOM-
THY, FRCHRE, U Vs, BiEBEICcE L.
4) AU TFSF > (carboplatin : CBDCA) +/\&
U#&+t)l (paclitaxel : PTX) #HAEE (RMEA
xL)

ABEHPRPNCY 57 2 =7 (sorafenib) RN Y X
<7 (bevasizumab) @ _LFeRRHEME L2 KR
ERASHE STV B2 Y 57 2 = T ORI
AOERAFIRE MG L2 E IS ~ & 2 L
BiTix, CBDCA +PTX P f##:# & CBDCA +PTX
+V 77 2= 7B O RERICB W TRR,
PFS, OS5 E A3 % <, CBDCA+PTX fEH#ET
ZNnZFN, RR18%, PFS {42 # H, OS 1137
AT o725, RNY X TAO_ LR w2 et L
AT v 7 2 ALIEGRER T H CBDCA +PTX ff
FIgERE & CBDCA + PTX + "N Y 2= THE R
THEMIZBWTRR, PFS, OS#cAEAITR L,
CBDCA +PTX pEH#ECZENZE1, RR164%, PFSH
Jfti42 7 H, 0S92 7 HTH 72",

NS DR T OBRED S b, DTIC HA
WL S PIELRRIIR E N h o 7.

8.3 BRAF“™  BILFERZR I DETHAS
/=R DR

(1) BRAF [BEZESXIEL
1) RLAST7x =7 (vemurafenib)
I TIC, IV T BRAFY™ X E{m T ER 2 HT 5K
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BERTEMEREE ST A P T4 VSETRER (AT /=< T4 P4 VTV —T)

BHDRAT ) =R EeWRIATDNIERNALT 7 22T
(1920 mg/H) & DTIC (1,000 mg/m? 3#WBX) %
B L7258 M 7 ~ 7 24LHEGER (BRIM-3) T,
RRIFNALT 72 =THT48%, DTICH TH% &, N
L5972 =T IEWLNTEWVRR 2R L7z WIEIZER)
¥ TOM (time to response) DHYAEH NL T T =
Z7HT145 47 H, DTICHT 27 7 H &, #5%0
BR L ERL NI OSN LM TH - 72", 51T, N
L7727 BRI DTIC HEL KL CTPFES, OS &)
WCAHBICHER L7z (PFS : %= Kt (hazard ratio
HR) 0.38, 95%f5#IX[H (confidential interval : CI)
0.32~0.46, P<0.0001. OS : HR 0.70, 95% CI 0.57~
087, P=00008)*"(#%13). L»L, "AF7 =7
L FERRIR T b AN EZ O SR AsHE TH Y, b
BROEIKRERTS 15 7 AL EfE L7224 73T,
DTIC Bl L MFEE E TR T34 2 & 2SR T
o7z

2) 757x=7 (dabrafenib)

I IIC, 1V T BRAF™™* @{n LR HT 5K
HBWRAXT ) =<2/ RAfTbNIY T T 7227
(300 mg/H) & DTIC (1,000 mg/m? 3#BX) %t
LB T v & MU T, RRIZY 7T
Tz =THT50%, DTICH T 7% L BEN-ZR) %R
L, PFSHbAEICIER L7 (HR 030, 95% CI 0.18~
051, P<0.0001). —J, OS2 M L ofkkmpis:
W CMRE IS RET A AT R (R13)%, N
LT 7 =7 LFMRICOS DIEEREICZ LW LB
RSN
(2) BRAF FHEZE+MEK [EEZEHBEX

T2 @ BRAF BH 8 5 5 5 10 o0 B S 4 ik % e
k9 X<, MAP ¥ F —E## o BRAF T it ® MEK
% [AR¢ I B9 % BRAF B3R + MEK BH 55356 F %
EAEZE SN, BRAF FHERHAINREE & AR 2 K
L 72 AR SRS R itiA T S 7z,

1) 757127+ hSXFZT (MEK FHEE) #
REE

BN T v &7 2 LHEGERE: (COMBI-d) T, RR
PFHBRIERECE o CTBY (77 7227+ M7 AF
=T C 67%, ¥ 7T 7 = = 7 WA
51%), 34ELLEOBIZHIHTY PFS, OS & 2P
PR CIE R A A S 17z (PFS @ 34 PFS 22% vs
12%, HR 0.71, 95% CI 0.57~0.88. OS : 3 4 0S 44%
vs 32%, HR 075, 95% CI 058~0.96)*" (% 13).
TABERBEERL S 7 2 = T O K L7246

MM T ¥ & 2 b (COMBILv) & COMBId T
DY TIT =T+ NFAF =T OB % e 7
AN CTH, 34 PFS23% (95% CI 20~27), 34F
0S44% (95% CI 40~49) & (ZIZFAARDNETH - 727,
2) RALS T =7 +cobimetinib (VMEK PBEEZ) #
REE (KFERER)

NAT 7z = THABRBEE R LZ2E T v 5
2ALILEGAER (coBRIM)*” T, PFS, 0S & & I2pf
MR CHBERER % #0772 (PFS: HR 058, 95%
CI 046~0.72, P<0.0001. OS : HR 0.70, 95% CI 0.55
~0.90, P=0.005)*" (3 13).

3) I35 71 =7 (encorafenib) (BRAFBEE
E)+EZXF =T (binimetinib) (MEK PEE%) #
A

BRAFY™Wr R FAREZ AT 2 AREHRDS L 3R
PR OETIA S ) —< 2RI, =357
ST HEZAFZTHARE, 3T 7 2 =T A
WL, NAT 7 2= THAPRED 37— A= L7z
BT > & 2LHEER (COLUMBUS) O#5% b
JAREE ST 2™, ARRERT D RRIPEABER
TROEWHEINICH 72 (LyIF T =T +E=R
F o TOREE 1 64%, T35 7 == 7 A
fE 0 41%, NAT 7 x =T HFGERE 0 52%). PFS,
OS 22T, PFHBEREDSNL T 7 = =7 HiFl
LR L TARICER L TWw/: (PFS : HR 051,
95% CI 0.39~0.67, P<0.0001. OS: HR 0.61, 95% CI
047~0.79, P<0.0001). —J}T, AprH#kL =2
57 o =7 AR L O TIE, OS I m#ER 1
KRR S 7 A B 2 2> 72 (HR 081,
95% CI 0.61~1.06, P=0.12) (¥13).

HANZNG E L2RICOVWTIE, AT TS
7= T+ b7 AT = T EREO 8 I/ R RER
AT ENTBY, 1268 BEBITIEH A2, RRIE
83% Tdh 72", F 72, 2019 4F 2 HIZARFB TLHBRAKRE
ENFLy AT 7 22T+ = AF =T HEEICD
WX, AFBE HIIE 045 TIT ARG K Bk COLUM-
BUSIZE#HENTWEH00, HAAZMNGE L TH
NERE L7297 70— T S Twniz v,

(3) BEER

F & LT BRAF BHESE + MEK HESEGE LA
ERGIHEME N TTRRD. HERZONE TR
HaVEBLSAFI E K& K BAp B FIT2™0 KA ERLS
A WA & BRI TR & C R % %,
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1) 737127+ hSAXAFZIHRAEE
COMBIAIZBIT A5 TIFI 7 2=T+ T AF =T
P F 98 2 8 & dabrafenib A HEEREIZ BT 5 grade
3/4 DR ERRRBERTENEN 48%, 50% & LT
o7, —FT, PEHFERET10% L LI AR H
{ B HEHSG (4 grade) X, FE (59% vs 33%),
T (31% vs 17%), WEH: (26% vs 15%), £HYFIE
(22% vs 9%) 7 &T, FRICOFHRIERE CHBDHE
AU #, PEHFRERE T L A AR 24
LAERGE, #\AIL (7% vs 35%), BE (9% vs
28%), FZfEFLUENE (2% vs 22%), ATt (5% vs
18%), AR/ 7o b7 Hh v b—<D%4E 2%
vs 7%) % &, BEREIRBETH - 72,
2) NS 7T =7 +cobimetinib REE
coBRIM (281} %5 XA T 7 = =7 + cobimetinib B
JHEZEARETO grade 3/4 OFEFLFEAFIT 37%, X
LT T o =T HAREHETIE 28% TA SNz FEEI
BERFREET29%, NA T 7 = = 7 HARD:TIE 24%
Tdh o7z (4 grade). €O, PFAHF P Tl -GTP
15 (15% vs 10%), I CPK _E& (12% vs<1%),
i ALT E5 (11% vs 6%) OFEA D E T
o724,
3) IVISTIZJ+EZXFZIHAEE
COLUMBUSIZTxZ a9 72 =7+ X F =7
P HHRERET 5% L EOBEITHA STz grade 3/4 D
HEHGITGTP LH (9%), CPK L& (7%), &
I+ hypertension (6%) THh-o72%%, Tr3IA57 <
= 7 HUFIR LR LI TR RERERE (14%) , 15 A3 (10%),
M (9%) THo 72", BEOBE (4 grade) 1&
TYa7 7= 7HAPRERHT16%, XAT7 7227
B Cc28%, Ty 39 7227+ AF =7
BEHIEEIE T 20% CTd - 72, BB M AL PR
BT rya g7 = THANRER L ) b IR
MRV TH -7z GEMIL D 16% vs 39%. BT :
14% vs 56%). — )T, FEHLAPEHEER T 18%
(grade 1/2 16%, grade 3/42%) T, =257 =
THAEERE (grade 1/2 4%) EHBEL CHHEET
Bt RUHHBEORIZIE, RAERICOWTESE
ST 20N D 5.
4) FHBEICBIFDEEER
HARNCZBI 2 HERZIIOVTIE, ABTirbh
72T T T =T+ T AF T HREREO S VLM
REIC X B L, S (T5%), WEER A (67%), K
R7IE (50%), SHEEZE (50%) TH-o 72",

8.4 iTRifBE AL L TOIR

(1) 737 x=T+ hSAFZIHBEE (iaim
BV EDIRPRERAE L)

YIBR ] R 22 i 11T, oligmetastasis % A3 I IV
ZH$ % BRAF™™ S BIRFERGMERA T ) —< BH
ERZIATONIIFERILE M T >~ & 2L EBEER
MHE SN TS, MEiEE R LISFER 247, itk
ICREEBIEE, A YY) AT, DI vy —T 1
YRGB U7RE (BREGEAE - 7 00) &, Wiy~
77227+ b7 AF =T IRRE R 8 M G-I
Fiiz A7\, BRI & 2% 4 885 L 7:
BE ORTRTRIBDRERE © 14 1) SRS 7z, WrEiHi)
PRERE I I EE ISR I X T eventfree survival OE
£ (1974 H vs 29 # A, HR 0016, 95% CI 0.00012
~0.14, P<0.0001) 234 5, FREAKRFEE LR
O MBMPBEH TR VBEIITH 72 (58% vs
17%). SO XD ITHERRRTIED 555, 70 TR
(2 & BATHT B E IIAE WSRO ENZ B W T b R
RB SN TR,

8.5 X5/ —VHERB(ICX T DiakE

BRAF"™W R TFERZ AT EH AT/ —< Ok
R 3 % % a5 LA B & — bR (COMBI-
MB)*CT¥ 757 2=+ I AF=THHELED
AEDHF SN TS, BHFENREZICBIT SRR I,
Ik — b A (BRAF ™ @{&5 1255, performance
status (PS) 0~1, MEAEMEYE, RPr#EEZLZL) T
58%, 4&— T B (BRAF™" #{n 2Rk PS 0
~1, HIEBRYE, REEREH DY) T56%, IA— b
C (BRAF™™™S A2 5Bk, PS 0~1, MHEMmE,
RREEOAEEZMHT) T44%, I =D
(BRAFYOS PN LA BB, PS 0~2, JEfElE, &
FiEREOF L DT) TH% EHESINTW
AW HhARIIREF Ly 7RV MHEKTIE, B
ORI, =RV T+ 4 Y A~ THREE
T 56%® RR 23ty SN TW 22,

FBRD AT 7 — < Wl B HH S e B
FBHI & RERZIEE MRS MR TH Y, BlfEo L
C A RANEEIS AR R SRR R &L g L7z T ~
7 AL BRI EAE L v, HEERETE RV
DO, WHHEEFE KT B SEANEHE R B R, Tl
Ty + O R 2 &, R S AR &
BT LHRY, ¥7572=7+ bIAF =TI
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B R MR A A K4 VUGIRRS (A5 /= AA I 07 v—7)

BER RN T+ 4 Y A THHEEO B WA
EDPITRIBEIND 720D, KHA KFT4 DCQTIZBW
THLZOMHZFHERL T 5.

8.6 F&

BRAF"" R AR GEBIOY 6, 5 PSS
JOREF = v 7 RA ¥ FHEHKO VT E —RIGE
ELTERTREPHMEEL 25, HRAIA—IT
X, ¥795 7227+ I AF=THHFEEORR X
83%*” &, EAMEARREARE R L FARICRE T = v 7 R
AV MHEEL D DEVEHINCHE (=KL T+ A4
YY) A< 7 ORISR 1 43.3%%, = RIV< 7 1 34.8%,
NATUY) AT 1241%*). —HTHARICERT
5L, HRAMGORMBIGERBE T — 5 13415 L 7%
V. HEAMVIRIRIRBRIC B B 3AEAFHEIE, F 7T T o
=7+ b I AFZTHHFRET 4% EHE ST
BY, REFy ZFA Y PHEEID & LAV
MIZH b (Z RNV T+ A4 E) A< T BRI 68%,
SRV T HAE: 1 56%). TR EE & ik
F v 2 RA Y MHESEOA M IR L 72 ER
RS L 2wz, BJURTEITIA S ) —<
D—WHWL LT LOHEAEZ AL D0 R#ETH % 0
EAHTH 5.

BRSO WTIE, iRy, N4 T
7z =7 & DTIC OE M T v & LIRS T
IRENTZARL T 7 £ =7 O time to response O H1YL1t
& 145 A HTho7z. —75, i PD-1 HufkHAD: X
D ZNEOBNZRILT T+ 4 ¥ A< 7hEH#E
BIF 5 time to response HUMEIX 2.7 7 A (SR
FERGICIDEHEPIE L) L2870 (s
A ERRICI 2HEHEPIES o 28E) Tho
72 INSDTF—=8 b, RBIESN N R A
PRIEPNI B TR FEERZED X D @Y Th 5 1] HE
PEARIEENG., LeLedD, 5T E R
Fx v 7 KA U MHEEO R RSB L O EO%
DAAFHI % EHE L U 72 BRRABRAS R D A L e,

S OFBLIEYIE D O FHN P G- OB SENERL & R
57 V5 2MEEBGRBABUEETRTH Y, ZOR
ROfET=N 5.

8.7&H80HbIC

WD TS O A, #ATH AT ) —<BH
DOFHBEEICLE L. A% STENED [2
HE L RRAE V] &) B e mRRIER LD

D, MHEEROMEZ R TE 5 X9 2GR O b
RUEETHS ). BUE, I TRELET =y 7
RA ¥ MHEEOGE AR 2 WL 2 BRI AT
HTHDI DD, TNHDRKAEBROR RS H%ITE
Hihz.

9. ETHIRE  REF YIRS MEE
X BEER WEBLELEEZSHT

9.1 ®REFI YIRS NEERLER

AT ) =< RRBISERINRLTVHRATHY, »°
ASRIEFHLEOMAERBEN A 7 /7 —< 2 il #ED Hh
T&7 ZOR, BAREOHLEZHS OIX CDS I
M 2= T fliE (cytotoxic T lymphocyte : CTL)
BLOCD4 Bt~V 8— T HilE (helper T cell) 12 &
LR THIRKISTH 5 Z L RSNz £
L CRAE, EARNTH AT 2 i T M 25
Z 5D LTV E kA SR EN. 20
—o7%%, T MKE O] 571 % 4 U - POhIbERE, o
Fry 7 RA VI THE, bLHEERNOBERT
MRS % 3 2 720 O¥RECTH B A%, DA
5 THIBEES & iR CHPHI L Twab 2 B 6k
Zolz. 2O T MO LINH 511203 2 HEHURA
REF = v 7 KA Y MHERTH L. BUE, GHREDN
& %o T A 511X CTLA4 & PD-1 TH Y,
CTLA-4 OFENiANA ©1) A< (ipilimumab) T
PD-1 ®BHES AR =KV <7 (nivolumab) ¥ XU
70 X<7 (pembrolizumab) T®H 5. LN
TFNVEREELT, DA 2 USRI 2 T MR
POG % 358 S 2 OMMEMEIFTH 5. —7, HEK
JEE T MINE %2 BIKIIIE AL U 7R, S o
EHLERITILELD L. R - AEHRLOLH -
MDD L DBARNORIEIREIAKFT 572
B, B AERELOBMAENKRE L, BRIBITOR)
RPFCODVRHTH .

9.2 ETHIXS /—VICHTHHR

(1) 41EULYT

F I 2> IV OYIBRANEE, RO X T ) —~< &kt
FUATON BT ~ & 2LILERERT, 5L
NV v (dacarbazine : DTIC) + 4 € A< 7HFH#ED
SHELGFHIM (overall survival @ OS) FrYLfEAs, DTIC
+7 7R LB L TAHRICERE L (112 7 H vs
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x 14 ETHAS/—XICHTINR (BEIEE)

HE He HF HEas Jk—h (A R Grades/4 | s
2-1) ZEM4H FREAIL, IV DTIC 850mg/m2+ipili- OSthifE 11.2 88 56.3% 251
SUSIME | UIBRAEE mumab10meg/ks,
HEEtER A Q3W (252)
DTIC 850mg/me+ 75 0S thofE 9.1 KA 27.5%
iR, Q3W (250)
ESBIIRIE] JREAN, IV ipilimumab 10meg/kg, OSHR{E 10.1 BA 22.9% 252
?t:;?&%ﬂ: tﬂ%K%D Q3W (137)
R B ;‘ \/\Jﬁ
o I—TLEA* ipilimumab 10meg/ke, OSt{E 10.0 KA 17.4%
0201 Q3W+gp100 peptide
(403)
gp100 peptide (136) | OS FhsfE 6.4 75 11.4%
%]]HEH REA, N ipilimumab 10mg/ksg, OSthifE 15.7 A8 34% 253
?I:;“?t%{t HIBRANBE Q3W (364)
& ipilimumab  3meg/ke, OSHR{E 11.5 748 18%
Q3w (362)
2-2) EIIRE] JREAN, N CheckMate nivolumab  3meg/ke, 1 FEFER 72.9% 11.7% 222
E;’f’t[gﬂ: %@?ﬁg 066 Q2w (210)
# = DTIC 1.000me/m2. | 144%% 42.1% 17.6%
Q3w (208)
2-3) EIEE] SREAIL, IV KEYNOTE pembrolizumab 10mg/ | OS HRfE NR, 2 & 17% 107,
E:;f’tbﬁﬂ: YIBRARE 006 kg, Q2W (279) £17%R 55% 255
s pembrolizumab 10mg/ | OS #®fE NR, 2 € 17%
kg, Q3W (277) 477%E 55%
ipilimumab  3mg/ke, OSHo4E 15 18, 20%
Q3W (278) 2 FHERFER 43%

0S : 24778/, Q2W : 2,88E, Q3W : 3:8BE, NR: notreached, AE: BEER

DTIC : dacarbazine

917 H). —JT grade 3/4 DEERROMEITZN
FN563%, 275% TH 725" (FK 14).

W T 2 TV OYIBEASHE, GBS 5, HLA-A *
0201 FpE A 5 7 =< M RIATONIZHB IS ¥ 5
2LHEEBRT, A ¥V A THAIRE, A Y A<T
+gpl00 X7 F T 7 F VOEHEE, gpl00 X7 F R
7 F HHFEED OS hEIz e 101 7 H, 100
AR, 6477, THotz. —J5Tgrade 3/4 DFES
LOBEIZFENEN229%, 174%, 114% THh - 7252
(#14).

W5 IOL 20 IV O 8 B A g, BRAF B 2 38 % 70 9%
F v 7 RA YV MHERZ L DHEBRER VAT ) —
R EMRIATONE NI T ¥ & 2MLILEGERER T,
A ¥ <7 (10 mg/kg) &4 ¥V A<7 (3 mg/ky)
D OSHIAENZFNEFNI5THH, 115 HTH -7,
— 5T grade 3/4 DFERGEOMHEEIZENEN 34%,
18% TH -7 (F14). 1 ¥ A~7 3mg/kg %W
L 10 mg/kg DG % 2 727X 5 ) —< B
1,861 B> 7 — VT Clx, OS dLfiEds 114 A H, 3
SEAAERD22% CRIGHHET 26%, BEIGHIET20%)

Thole. EAMBIIHIETH20%E R, TRk
1310 4 F T L 722,
(2) ZRIL=< 2

W I A2 IV OYIBRANEE, RIEHED A T/ —< &%)
FUIATbNZB M T v & 2MLILEBREBRT, =K
X THEO VAEAEGERD, DTICOBHI ) bER TV
(729% vs 421%). —7i T grade 3/4 DA EHLOH
FEIZENZEN11.7%, 176% TH o722 (£ 14).

WHITIL, IV, & % \WIZFZETEOUIBRARE 2 H AN X
7 ) =< BH 24 N RIAT b8 TAHRE T,
SRV TDOEEE (response rate : RR) 2% 34.8%,
1AEAEAEDT69.6%, 18 4 HAAFHH565% T - 7.
—7JiTgrade 3/4 DHFEHZLOHIEIL125% TH -
7229,
(8) RLTFOVAYT

W IIL A0 IV O YIBRANHE, RiG#E 2 W LIZBEREO
AT ) =RENBIATONE I T » 7 2L
RKEET, RaT0Y A7 % 2AMETHRST 5,
NRATaY) AT % JHEBBE TS558, 1) A
~ 7RG T8, O3S S. OS Pyl
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X 15 ETHAS /—XICHIT MR BRSO IUHAEE)

mEE | HR PSE e =k A R Grage3/4 | s

2-4) EBIRE fREAN, IV | CheckMate | nivolumab 3mg/kg, Q2W, OS fhR{E NR 50% 256
FEERIL YIBRARE 064 6 EH'S ipilimumab  3mg/ | RR 41%

&5 kg, Q3W, 4 GNZEE (68)
ipilimumab 3me/ke, OS t{E 16.9 KA 43%
Q3W, 4@ H Snivolumab | RR 20%
3mg/kg, Q2W, 6 BINEE
(70)

2-5) | F£O4 JRHA, IV | CheckMate | nivolumab Tmg/kg+ipilim- | OS fhoifE NR 59% 102,
SVFIME | UIBRAEE 067 umab 3mg/kg, Q3W, 4@ | SFELEEFEL8% 44F 258
trEEER BEARE H'5 nivolumab  3mg/ke, £77E 53%

Q2w (314) RR (CR+PR) : 58%

(19% +39%)
nivolumab 3mg/kg, Q2W | OS HR{E 37.6 18 21%
(316) SFEEBFERB2 44F

H77E 46%

RR (CR+PR) : 44%

(16% +28%)
ipilimumab 3me/ke, OS HR{E 19.9 1A 28%
Q3W, 4 (315) SEEBFERZ4% 44F

477% 30%

RR (CR+PR) : 19%

(5% +14%)

RR (CR+CR) : &% (E2Z=WER+MWOEWE)

0S : 2477848, Q2W : 2 88T, Q3W : 3:BHE, NR:notreached, AE : BEER

BLO2EAERITIENZN, KREEB LT 5% vs
RHEEBLUB5% vs 16 THBLX U 43% TH o7z, —
)T grade 3/4 DA FEHLOBMEITZN TN 17%,
17%, 20%Td - 72" (% 14).

WL ATV OYIBRAGE R HARAN X 5 7 —< HH 42
ANEGIATh N2 b MR TIE, a7 1) X%
TDRRA241% TH o> 72. —JiT grade 3~5 DHE
HEOBEIX 19% TH - 727,

(4) EXES

Wi I 2 IV OYIBRAHE, Ria# %\ LIZBER#EO
A5 ) == EMBIATb N IEERALE I AT,
=RV TR 6 NG, FHEICA ) Ax T %
4G 2 R, FORKOIEE TG
L, AR sh (F15). BHE =R~ 72%
TEELHEANRR, OSHIAE, L BITHE-> TV
(RR41%, OS HiJefii KF3#E vs RR20%, OS HryLfi
169 7 H). L2 LB CTHL PD-1 SiiR DRy R 8
FTAHHNTTH 5, HEHARED PD-L1 FHFEIENLS
N7z2 &2t (42% vs 23%), FEFOMFHULHEE AT
I WENH S, —J5T grade 3/4 DA ERLOHE X
FNEFNS0%, 43% TH - 725,

RIBTIREHAIEH & L T3P PD-1 Pifhhs— kb ##
THY, WRFIRHIEFIN DV TH CTLA4 Bk 2
A9 FENLZONRTHo72. 29 LIZEROT

Ba A XN LA 2 5 oG TIE, =K
ST THERZIZA ) A TIZAAL v F L72BD RR
3D FTD36%Tdho72. —J5T grade 3/4 DA EFHG
AT0%IHHLIL72Y . L LA CIEEFmiIY 72 2
Ay FOEEGA%R L, i PD-1 ik % Rk L
THhRYVWE LR TOAL v F05% 07228 b
REEINTEY, FRROFE A A v F3kB & 1350
W) R L2 QHICESLESDH L. —)
Wk s 5 O T, P PD-1 Jiiks Ry & fIlF S h
7298, A ARTICAAL v F L2EDRR A
16%, =KV =7+4 ) A THHBEICAL v F
L72B:® RR %8 21% T - 7257

(B) ZRILI T+ EY LY JHABEE

W IIL 20 IV OYIBRANRE 2 BRI D X T ) — < 2 5%t
LUIATONHE IS ¥ & 2LIEGRER T, BRTBE
(RN T+ ALY AT 240G L, ZOH=FR
W= T Mk, =KV~ TH, 4 €Y A< THDIIEK
Eh7z (£15). OSWfizzheh, KIE 376
AH, 199 HTH-72. SELEGRIZENERN,
58%, 52%, 34% TH-72. RR (5642Z8%) (complete
response : CR) +{#43-28%)) (partial response : PR))
XZFNnZFN, 58% (19% +39%), 44% (16% +28%),
19% (5% +14%) Tdh-o7z. —J5iT grade 3/4 DA E
HEOBBEIXENZEN59%, 21%, 28% THh - 72",
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x 16 fiRIfEENEUAL U CTOMR

Gt 5 PoES Jif—k (AFD R Grages/a | s
3-1) EPIRiE| JREAN, IV ff7 @ [C nivolumab  3mg/ke, fiiEid RR 25% 8% 94
z;%%ﬂ: YIBRETAE Q2w, 4[@ (12) tIBRAZD pCR 25%
’ 7EnIC nivolumab  Tme/kg+ipili- | T8I RR 73% 73%
mumab 3mg/kg, Q3W, 3B (11) EIBRRZED pCR 45%
25 1 b 1HER BEPREYICBAS hY A, #i#(C nivolumab  Tmg/kg YIBRARZED pRR 78% 90% 261
28t ANIAN: il +ipilimumab 3mg/kg, Q3W, 2
gD ORE | @ (10)
I, UBRETEE I —
fi#(C nivolumab  1mg/kg+ipili- 90%
mumab 3mg/kg. Q3W, 4= (10)

Q2W : 2 BHE, Q3W : 3BHE, AE: HEER
RR: Z=#%, pRR 2R MER, oCR : HlIENTERDR

EHITmIE, KHEO4EELRTENLEN, 53%,
46%, 30% &aBINRG S s,

SRV T+ A Y A T OB D A ES
SOWHEICHRT 5 2 LAVR SN 720, B—1 %P
HERAT) R&E D, PEAALERBHZ N CEHRT
NE&ED, BERINOBEOILIEIMA, 7 & OBETRE
BHTE ZOEKRRB TP X 26 3EMA
WY T 7N — T ORE b ITh Iz, Z DfE R, BRAF™
AR TERGVEREASRETERE & e L ¢, BRI L % 3
AR OYUEE DD o 72 (BRAF (5T LR
PERECIIPRARED 3AEAAEE 68% 10 L CT= RV~ T
B 3EAAFHE56%, — i BRAF™ #fn AR BN
HECIXPRHRED 3AEAAEE53% 10 L C= RV~ 7 HE
D JEELEHRE0%). 512, MKk PD-L1 5Bl
RWEE (19%A6) 12BWThH, BEHMT3EETFED
WEAA SN GEBIR 1% R Tl EE o 348
HAEER 549% 1230 LC =RV~ THED 34EAAEER 42%,
— 5B 1% DL L RETIAPEHRED 3 44473 62% 12
WL TRV THD 3EELFE60%) .

FRED I 7 70— TN Z ORERD 4 4EAAFE %
RLZZHLTHITbN . Z0fE%E, BRAF™ i#(z
TERIZE 2977V — TN T, BRAF™ # (=T
LB VERECORHIBED 4 SEAAEH 62% 1K L T=R L
% TRED 4 AEEAEH 50%, — )7 BRAFY™ i n T4 %
BEPERECILPRHIRED 4 EAAEF49% 120 L T= R v~
THED AFHEAFEFE A5% TH - 72, Mk PD-L1 FE Bl
WX BH 77N — TN T, B 1% RiilE < OF
FABED 4 SFEAAFEB1 % IR L C= RN~ THED 4 454
75 38%, —Ji58BI% 1% UL LB CHRBED 4 4E4EAF
H56% K L TRV 7D 44FEEAEH54% TH -
7o M & U CTld 3EAAFRIFNT L MBROKE R TH 5.

A THEFEIHOHBERICEHL T, =RV~ 7+
A ) AR TOHREOH RN Z IR 7 — VIR T —
5 DAAET B, BRI ARR C He 38 A v oK by B -7
IZoWTh, BHREOAIMNEZR T 57:0128%
L bMENDH L. HRPWIL A1V, H5HVIEFEEED
YIBRARRE R HAAR T 7 —< B# 30 AR I2iTh
NI HRABETIE, =RV T+4 ) A< T
WO K BT RIAND RR A7429% (7 H 361) T
Ho72. TREDPEBIDORMTH L7120, 5HSH
D ERPLETH 5.

F BB ORIEBIHHICH L TH, =RV 7+ 4
Y A T OE NIRRT T — 8 BT

Z) 244)260)

9.3 iAIHEEEE UCTOMR (RIAMIETY
AIEL)

(1) ZRIWR T, ZRIVI T+ EU LI THAEE
(i BB EDIRIEAE L)

YIBTfe 2w I A IV 2 5 ) — < BB E 55T
BN T ¥ & 2LIEGE T, Wi =+xnv
X7 % 2AMET4 I E TG LR (1260) &, i
B RVT T+ ) Ax 7% 3B T3IEET
b U728 (11 61) Atz (£16). Mo RR
F=RNV< THET25%, PEHBETT73% Th - 7. Ik
SNTINE OB ERRRIEE, =KV THT
25%, PEHIBET45% CTH -7z, —F T grade 3/4 DF
ERQOPFEITZENEN8%, T3% TH-o72. =FN
< THRETIZ 12 B0 2 B0, EATIC X 2 T IR A S
nz",

BRER BN B & 2 2 fHI ) & N Hids® 2 43 295
I X T 7 —<BEZNRIATONIZH I R TIE,
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BE R AR 5

SHAA RF4 VHEIRES (A5 ) =< HA K4 v T Vv—F)

x 17 BHEBICHT DR

BwE | 2B PoES e Jif— bk (ABD R Grades/a |
4-1) | 104 B K18 D A ERAERNAE< J)UF D | BER DCR (CR+PR 14.7% 262
Ela=tE1|d 0.5~ 3cm X704 FD®RSZZ(FT | +SD)
trEEER DERELFE RS WVEW & 1 24% (0% +16%
ipilimumab ~ 10mg/ke, +8%)
Q3W, 4@ (51) OS /hRfE 7 HA
B ARk D J)LF T | BBEW DCR (CR+PR 3.4%
AT04 FOBSTREL | +SD)
TV EE 10% (5% +0% +
ipilimumab ~ 10mg/ke, 5/)
Q3W, 4@ (21) OS thofis 3.7 1A
4-2) | £14 =K 1 &0 A nivolumab 1mg/kg+ | BBERRR (CR+PR) 54% 260
FEERIE fﬁ%?ﬂﬁt%ﬁﬁ ipilimumab ~ 3mg/ks, C46% (17% +
st W‘o)m\ Q3W, 48 H 5 nivolum- | 29%)
0.5 ~4cm ab 3mg/kg, Q2W (35) OS HgyE : NR 6 18
DRI R $£77E 78%
B : nivolumab 3mg/ke, BEW RR (CR+PR) 16%
Q2w (25) 1 20% (12% +8%)
OSthfE 1 185 18
6 HA%RFE  68%
C : nivolumab 3mg/ke, BEWRR (CR+PR) 13%
Q2W (FBrFEaEEDD) | 6% (0% +6%)
16) oSt RfE:B1AHA
6 HB4ERFE  44%
FEN4EE | RIE 1EO# | CheckMate | nivolumab 1mg/kg+ipili- | #8=W RR (CR+PR) 55% 244
FAERDELY, 208 mumab 3mg/kg, Q3W, - 56% (26% +
0.5 ~3cm 4 [EH'5 nivolumab 3mg/ | 30%)
DEXELTERE kg, Q2W (94) OS thofis : NR 6 18
£FEEK92.3%, 9H
B&ERFE  81.5%

0S : 247788, Q2W : 2 BHE, Q3W : 3:BHE, NR:notreached, AE : BEER

RR (CR+CR) : &% (58

SEWE+EDZEHE), DCR (CR+CR+S8D) : KEHfE

1% (ReEWEA+EDENE+LEE)

WFET, WRIC=FRV< T+ A4 ¥ A~ 7% 3HEMET
FnEn 2G5 58 1060 &, MiErs =R
X7+ A Y AT % 3HEMET 4S5 58 (10
Bl) Akt s sz (£16). RiH OIS NIHRED
T8 %\ E R BRI AR bz, — 5T grade
ADHERGLOHEIZVTROETH 0% Th -
7250,

9.4 eI IC X T DR

(1) 1EVULTT

05~3 cn OB HELZRIK I ML OX T ) —<

BE 2RI ATb NI E RIS MAHRE T, ¥
UA?7%31%%@4@&5Lt%@%%#@ﬁé
N7z (£17). MEERPZavFaxsaf Fo
BH2ZdTwivak— b A TREZENRELOR
A= (CR+PR+%E (stable disease)) #%24%
(0% +16% +8%) T OSHULAEAYT 71 7, HEEAEIRAY
HYavFazrraf FEETEEL TS aFR— |
B Tl BHIE=IE 10% TOSHRfE 37 " HTH -
7z. —J)iT grade 3/4 DFEHLOFEIZENZN A

TI47% B LV B T34% Th - 72*.
(2) ZRILI T+ EYU LR JHABEE
ARCEIR & RO 22 v, 05~4 cm Ofx#nE
WHEEZRK IO X T ) —<BELNFRIATON
FEMILE TR TIZ, 28— FA (=KL T+
A A~ T % 3BEMET4HES L, ZO%B=FL
~7 % 2BEBT74u0—), IF—bFB(=FKV=7
% 2 AMETHY), ak— N C (FBIEEE S 5
HIC=RN~ 7% 2 8B CT&RY) Mltiksnhiz (&
17). BHEZMNIFRZ DO RR (CR+PR) IZZNZN A 46%
(17% +29%) vs B 20% (12% +8%) vs C 6% (0%
+6%), OSHIYLMERB X' 6 7 HEAFRIZENEN, A
(RFHEB L V78%), B (1857 AB X 1U68%), C
G1 M ABLY44%) TH-72. —JFT grade 3/4 D

AEFLOBERZLENETN54%, 16%, 13% Th o>
7:260)'
PFEREIRD 22\, 05~3 cm D IMHEEFEIE HE % f A% 148

bORX T ) —<BEERNRIATbN - IFE LS T
HEETIE, =RV T+A4 )2~ T % 3HAMRTA
Eh%L ZoOB%=RNV= TR 2HEMBETHRYS LoD
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7+u—3hiz (£17). HFENWHZD RR (CR+PR)
13 56% (26% +30%), OS FyLfiiid£3E, 64 AL
128, 9 7 HAEfFRIZZER TN, 923%, 815% Th -
72. —J} T grade 3/4 DHEHLOHEIL 5% T, L
M L BIELTDS 1 A & 7=,

9.5 F&E

BUE, 0T = v 7 R4 ¥ M HEEIIBRAF™ #H{x
TEREDPL R CAROEITHI A T ) —<EHRIZB N T
AU RGHEH E R o], ZLTAT ) =< UIODA
BV TOIEROFHEGRR L) SENTAREITIR S
N, BBGEHAHIKRCTWD,. 20720, H—Hak
B2k B EHMBEOBBEICOWTHRSH ATV S, —
0, BRREBOKE R R 2 N F TOMPREERD S, BhF -
AERZOBEIMAEIKRENI L, FREAER
L HHHMERET LI L, BORRIBHE I N
r—ATIZEFREZPIEL TORRD D 2 REMFES N
HT L, DIRENTWED

DEoisE Xk DﬁEJ“—?: v 7 RA v MHEREOEE
AL, (1) BRI FIGE & AR aE % e 2 S 5 R
Offsr, (2) ¥GHIEEZ RN 2 &M, (3)
ERGANOMULEORE, BEENLTHAH. Ih
5OBUIRIZDOWT, L DEERAFZE, JEEETE OB
X YikR3.

(1) B5HICHREFTRZETE T DIEROHEIL

HHEANIHREIN TN A= — D% DT
WZHIES 5.

1) DAHRDEGEFERDEE

AN 2 2 R E R AR BRI N D 7
I MREZALSEDMR, ARIIAMRITHFTEL 2 vE
FUE (R APUE) ZPEAT S, A PRI LCidi
P T negative selection % &7z T MG EA DS
AL L T ey G il < BUS$ % T AlehsHE
BRI Twiw) 720, FHllERTFERIS W (4
FPUEREAE AL ) HSA TIEHL CTLA4 LA P PD-1
PURIZ X o THW A A PO T ML SOS 23 %k
ENRPTVEEZLNTWD, EBEIZ, DNA R
77— (DNA I A~ v F) 2 BHET LEMLETOREIC
£5, BIATEREIEI )R TWERESWTHA
L 722 R O BN 2 3 82 AT b L 72 BR R T,
PLPD-1 HufAHZF R L7z (RR53%, CR21%)*¥. Z®
FERITIED W TORE T, 27AMME DNA O~ A 71
V7 T4 M= —OAREENE (MSD) TEHfi L 72
DNA 3 A~ v 7B (MMR) Bz TOREND 55

AZOVTIE, DAMICHDLTRATHY) XX T %
T 22057 20 HEMEREF (FDA) I2KGES
N7z, RIFTH 201942 I, ¥4 7uH% 774 MR
LREVEDE VY (MSLhigh), DNA I 2~ v FIBH/KE
(AMMR) @& % YIBEAH im:@:?’ PED FEIEHE
LT, FRER im0 N 238 28R Y, RS O lsds
%ﬁﬁﬂt%b%?,«A7wuxv7@ﬁm#ﬁm
Sz, L Lo R TEHENS WA BE TR
BEANCBWTIX, 73V MA LEAL S 1 HEAA R
DERKIZE D 7 4 7 & g L CThiiim i A e w2 &
AL T 2™, AKFIZ BT 550 PD-1 kO R KA
Mok & IR L TRV S, C oM TH 2 BB
WRETHE. —HTRBORHBICHBITZ THBO
WHUR Z RS 2R b LETH A ).
2) EEMEMo PD-L1 IRk

PD-L1 %A % @8k L CTIEMEAL U 72554 50y T A
FaASH 3 5 TEN-y IZBUE L CTHSAMIEATER 3 % 4
FTHDLIENDL, HPAITKT HIE#ETO CTL Kk
DOREZHBMCETIHRELEZEZ N5, e LdA
FEIZBWT, EHRETDSAMREICB T % PD-L1 FBIHED
BV, P1PD-1 HUR S8y 2 2R S T v
2 108
3) EBEEAEAND CTL ZH

P PD-1 PilkiGH & 2 1247 2 7 — < BHED
BETES AR ORI %, 2P & s CHER L 72
fge i, a) HEEEME CTL DL X, b) R

PD-1 BatEfifa % 5, o) MEHEEo PD-L1 F3i=
DOEE, ONEIC, PUEESFREHET S 2 &M

7, i%?i?fﬁmé TV 540 PD-1 Hiko £ 2/
W Td 5, N PD-1 Y CTL @it b & v
BlEPS IR LR T VIR TH L.
4) BEMOESY 1 X

BT O A4 X AL L 72 EE 23R F N
T, PHRETFTHL LT 2HEVHL. b0

T, WHEHDONR—AT A v & BIEREREORMAVN
SWHE, RR B XU CREEFEIE - 72, HEIGE
AT EBEIC 0500 Ltk ns,
(2) 5L ZHIET 2EEDHEIL

JEHHEE ) v osgkifed: (TIL #ik) KR IL-2 #i:
L, AT —=IIKT BV AREFRLEOERG, &
CIZCRBNFZDIT L A LR B CRIER (=
HiE) L7 2 EATREN TR, KRETHARRA
FEWPi CTLA4JRIZ O W TR WL D 0HEFICTB W
TEBEDEIA R SN T W L5 i PD-1 LRIz B
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BERTEMEREE ST A P T4 VSETRER (AT /=< T4 P4 VTV —T)

WTh, 67 AU S % 2T 72 CR IO BHHH A
BT, PIRRICEGRGREIS & % 57267 1D 24E
RIS OHEEMEIX 89% TH - 727, #5011 &
FHOBERE EHMRE T 5 BRSO EZiAFE - 5
B, REF 2 7R A Y PHERICL > T—EOR
MEBLL7RIC, AHEFRL LI X o THEIHILE
BHEBL VD, 9 LIEMNOFHEHFLEL L
WX o THIRGHIMZZIET 5 72D OH Wikl £ A3 2
TLAZERWfFLIZV. — /T, ®RIEF = v 7 KA
v M HERBHRICHIUT 290%, H 5 VIZRIEZER)
REE, ORITEALT 2L TIE, AN EK %
HEEBGEEAEE L TR RS RMIZER
7EE0 IR F v 7 R A M HEEORS & # )
D 5 FHEDOMLDLENS.

(3) BEERNOMWEDHEIL

FEF = v 7 KA ¥ PHEEKRGICE o THRES R
B IEE IR, HALE, NOWERE, 24 THY
BURTZ oW, 67, FEZ P 53R .
ZD7z0, BHIFH, WRICBDHLE T EARDEET
HbH. BEENLTLLEEEDQOL RAEMFRICHD L
72D & ) bIFFEENLELROITRE %, BN,
TR, THUBEIRE, EIEMIMIER ETH L. FE
RN G- BRI A% W &b h, ik
D HESHET BB, HGHIERICEAETLHE, 2L
DD BB 72D BhIED B 5 BE L HCRIE
FEOHFME RN 7 + 0 —3 508N H 5. HHHIX
WIS, R, B, itk s, —#
bz, MBSO~ —H — (KL-6), FERIHA 2
V==V 7 (NEZBY Y Ale), HIRRERE~— 7 —
(TSH, free T3, free T4), Mif~—5— (CK) %
&l BTN UTHAMT v 7 AHR CT % & O Wi {RIR
& RETL. BB, ®EF v IRV MHEHE
W2 & A EHEDFA L BTl o @B e g
57D MBEL O BERE & OBPENTAT R TH 5. HIE
Fx v KA Y MHEREZH T 2B OEM, %
s o HORE, HOKRIEMERESM O, &
R, ZETF— 2L, @l % sk sk
MR %l U Ol BEREIRER O, BAEER,
RO, Rl THILEVEETH L.
FEF v 7 KA Y MHERICI 2 HEE LA ERSR
W LTRSS A 7 8 A4 B R ihilH 2 4 ¥
5520805 5. HUELERIR S AEFR S ER O
AT %L, REF =y 7R, v PHEEIER L
Fibt 3 2 0ESTH 5 F o SHICE S FAEETH

5. AT A FRGEIHHIIL G 0ETF = v 7 R A
v MHEREOHIEG AR BEHEOFRITEE T 508
fEll SN 528, Pt CTLAA PUKRIZ X 2 IE#ICB VT,
FERRRETATUA FOLHHG 2 H LB L
S o e RER R L 72T Cld, OS, M A A7 1] 14
WCHERED DS 727, ZOmLTIRAESRSIR
DEHTHT 72 2 HB LT AR LAV o728
LTCWaA, EFzy 7R v MUEEERGZOB
JEB DR & FERGREUOMELZ RTwmL O HA S
%. $LCTLAA HUR DR B & RPN BT 5 HHEF
S OME R L L 725 LT, grade 3/4 O EFHS
BRRPITEBEICBEINLL LTS (B1% vs
22%)%. PUPD-1 PifkicoWThH, IHERICRHREE
BB HE) 2EIEE S N2BED RR % OS 2VA B2 H
W T LR Z N TV BT,

9.6 B8HHI(C

T A T 7 —< BAOTHEBINICUE Lz
Frv s RA Y MHEETH LD, XVREL, HE
B, EIERR L Cw L 200 I TH 5. A
7 =RV ARIEREN RS BRI T HBAMETH
5. Gt TAHOP CTLA4 Butk, $LPD-1Hutk, B
MFE ORI T 723l A b, FBlRESF = v 7 R
4V MHEROBIKMED, 27/ —< % hocidEd
HEHAPHRENDL 2D, AT 7 —<BWIHED 5 EMIX
IR ONWEHE T v 7 F— M5 EDRETH A

-

).
SEBR e

1) AHEY, H# ok, WZPRUEA - 2
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1925.
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3) Gershenwald JE, Scolyer RA, Hess KR, et al: Melanoma
staging: Evidence-based changes in the American Joint
Committee on Cancer eighth edition cancer staging
manual, CA Cancer J Clin, 2017; 67: 472-492.

4) ARG, g, ARECHEOS, OB, R
Minds A K74 YK~ =27 )V 2017. https://
minds.jcqhc.or.jp/docs/minds/guideline/pdf/manual_
all_2017.pdf.

5) Ang KK, Peters L], Weber RS, et al: Postoperative
radiotherapy for cutaneous melanoma of the head and
neck region, Int J Radiat Oncol Biol Phys, 1994; 30: 795—
798.

6) International Agency for Research on Cancer CI5plus
Cancer Incidence in Five Continents Time Trends

1810 HBz 43k 0 129 (9), 1759-1843, 2019 (41 1)



SR EVERER; T A B4 Y3 AT ) —<BAA FF A4 > 2019

7

8

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

~

N

=

=

~

~

=

)

Nl

=

~

=

=

=

~

=

=

fa

b

http://cibiarc.fr/CI5plus/Default.aspx.

THRERHEL, A A Tk B AR ETRR A < 2005-2013

FREOHERHRER, HEE&EE 2014; 29: 189-194.

Surveillance Epidemiology and End Results Program

(SEER) http://seer.cancer.gov.

HREREREL, RIRMED) © BORg BN — IR0 & TR O iR

WrgemEhIn VR ESE R PR O S A —H A

EAVEl D EER L —,  HARERIR, 2013; 71: 7-12.

Gray-Schopfer V, Wellbrock C, Marais R: Melanoma

biology and new targeted therapy, Nature, 2007; 445:

851-857.

SR B2 MR RE S — AL & B R O e B E e B 1)

EERAE TURfaEosEny ERRaEO%E

BT (BRI EOREIN T & O BMR),  H AR,

2014; 71: 107-111.

Curtin JA, Fridlyand J, Kageshita T, et al: Distinct sets

of genetic alterations in melanoma, N Engl J Med, 2005;

353: 2135-2147.

Bastian BC: The molecular pathology of melanoma: an

integrated taxonomy of melanocytic neoplasia, Annu

Rev Pathol, 2014; 9: 239-271.

FHET AT/ —~<O#IETRE, HEAE

1301-1308.

Elder DE, Massi D, Scolyer R, Willemze R: WHO Classi-

fication of Skin Tumours, 4th Ed, Geneva, Switzerland,

WHO Press, 2018, 66-152.

Ashida A, Uhara H, Kiniwa Y, et al: Assessment of

BRAF and KIT mutations in Japanese melanoma

patients, ] Dermatol Sci, 2012; 66: 240-242.

BB o B IR — IR & R o s BT JE B i —

BB ENRaEoSFEwY SFEnY T

oy r¥F—+ KIT, HAEWK 2013; 71: 134-138.

Brierley JD, Gospodarowicz JD, Wittekind C, UICC H#

ZHEATNM ZH%  TNMESEE 05 %8 H
FER, RO, AR, 2017, 184.

FEEEHEDL © M E A AR R (2017 AEHE), A 34

HA B B R r ka7 a7 7 o - 5k,

2018, 184.

Ivry GB, Ogle CA, Shim EK: Role of sun exposure in

melanoma, Dermatol Surg, 2006; 32: 481-492.

Minagawa A, Omodaka T, Okuyama R: Melanomas and

2018; 128:

Mechanical Stress Points on the Plantar Surface of the
Foot, N Engl ] Med, 2016; 374: 2404—2406.

Kubica AW, Brewer ]JD: Melanoma in immunosup-
pressed patients, Mayo Clin Proc, 2012; 87: 991-1003.
KV« B g RN — R & R o e B i FE B i —
BB ENRaEofRNT  mERT, HARR
Ik, 2013; 71: 81-84.

Rhodes AR, Melski JW: Small congenital nevocellular
nevi and the risk of cutaneous melanoma, J Pediatr,
1982; 100: 219-224.

Illig L, Weidner F, Hundeiker M, et al: Congenital nevi
less than or equal to 10 cm as precursors to melanoma.
52 cases, a review, and a new conception, Arch Derma-
tol, 1985; 121: 1274-1281.

26) McCarthy JT: ABCDs of Melanoma, Cutis, 1995; 56: 313.

27)

28)

29)

30)

31)

32)

33)

34)

35)

36)

37)

38)

39)

40)

41)

Dinnes J, Deeks ]JJ, Chuchu N, et al: Visual inspection
and dermoscopy, alone or in combination, for diagnosing
keratinocyte skin cancers in adults, Cochrane Database
Syst Rev, 2018; 12: Cd011901.

Gachon ], Beaulieu P, Sei JF, et al: First prospective
study of the recognition process of melanoma in derma-
tological practice, Arch Dermatol, 2005; 141: 434-438.
Dinnes ], Deeks JJ, Chuchu N, et al: Dermoscopy, with
and without visual inspection, for diagnosing melanoma
in adults, Cochrane Database Syst Rev, 2018; 12:
Cd011902.

Carrera C, Marchetti MA, Dusza SW, et al: Validity and
Reliability of Dermoscopic Criteria Used to Differentiate
Nevi From Melanoma: A Web-Based International Der-
moscopy Society Study, JAMA Dermatol, 2016; 152:
798-806.

Bichakjian CK, Halpern AC, Johnson TM, et al: Guide-
lines of care for the management of primary cutaneous
melanoma. American Academy of Dermatology, ] Am
Acad Dermatol, 2011; 65: 1032-1047.

Hieken T]J, Hernandez-Irizarry R, Boll JM, Jones Cole-
man JE: Accuracy of diagnostic biopsy for cutaneous
melanoma: implications for surgical oncologists, Int J
Surg Oncol, 2013; 2013: 196493.

Scolyer RA, Judge M]J, Evans A, et al: Data set for
pathology reporting of cutaneous invasive melanoma:
recommendations from the international collaboration
on cancer reporting (ICCR), Am J Surg Pathol, 2013; 37:
1797-1814.

Swetter SM, Tsao H, Bichakjian CK, et al: Guidelines of
care for the management of primary cutaneous mela-
noma, ] Am Acad Dermatol, 2019; 80: 208-250.

NCCN Clinical Practice Guidelines in Oncology (NCCN
Guidelines®) Cutaneous Melanoma Version 2. 2019-
March 12, 2019 https://www.nccn.org/professionals/
physician_gls/pdf/cutaneous_melanoma.pdf. In. 2019.
Ng JC, Swain S, Dowling JP, Wolfe R, Simpson P, Kelly
JW: The impact of partial biopsy on histopathologic
diagnosis of cutaneous melanoma: experience of an Aus-
tralian tertiary referral service, Arch Dermatol, 2010;
146: 234-239.

Karimipour DJ, Schwartz JL, Wang TS, et al: Microstag-
ing accuracy after subtotal incisional biopsy of cutane-
ous melanoma, ] Am Acad Dermatol, 2005; 52: 798-802.
Mills JK, White I, Diggs B, Fortino J, Vetto JT: Effect of
biopsy type on outcomes in the treatment of primary
cutaneous melanoma, Am J Surg, 2013; 205: 585-590;
discussion 590.

Martin RC, 2nd, Scoggins CR, Ross MI, et al: Is inci-
sional biopsy of melanoma harmful? Am J Surg, 2005;
190: 913-917.

Bong JL, Herd RM, Hunter JA: Incisional biopsy and
melanoma prognosis, ] Am Acad Dermatol, 2002; 46:
690-694.

Lowe M, Hill N, Page A, Chen S, Delman KA: The
impact of shave biopsy on the management of patients

H 236 0 129 (9), 1759-1843, 2019 (4rF11) 1811



BERTEMEREE ST A P T4 VSETRER (AT /=< T4 P4 VTV —T)

42

~

43

=

44

f

45

Nl

46

g

47)

48

=

49

=

50

=

51

—

52

~

53

=

54

fus

55

=

56)

with thin melanomas, Am Surg, 2011; 77: 1050-1053.
Molenkamp BG, Sluijter B], Oosterhof B, Meijer S, van
Leeuwen PA: Non-radical diagnostic biopsies do not
negatively influence melanoma patient survival, Ann
Surg Oncol, 2007; 14: 1424-1430.

Zager ]S, Hochwald SN, Marzban SS, et al: Shave
biopsy is a safe and accurate method for the initial
evaluation of melanoma, ] Am Coll Surg, 2011; 212: 454—
460.

Ferrara G, Argenyi Z, Argenziano G, et al: The influ-
ence of clinical information in the histopathologic diag-
nosis of melanocytic skin neoplasms, PLoS One, 2009; 4:
e5375.

Wang TS, Johnson TM, Cascade PN, Redman BG, Son-
dak VK, Schwartz JL: Evaluation of staging chest radio-
graphs and serum lactate dehydrogenase for localized
melanoma, ] Am Acad Dermatol, 2004; 51: 399-405.
Hafner J, Schmid MH, Kempf W, et al: Baseline staging
in cutaneous malignant melanoma, Br J Dermatol, 2004;
150: 677-686.

Vermeeren L, van der Ent FW, Hulsewe KW: Is there
an indication for routine chest X-ray in initial staging of
melanoma? J Surg Res, 2011; 166: 114-119.

Yancovitz M, Finelt N, Warycha MA, et al: Role of
radiologic imaging at the time of initial diagnosis of
stage T1b-T3b melanoma, Cancer, 2007; 110: 1107-1114.
Pandalai PK, Dominguez FJ, Michaelson ], Tanabe KK:
Clinical value of radiographic staging in patients diag-
nosed with AJCC stage III melanoma Ann Surg Oncol,
2011; 18: 506-513.

Morton RL, Craig JC, Thompson JF: The role of surveil-
lance chest X-rays in the follow-up of high-risk mela-
noma patients, Ann Surg Oncol, 2009; 16: 571-577.
Roberts DL, Anstey AV, Barlow R], et al: UK. guide-
lines for the management of cutaneous melanoma, Br J
Dermatol, 2002; 146: 7-17.

Rueth NM, Xing Y, Chiang Y], et al: Is surveillance
imaging effective for detecting surgically treatable
recurrences in patients with melanoma? A comparative
analysis of stage-specific surveillance strategies, Ann
Surg, 2014; 259: 1215-1222.

Haddad D, Garvey EM, Mihalik L, Pockaj BA, Gray R]J,
Wasif N: Preoperative imaging for early-stage cutaneous
melanoma: predictors, usage, and utility at a single insti-
tution, Am J Surg, 2013; 206: 979-985.

Barsky M, Cherkassky L, Vezeridis M, Miner T]J: The
role of preoperative positron emission tomography/
computed tomography (PET/CT) in patients with high-
risk melanoma, J Surg Oncol, 2014; 109: 726-729.
Pflugfelder A, Kochs C, Blum A, et al: Malignant mela-
noma S3-guideline “diagnosis, therapy and follow-up of
melanoma”, J Dtsch Dermatol Ges, 2013; 11 Suppl 6: 1-
116.

Xing Y, Bronstein Y, Ross MI, et al: Contemporary diag-
nostic imaging modalities for the staging and surveil-
lance of melanoma patients: a meta-analysis, J Natl

57)

58)

59)

60)

61)

62)

63)

64)

65)

66)

67)

68)

69)

Cancer Inst, 2011; 103: 129-142.

Aloia TA, Gershenwald JE, Andtbacka RH, et al: Utility
of computed tomography and magnetic resonance imag-
ing staging before completion lymphadenectomy in
patients with sentinel lymph node-positive melanoma, J
Clin Oncol, 2006; 24: 2858-2865.

Bastiaannet E, Uyl-de Groot CA, Brouwers AH, et al:
Cost-effectiveness of adding FDG-PET or CT to the
diagnostic work-up of patients with stage III melanoma,
Ann Surg, 2012; 255: 771-776.

Davis PC, Hudgins PA, Peterman SB, Hoffman JC, Jr:
Diagnosis of cerebral metastases: double-dose delayed
CT vs contrast-enhanced MR imaging, AJNR Am J
Neuroradiol, 1991; 12: 293-300.

Machet L, Belot V, Naouri M, et al: Preoperative mea-
surement of thickness of cutaneous melanoma using
high-resolution 20 MHz ultrasound imaging: A mono-
center prospective study and systematic review of the
literature, Ultrasound Med Biol, 2009; 35: 1411-1420.
Chaput L, Laurent E, Pare A, et al : One-step surgical
removal of cutaneous melanoma with surgical margins
based on preoperative ultrasound measurement of the
thickness of the melanoma, Eur J Dermatol, 2018; 28:
202-208.

Faries MB, Thompson JF, Cochran AJ, et al: Completion
Dissection or Observation for Sentinel-Node Metastasis
in Melanoma, N Engl | Med, 2017; 376: 2211-2222.
Morton DL, Thompson JF, Cochran A], et al: Final trial
report of sentinel-node biopsy versus nodal observation
in melanoma, N Engl J Med, 2014; 370: 599-609.

Leiter U, Stadler R, Mauch C, et al: Complete lymph
node dissection versus no dissection in patients with
sentinel lymph node biopsy positive melanoma (DeCOG-
SLT): a multicentre, randomised, phase 3 trial, Lancet
Oncol, 2016; 17: 757-767.

Chesney J, Puzanov I, Collichio F, et al: Randomized,
Open-Label Phase II Study Evaluating the Efficacy and
Safety of Talimogene Laherparepvec in Combination
With Ipilimumab Versus Ipilimumab Alone in Patients
With Advanced, Unresectable Melanoma, J Clin Oncol,
2018; 36: 1658-1667.

Tan JK, Ho VC: Pooled analysis of the efficacy of bacille
Calmette-Guerin (BCG) immunotherapy in malignant
melanoma, | Dermatol Surg Oncol, 1993; 19: 985-990.
Johnston SR, Constenla DO, Moore ], et al: Randomized
phase II trial of BCDT [carmustine (BCNU), cisplatin,
dacarbazine (DTIC) and tamoxifen] with or without
interferon alpha (IFN-alpha) and interleukin (IL-2) in
patients with metastatic melanoma, Br J Cancer, 1998;
77: 1280-1286.

Kroon HM, Huismans AM, Kam PC, Thompson JF: Iso-
lated limb infusion with melphalan and actinomycin D
for melanoma: a systematic review J Surg Oncol, 2014;
109: 348-351.

Robert C, Karaszewska B, Schachter J, et al: Improved
overall survival in melanoma with combined dabrafenib

1812

HBz 43k 0 129 (9), 1759-1843, 2019 (41 1)



SR EVERER; T A B4 Y3 AT ) —<BAA FF A4 > 2019

and trametinib, N Engl J Med, 2015; 372: 30—39.
Larkin J, Hodi FS, Wolchok JD: Combined Nivolumab excision margins for 740 patients with 1-4 mm melano-
and Ipilimumab or Monotherapy in Untreated Mela- mas, Ann Surg Oncol, 2001; 8: 101-108.

noma, N Engl ] Med, 2015; 373: 1270-1271. 85) Khayat D, Rixe O, Martin G, et al: Surgical margins in

a prospective surgical trial comparing 2 cm vs. 4 cm

70

=

71) Wang Q, Gao J, Wu X: Pseudoprogression and hyper- cutaneous melanoma (2 cm versus 5 cm for lesions mea-
progression after checkpoint blockade, Int Immuno- suring less than 2.1-mm thick), Cancer, 2003; 97: 1941—
pharmacol, 2018; 58: 125-135. 1946.

72) Schadendorf D, Long GV, Stroiakovski D, et al: Three- 86) Thomas JM, Newton-Bishop J, A'Hern R, et al: Excision

fa

=

—

=

=

~—

~

=

year pooled analysis of factors associated with clinical
outcomes across dabrafenib and trametinib combination
therapy phase 3 randomised trials, Eur J Cancer, 2017,
82: 45-55.

Long GV, Flaherty KT, Stroyakovskiy D, et al: Dab-
rafenib plus trametinib versus dabrafenib monotherapy
in patients with metastatic BRAF V600E/K-mutant
melanoma: long-term survival and safety analysis of a
phase 3 study, Ann Oncol, 2017; 28: 1631-1639.

Drilon A, Laetsch TW, Kummar S, et al: Efficacy of
Larotrectinib in TRK Fusion-Positive Cancers in Adults
and Children, N Engl ] Med, 2018; 378: 731-739.
Okamura R, Boichard A, Kato S, Sicklick JK, Bazhenova
L, Kurzrock R: Analysis of NTRK Alterations in Pan-
Cancer Adult and Pediatric Malignancies: Implications
for NTRK-Targeted Therapeutics, JCO Precis Oncol,
2018; 2018.

Swetter SM, Tsao H, Bichakjian CK, et al: Guidelines of
care for the management of primary cutaneous mela-
noma, ] Am Acad Dermatol, 2019; 80: 208-250.

Garbe C, Peris K, Hauschild A, et al: Diagnosis and
treatment of melanoma. European consensus-based
interdisciplinary guideline—Update 2016, Eur J Cancer,
2016; 63: 201-217.

Hayward NK, Wilmott ]S, Waddell N, et al: Whole-
genome landscapes of major melanoma subtypes,
Nature, 2017; 545: 175-180.

Hayward NK, Wilmott JS, Waddell N, et al: Whole-
genome landscapes of major melanoma subtypes,
Nature, 2017; 545: 175-180.

Fujisawa Y, Yoshino K, Otsuka A, et al: Retrospective
study of advanced melanoma patients treated with ipili-
mumab after nivolumab: Analysis of 60 Japanese
patients, J Dermatol Sci, 2018; 89: 60—66.

Eedy DJ: Surgical treatment of melanoma, Br J Derma-
tol, 2003; 149: 2-12.

Cascinelli N, Morabito A, Santinami M, MacKie RM,
Belli F: Immediate or delayed dissection of regional
nodes in patients with melanoma of the trunk: a ran-
domised trial. WHO Melanoma Programme, Lancet,
1998; 351: 793-796.

Cohn-Cedermark G, Rutqvist LE, Andersson R, et al:
Long term results of a randomized study by the Swed-
ish Melanoma Study Group on 2-cm versus 5-cm resec-
tion margins for patients with cutaneous melanoma
with a tumor thickness of 0.8-2.0 mm, Cancer, 2000; 89:

margins in high-risk malignant melanoma, N Engl |
Med, 2004; 350: 757-766.

Gillgren P, Drzewiecki KT, Niin M, et al: 2-cm versus
4-cm surgical excision margins for primary cutaneous
melanoma thicker than 2 mm: a randomised, multicen-
tre trial, Lancet, 2011; 378: 1635-1642.

Hayes AJ, Maynard L, Coombes G, et al: Wide versus
narrow excision margins for high-risk, primary cutane-
ous melanomas: long-term follow-up of survival in a ran-
domised trial, Lancet Oncol, 2016; 17: 184-192.
Kunishige JH, Brodland DG, Zitelli JA: Surgical margins
for melanoma in situ, ] Am Acad Dermatol, 2012; 66:
438-444.

Bartoli C, Bono A, Clemente C, Del Prato ID, Zurrida S,
Cascinelli N: Clinical diagnosis and therapy of cutaneous
melanoma in situ, Cancer, 1996; 77: 888-892.

Grotz TE, Glorioso JM, Pockaj BA, Harmsen WS, Jakub
JW: Preservation of the deep muscular fascia and
locoregional control in melanoma, Surgery, 2013; 153:
535-541.

Nakamura Y, Tanaka K, Shibata T, et al: Confirmatory
trial of non-amputative digit preservation surgery in
subungual melanoma: JCOG1602 (J-NAIL study), J Clin
Oncol, 2018; 36 (suppl; abstr TPS9607).

Amaria RN, Prieto PA, Tetzlaff MT, et al: Neoadjuvant
plus adjuvant dabrafenib and trametinib versus stan-
dard of care in patients with high-risk, surgically resect-
able melanoma: a single-centre, open-label, randomised,
phase 2 trial, Lancet Oncol, 2018; 19: 181-193.

Amaria RN, Reddy SM, Tawbi HA, et al: Neoadjuvant
immune checkpoint blockade in high-risk resectable
melanoma, Nat Med, 2018; 24: 1649-1654.

Deutsch GB, Flaherty DC, Kirchoff DD, et al: Associa-
tion of Surgical Treatment, Systemic Therapy, and Sur-
vival in Patients With Abdominal Visceral Melanoma
Metastases, 1965-2014: Relevance of Surgical Cure in the
Era of Modern Systemic Therapy, JAMA Surg, 2017,
152: 672-678.

Harpole DH, Jr, Johnson CM, Wolfe WG, George SL, Sei-
gler HF: Analysis of 945 cases of pulmonary metastatic
melanoma, J Thorac Cardiovasc Surg, 1992; 103: 743-
748; discussion 748-750.

Tafra L, Dale PS, Wanek LA, Ramming KP, Morton DL:
Resection and adjuvant immunotherapy for melanoma
metastatic to the lung and thorax, J Thorac Cardiovasc
Surg, 1995; 110: 119-128.

1495-1501. 98) Schuhan C, Muley T, Dienemann H, Pfannschmidt J:

84) Balch CM, Soong SJ, Smith T, et al: Long-term results of Survival after pulmonary metastasectomy in patients

H 236 0 129 (9), 1759-1843, 2019 (4rF11) 1813



BERTEMEREE ST A P T4 VSETRER (AT /=< T4 P4 VTV —T)

99)

100)

101)

102)

103)

104)

105)

106)

107)

108)

109)

110)

111)

112)

113)

with malignant melanoma, Thorac Cardiovasc Surg,
2011; 59: 158-162.

Weber ], Mandala M, Del Vecchio M, et al: Adjuvant
Nivolumab versus Ipilimumab in Resected Stage III or
IV Melanoma, N Engl ] Med, 2017; 377: 1824-1835.

Long GV, Grob J], Nathan P, et al: Factors predictive of
response, disease progression, and overall survival after
dabrafenib and trametinib combination treatment: a
pooled analysis of individual patient data from ran-
domised trials, Lancet Oncol, 2016; 17: 1743-1754.
Schachter J, Ribas A, Long GV, et al: Pembrolizumab
versus ipilimumab for advanced melanoma: final overall
survival results of a multicentre, randomised, open-label
phase 3 study (KEYNOTE-006), Lancet, 2017; 390: 1853~
1862.

Wolchok JD, Chiarion-Sileni V, Gonzalez R, et al: Overall
Survival with Combined Nivolumab and Ipilimumab in
Advanced Melanoma, N Engl J Med, 2017; 377: 1345~
1356.

Gould EA, Winship T, Philbin PH, Kerr HH: Observa-
tions on a “sentinel node” in cancer of the parotid, Can-
cer, 1960; 13: 77-78.

Cabanas RM: An approach for the treatment of penile
carcinoma, Cancer, 1977; 39: 456-466.

Morton DL, Wen DR, Wong JH, et al: Technical details
of intraoperative lymphatic mapping for early stage
melanoma, Arch Surg, 1992; 127: 392-399.

Morton DL, Thompson JF, Cochran AJ, et al: Final trial
report of sentinel-node biopsy versus nodal observation
in melanoma, N Engl ] Med, 2014; 370: 599-609.

FROA, AP, WEEREK, RHERY X7 —<
DEFEDOEEE LV F 3N Y OEBRIZOWT
OFES, HBZ4EE, 2008; 118: 3083-3088.

Wong SL, Faries MB, Kennedy EB, et al: Sentinel
Lymph Node Biopsy and Management of Regional
Lymph Nodes in Melanoma: American Society of Clini-
cal Oncology and Society of Surgical Oncology Clinical
Practice Guideline Update, J Clin Oncol, 2018; 36: 399—
413.

JNAEEE, ANB—, JEMESRIE 2 RI - R0
L2 F AN VOSEERE AT L 72 BERE BN
135 Bloeat, HEz4xaE, 2011 121: 2265-2271.
BRERHERL, HATROR, ALl 3 PN EZ, TR,
KRBT A v Py 7= 7)) —roitr vzt
F AN COSEIAEMRB0BIO F L, HEEARE, 2012; 122
2875-2883.

Alex JC, Weaver DL, Fairbank JT, Rankin BS, Krag
DN: Gamma-probe-guided lymph node localization in
malignant melanoma, Surg Oncol, 1993; 2: 303-308.
McMasters KM, Reintgen DS, Ross MI, et al: Sentinel
lymph node biopsy for melanoma: how many radioac-
tive nodes should be removed? Ann Surg Oncol, 2001; &:
192-197.

Fujisawa Y, Nakamura Y, Kawachi Y, Otsuka F: Indo-
cyanine green fluorescence-navigated sentinel node
biopsy showed higher sensitivity than the radioisotope

114)

115)

116)

117)

118)

119)

120)

121)

122)

123)

124)

125)

or blue dye method, which may help to reduce false-
negative cases in skin cancer, J Surg Oncol, 2012; 106:
41-45.

Nakamura Y, Fujisawa Y, Nakamura Y, et al: Improve-
ment of the sentinel lymph node detection rate of cervi-
cal sentinel lymph node biopsy using real-time
fluorescence navigation with indocyanine green in head
and neck skin cancer, J Dermatol, 2013; 40: 453-457.
Shichinohe R, Furukawa H, Sekido M, et al: Direction of
innervation after interpositional nerve graft between
facial and hypoglossal nerves in individuals with or
without facial palsy: a rat model for treating incomplete
facial palsy, J Plast Reconstr Aesthet Surg, 2012; 65:
763-770.

Namikawa K, Tsutsumida A, Tanaka R, Kato ],
Yamazaki N: Limitation of indocyanine green fluores-
cence in identifying sentinel lymph node prior to skin
incision in cutaneous melanoma, Int J Clin Oncol, 2014;
19: 198-203.

Masud D, Bisarya K, Svensson W, Jallali N: Surgical
evaluation of the use SPECT-CT in sentinel lymph node
biopsies in primary cutaneous melanoma, J Plast Recon-
str Aesthet Surg, 2017; 70: 40—41.

Lerman H, Lievshitz G, Zak O, Metser U, Schneebaum
S, Even-Sapir E: Improved sentinel node identification
by SPECT/CT in overweight patients with breast can-
cer, J Nucl Med, 2007; 48: 201-206.

Lopez-Rodriguez E, Garcia-Gomez F], Alvarez-Perez
RM, et al: Role of SPECT-CT in sentinel lymph node
biopsy in patients diagnosed with head and neck mela-
noma, Rev Esp Med Nucl Imagen Mol, 2016; 35: 22-28.
SRR, WNETER, SEH B, HWsES, ks
LLGF L« SR B B R A E g5 2 F ALY
SRR OHER Y >SRN O W T oRET (5
=W kT AN CREHERIZOWT), HER®E
2013; 123: 1045-1050.

T4 HFFR, R, SR, W, hE %
TSR LR - BHI B JE TEPENESS ) o o SEiR R (g 2 SR
PHIZ DWW T ORRRIIRES, HH 52#, 2007; 110: 103-106.
Hayashi T, Furukawa H, Oyama A, Funayama E, Saito
A, Yamamoto Y: Dominant lymph drainage in the facial
region: evaluation of lymph nodes of facial melanoma
patients, Int J Clin Oncol, 2012; 17: 330-335.

Ishihara T, Kageshita T, Matsushita S, Ono T: Investi-
gation of sentinel lymph nodes of the axillary and cubi-
tal regions in upper-extremity malignant skin tumors: a
series of 15 patients, Int J Clin Oncol, 2003; 8: 297-300.
Fujiwara M, Suzuki A, Mizukami T, Nagata T, Ito T,
Fukamizu H: Mid-arm lymph nodes dissection for mela-
noma, J Plast Reconstr Aesthet Surg, 2010; 63: 1561—
1564.

Veenstra HJ, Klop WM, Speijers M], et al: Lymphatic
drainage patterns from melanomas on the shoulder or
upper trunk to cervical lymph nodes and implications
for the extent of neck dissection, Ann Surg Oncol, 2012;
19: 3906-3912.

1814

HBz 43k 0 129 (9), 1759-1843, 2019 (41 1)



SR EVERER; T A B4 Y3 AT ) —<BAA FF A4 > 2019

126)

127)

128)

129)

130)

131)

132)

133)

134)

135)

136)

137)

138)

139)

van der Ploeg IM, Kroon BB, Valdes Olmos RA, Nieweg
OE: Evaluation of lymphatic drainage patterns to the
groin and implications for the extent of groin dissection
in melanoma patients, Ann Surg Oncol, 2009; 16: 2994—
2999.

AR, TR, WD, RS (£ 5 —~]
BRG] EVERANE I 5 G O oSEHiASE REY
YSEHIORY) P ZoWT, BEIEZHE, 2010; 32 745-
748.

Steen ST, Kargozaran H, Moran C]J, Shin-Sim M, Morton
DL, Faries MB: Management of popliteal sentinel nodes
in melanoma, ] Am Coll Surg, 2011; 213: 180-186.

Menes TS, Schachter ], Steinmetz AP, Hardoff R, Gut-
man H: Lymphatic drainage to the popliteal basin in
distal lower extremity malignant melanoma, Arch Surg,
2004; 139: 1002-1006.

Mack LA, McKinnon JG: Controversies in the manage-
ment of metastatic melanoma to regional lymphatic
basins, J Surg Oncol, 2004; 86: 189-199.

White N, Yap LH, Srivastava S: Lymphadenectomy for
melanoma in the clinically N1 neck: radical, modified
radical, or selective? J Craniofac Surg, 2009; 20: 385—388.
O'Brien C]J, Petersen-Schaefer K, Ruark D, Coates AS,
Menzie S], Harrison RI: Radical, modified, and selective
neck dissection for cutaneous malignant melanoma,
Head Neck, 1995; 17: 232-241.

Pu LL, Wells KE, Cruse CW, Shons AR, Reintgen DS:
Prevalence of additional positive lymph nodes in com-
plete lymphadenectomy specimens after positive senti-
nel lymphadenectomy findings for early-stage melanoma
of the head and neck, Plast Reconstr Surg, 2003; 112:
43-49.

HREEN, WIMETAR, SEH B, HsEL, gL,
NSNS R Y e R R R NG R Rl Al A N ) B
IR OSHER ) v B ERER IO W T OMGET GBS
e R RIS ICOWT), HEE&RE 2013; 123:
1051-1057.

HRASFROK 0 (B TR IR O — SR & BOR 0 dic B B SR B
f—] EAERAE EEROEoBE SEERE T

e & J5 i (RFERE, Anig ) ¥ 3R ), B
W, 2013; 71: 299-302.
AEAE RS, (R, IDARBIRIE A - B

TEVE R R O SHERFR A, H B 2xEE, 2006; 116: 1201-1206.
Garbe C, Hauschild A, Volkenandt M, et al: Evidence-
based and interdisciplinary consensus-based German
guidelines: systemic medical treatment of melanoma in
the adjuvant and palliative setting, Melanoma Res, 2008;
18: 152-160.

Namm JP, Chang AE, Cimmino VM, Rees RS, Johnson
TM, Sabel MS: Is a level III dissection necessary for a
positive sentinel lymph node in melanoma? J Surg
Oncol, 2012; 105: 225-228.

de Vries M, Vonkeman WG, van Ginkel R], Hoekstra H]J:
Morbidity after axillary sentinel lymph node biopsy in
patients with cutaneous melanoma, Eur J Surg Oncol,
2005; 31: 778-783.

140)

141)

142)

143)

144)

145)

146)

147)

148)

149)

150)

151)

152)

153)

154)

PR, SFARMML T, IHHE®H, FEE29Y, Ay
W xg =< SRHRE ENRROAECSTLEY
YONEEREE O Ji & AT WA OB L LE 0B
IR, Skin Cancer, 2014; 29: 114-116.

Baas PC, Schraffordt Koops H, Hoekstra HJ, van Brug-
gen JJ, van der Weele LT, Oldhoff J: Groin dissection in
the treatment of lower-extremity melanoma. Short-term
and long-term morbidity, Arch Surg, 1992; 127: 281-286.
Abbas S, Seitz M: Systematic review and meta-analysis
of the used surgical techniques to reduce leg lymph-
edema following radical inguinal nodes dissection, Surg
Oncol, 2011; 20: 88-96.

MEH H%, Z% 0 MERR, SUHTEIR, A A, HRAIAT,
SEARELE ¢ BRSBTS AR L B RSB IZ D T
Skin Cancer, 2000; 15: 154-158.

Furukawa H, Hayashi T, Oyama A, et al: Effectiveness
of intraoperative indocyanine-green fluorescence angiog-
raphy during inguinal lymph node dissection for skin
cancer to prevent postoperative wound dehiscence,
Surg Today, 2015; 45: 973-978.

SEHE—, VL AL MEER:, EEORE IR
B R BN L SEEE O REEIT o 2
PR AE 8 #1122 T, Skin Cancer, 2005; 20: 150-153.
SEH B WAREE, IR BECEEL K
AT 7 == OREY) ¥ SHNERBIC BT 5 ) Vo3
MEHHOBET v F 2D Vo ER R o 261
FEZFTIREH? Skin Cancer, 2006; 20: 264-267.
Kretschmer L, Neumann C, Preusser KP, Marsch WC:
Superficial inguinal and radical ilioinguinal lymph node
dissection in patients with palpable melanoma metasta-
ses to the groin-—an analysis of survival and local recur-
rence, Acta Oncol, 2001; 40: 72-78.

AR, B TR, REUUREEA, IR RAE, SRR,
KT FICHIL stage TIT VB AIE 12 B1F 5 R
OSEIERIETE & RS Y L OXHIEE T & o LT,
H E2 2336, 2006; 116: 1599-1604.

Egger ME, Brown RE, Roach BA, et al: Addition of an
iliac/obturator lymph node dissection does not improve
nodal recurrence or survival in melanoma, ] Am Coll
Surg, 2014; 219: 101-108.

Chang SB, Askew RL, Xing Y, et al: Prospective assess-
ment of postoperative complications and associated
costs following inguinal lymph node dissection (ILND)
in melanoma patients, Ann Surg Oncol, 2010; 17: 2764—
2772.

Teixeira F, Moutinho V, Jr, Akaishi E, et al: Popliteal
lymph node dissection for metastases of cutaneous
malignant melanoma, World J Surg Oncol, 2014; 12: 135.
Karakousis CP: Therapeutic node dissections in malig-
nant melanoma, Ann Surg Oncol, 1998; 5: 473-482.
Pidhorecky I, Lee RJ, Proulx G, et al: Risk factors for
nodal recurrence after lymphadenectomy for melanoma,
Ann Surg Oncol, 2001; 8 109-115.

Meyer T, Merkel S, Gohl J, Hohenberger W: Lymph
node dissection for clinically evident lymph node metas-
tases of malignant melanoma, Eur J Surg Oncol, 2002;

H 236 0 129 (9), 1759-1843, 2019 (4rF11) 1815



BERTEMEREE ST A P T4 VSETRER (AT /=< T4 P4 VTV —T)

155)

156)

157)

158)

159)

160)

161)

162)

163)

164)

165)

166)

167)

28: 424-430.

Henderson MA, Burmeister BH, Ainslie J, et al: Adju-
vant lymph-node field radiotherapy versus observation
only in patients with melanoma at high risk of further
lymph-node field relapse after lymphadenectomy
(ANZMTG 01.02/TROG 0201): 6-year follow-up of a
phase 3, randomised controlled trial, Lancet Oncol, 2015;
16: 1049-1060.

Agrawal S, Kane JM, 3rd, Guadagnolo BA, Kraybill WG,
Ballo MT: The benefits of adjuvant radiation therapy
after therapeutic lymphadenectomy for -clinically
advanced, high-risk, lymph node-metastatic melanoma,
Cancer, 2009; 115: 5836—5844.

Pinkham MB, Foote MC, Burmeister E, et al: Stage III
melanoma in the axilla: patterns of regional recurrence
after surgery with and without adjuvant radiation ther-
apy, Int J Radiat Oncol Biol Phys, 2013; 86: 702-708.
Strom T, Torres-Roca JF, Parekh A, et al: Regional
Radiation Therapy Impacts Outcome for Node-Positive
Cutaneous Melanoma, J Natl Compr Canc Netw, 2017;
15: 473-482.

Kim Y], Song SY, Kim W, et al: Feasibility of Postopera-
tive Radiotherapy Using Conventional Fractionation for
Lymph Node Metastasis from Cutaneous Melanoma,
Anticancer Res , 2017; 37: 4239-4246.

Barbour S, Mark Smithers B, Allan C, et al: Patterns of
Recurrence in Patients with Stage IIIB/C Cutaneous
Melanoma of the Head and Neck Following Surgery
With and Without Adjuvant Radiation Therapy: Is Iso-
lated Regional Recurrence Salvageable? Ann Surg
Oncol, 2015; 22: 4052-4059.

Bibault JE, Dewas S, Mirabel X, et al: Adjuvant radia-
tion therapy in metastatic lymph nodes from melanoma,
Radiat Oncol, 2011; 6: 12.

Gojkovic-Horvat A, Jancar B, Blas M, et al: Adjuvant
radiotherapy for palpable melanoma metastases to the
groin: when to irradiate? Int J Radiat Oncol Biol Phys,
2012; 83: 310-316.

Hamming-Vrieze O, Balm AJ, Heemsbergen WD, Hooft
van Huysduynen T, Rasch CR: Regional control of mela-
noma neck node metastasis after selective neck dissec-
tion with or without adjuvant radiotherapy, Arch
Otolaryngol Head Neck Surg, 2009; 135: 795-800.

Martin RC, Shannon KF, Quinn M], et al: The manage-
ment of cervical lymph nodes in patients with cutane-
ous melanoma Ann Surg Oncol, 2012; 19: 3926-3932.
Moncrieff MD, Martin R, O'Brien C]J, et al: Adjuvant
postoperative radiotherapy to the cervical lymph nodes
in cutaneous melanoma: is there any benefit for high-
risk patients? Ann Surg Oncol, 2008; 15: 3022-3027.
Konefal JB, Emami B, Pilepich MV: Malignant mela-
noma: analysis of dose fractionation in radiation therapy,
Radiology, 1987; 164: 607-610.

Danish HH, Patel KR, Switchenko JM, et al: The influ-
ence of postoperative lymph node radiation therapy on
overall survival of patients with stage III melanoma, a

168)

169)

170)

171)

172)

173)

174)

175)

176)

177)

178)

179)

180)

181)

National Cancer Database analysis, Melanoma Res, 2016;
26: 595-603.

Bentzen SM, Overgaard J, Thames HD, et al: Clinical
radiobiology of malignant melanoma, Radiother Oncol,
1989; 16: 169-182.

Chang DT, Amdur R], Morris CG, Mendenhall WM:
Adjuvant radiotherapy for cutaneous melanoma: com-
paring hypofractionation to conventional fractionation,
Int J Radiat Oncol Biol Phys, 2006; 66: 1051-1055.

Grob JJ, Amonkar MM, Karaszewska B, et al: Compari-
son of dabrafenib and trametinib combination therapy
with vemurafenib monotherapy on health-related qual-
ity of life in patients with unresectable or metastatic
cutaneous BRAF Val600-mutation-positive melanoma
(COMBI-v): results of a phase 3, open-label, randomised
trial, Lancet Oncol, 2015; 16: 1389-1398.

Farshad A, Burg G, Panizzon R, Dummer R: A retro-
spective study of 150 patients with lentigo maligna and
lentigo maligna melanoma and the efficacy of radiother-
apy using Grenz or soft X-rays, Br J Dermatol, 2002;
146: 1042-1046.

Tsang RW, Liu FF, Wells W, Payne DG: Lentigo
maligna of the head and neck. Results of treatment by
radiotherapy, Arch Dermatol, 1994; 130: 1008-1012.
Koto M, Demizu Y, Saitoh JI, et al: Multicenter Study of
Carbon-Ton Radiation Therapy for Mucosal Melanoma of
the Head and Neck: Subanalysis of the Japan Carbon-
Ton Radiation Oncology Study Group (J-CROS) Study
(1402 HN), Int J Radiat Oncol Biol Phys, 2017; 97: 1054—
1060.

Verma V, Mehta MP: Clinical Outcomes of Proton
Radiotherapy for Uveal Melanoma, Clin Oncol (R Coll
Radiol), 2016; 28: e17-27.

Demizu Y, Fujii O, Terashima K, et al: Particle therapy
for mucosal melanoma of the head and neck. A single-
institution retrospective comparison of proton and car-
bon ion therapy, Strahlenther Onkol, 2014; 190: 186—191.
Zenda S, Akimoto T, Mizumoto M, et al: Phase II study
of proton beam therapy as a nonsurgical approach for
mucosal melanoma of the nasal cavity or para-nasal
sinuses Radiother Oncol, 2016; 118: 267-271.

Hiratsuka ], Fukuda H. Malignant melanoma, 10,
Springer Science & Business Media, 2012.

Mishima Y: Melanoma and nonmelanoma neutron cap-
ture therapy using gene therapy: overview, Advances
in neutron capture therapy Volume I medicine and
physics, 1997; 1: 10-25.

Katz HR: The results of different fractionation schemes
in the palliative irradiation of metastatic melanoma, Int J
Radiat Oncol Biol Phys, 1981; 7: 907-911.

Overgaard J: The role of radiotherapy in recurrent and
metastatic malignant melanoma: a clinical radiobiologi-
cal study, Int J Radiat Oncol Biol Phys, 1986; 12: 867—
872.

Forschner A, Heinrich V, Pflugfelder A, Meier F, Garbe
C: The role of radiotherapy in the overall treatment of

1816

HBz 43k 0 129 (9), 1759-1843, 2019 (41 1)



SR EVERER; T A B4 Y3 AT ) —<BAA FF A4 > 2019

182)

183)

184)

185)

186)

187)

188)

189)

190)

191)

192)

193)

194)

melanoma, Clin Dermatol, 2013; 31: 282-289.

Chang EL, Wefel JS, Hess KR, et al: Neurocognition in
patients with brain metastases treated with radiosur-
gery or radiosurgery plus whole-brain irradiation: a
randomised controlled trial, Lancet Oncol, 2009; 10:
1037-1044.

Brown PD, Ballman KV, Cerhan JH, et al: Postoperative
stereotactic radiosurgery compared with whole brain
radiotherapy for resected metastatic brain disease
(NCCTG NI107C/CEC3): a multicentre, randomised,
controlled, phase 3 trial, Lancet Oncol, 2017; 18: 1049-
1060.

Yamamoto M, Serizawa T, Shuto T, et al: Stereotactic
radiosurgery for patients with multiple brain metasta-
ses (JLGKO0901): a multi-institutional prospective obser-
vational study, Lancet Oncol, 2014; 15: 387-395.

Lucas JT, Jr, Colmer HG, White L, et al: Competing Risk
Analysis of Neurologic versus Nonneurologic Death in
Patients Undergoing Radiosurgical Salvage After
Whole-Brain Radiation Therapy Failure: Who Actually
Dies of Their Brain Metastases? Int J Radiat Oncol Biol
Phys, 2015; 92: 1008-1015.

Gonzalez-Martinez J, Hernandez L, Zamorano L, et al:
Gamma knife radiosurgery for intracranial metastatic
melanoma: a 6-year experience, J Neurosurg, 2002; 97:
494-498.

Koc M, McGregor J, Grecula ], Bauer CJ, Gupta N, Gah-
bauer RA: Gamma Knife radiosurgery for intracranial
metastatic melanoma: an analysis of survival and prog-
nostic factors, J Neurooncol, 2005; 71: 307-313.

Grob JJ, Regis ], Laurans R, et al: Radiosurgery without
whole brain radiotherapy in melanoma brain metasta-
ses. Club de Cancerologie Cutanee, Eur J Cancer, 1998;
34: 1187-1192.

Neal MT, Chan MD, Lucas JT, Jr, et al: Predictors of
survival, neurologic death, local failure, and distant fail-
ure after gamma knife radiosurgery for melanoma brain
metastases, World Neurosurg, 2014; 82: 1250-1255.

Liew DN, Kano H, Kondziolka D, et al: Outcome predic-
tors of Gamma Knife surgery for melanoma brain
metastases. Clinical article, J] Neurosurg, 2011; 114: 769—
779.

Mathieu D, Kondziolka D, Cooper PB, et al: Gamma
knife radiosurgery in the management of malignant
melanoma brain metastases, Neurosurgery, 2007; 60:
471-481.

Radbill AE, Fiveash JF, Falkenberg ET, et al: Initial
treatment of melanoma brain metastases using gamma
knife radiosurgery: an evaluation of efficacy and toxic-
ity, Cancer, 2004; 101: 825-833.

Qin R, Olson A, Singh B, et al: Safety and Efficacy of
Radiation Therapy in Advanced Melanoma Patients
Treated With Ipilimumab, Int J Radiat Oncol Biol Phys,
2016; 96: 72-77.

Tazi K, Hathaway A, Chiuzan C, Shirai K: Survival of
melanoma patients with brain metastases treated with

195)

196)

197)

198)

199)

200)

201)

202)

203)

204)

205)

206)

207)

ipilimumab and stereotactic radiosurgery, Cancer Med,
2015; 4: 1-6.

Schoenfeld JD, Mahadevan A, Floyd SR, et al: Ipil-
mumab and cranial radiation in metastatic melanoma
patients: a case series and review, | Immunother Can-
cer, 2015; 3: 50.

Murphy JB, Morton JJ: The Effect of Roentgen Rays on
the Rate of Growth of Spontaneous Tumors in Mice, J
Exp Med, 1915; 22: 800-803.

Demaria S, Kawashima N, Yang AM, et al: Immune-
mediated inhibition of metastases after treatment with
local radiation and CTLA-4 blockade in a mouse model
of breast cancer, Clin Cancer Res, 2005; 11: 728-734.
Abuodeh Y, Venkat P, Kim S: Systematic review of case
reports on the abscopal effect, Curr Probl Cancer, 2016;
40: 25-37.

Yamazaki N, Uhara H, Wada H, et al: Phase I study of
pegylated interferon-alpha-2b as an adjuvant therapy in
Japanese patients with malignant melanoma, J Derma-
tol, 2016; 43: 1146-1153.

Eggermont AM, Suciu S, Santinami M, et al: Adjuvant
therapy with pegylated interferon alfa-2b versus obser-
vation alone in resected stage III melanoma: final results
of EORTC 18991, a randomised phase III trial, Lancet,
2008; 372: 117-126.

Eggermont AM, Suciu S, Testori A, et al: Long-term
results of the randomized phase III trial EORTC 18991
of adjuvant therapy with pegylated interferon alfa-2b
versus observation in resected stage III melanoma, J
Clin Oncol, 2012; 30: 3810-3818.

Kirkwood JM, Strawderman MH, Ernstoff MS, Smith
TJ, Borden EC, Blum RH: Interferon alfa-2b adjuvant
therapy of high-risk resected cutaneous melanoma: the
Eastern Cooperative Oncology Group Trial EST 1684, J
Clin Oncol, 1996; 14: 7-17.

Kirkwood JM, Manola ], Ibrahim ], et al: A pooled anal-
ysis of eastern cooperative oncology group and inter-
group trials of adjuvant high-dose interferon for
melanoma, Clin Cancer Res, 2004; 10: 1670-1677.
Mocellin S, Lens MB, Pasquali S, Pilati P, Chiarion Sileni
V: Interferon alpha for the adjuvant treatment of cuta-
neous melanoma, Cochrane Database Syst Rev, 2013; 6:
CD008955.

Hauschild A, Gogas H, Tarhini A, et al: Practical guide-
lines for the management of interferon-alpha-2b side
effects in patients receiving adjuvant treatment for
melanoma: expert opinion, Cancer, 2008; 112: 982-994.
Eggermont AM, Suciu S, Testori A, et al: Ulceration
and stage are predictive of interferon efficacy in mela-
noma: results of the phase III adjuvant trials EORTC
18952 and EORTC 18991, Eur J Cancer, 2012; 48: 218~
225.

Maio M, Lewis K, Demidov L, et al: Adjuvant vemu-
rafenib in resected, BRAF (V600) mutation-positive
melanoma (BRIMS): a randomised, double-blind, pla-
cebo-controlled, multicentre, phase 3 trial, Lancet Oncol,

H 236 0 129 (9), 1759-1843, 2019 (4rF11)

1817



BERTEMEREE ST A P T4 VSETRER (AT /=< T4 P4 VTV —T)

208)

209)

210)

211)

212)

213)

214)

215)

216)

217)

218)

219)

220)

221)

2018; 19: 510-520.

Long GV, Hauschild A, Santinami M, et al: Adjuvant
Dabrafenib plus Trametinib in Stage III BRAF-Mutated
Melanoma, N Engl J Med, 2017; 377: 1813-1823.
Hauschild A, Dummer R, Schadendorf D, et al: Longer
Follow-Up Confirms Relapse-Free Survival Benefit With
Adjuvant Dabrafenib Plus Trametinib in Patients With
Resected BRAF V600-Mutant Stage III Melanoma, J
Clin Oncol , 2018: JCO1801219.

Eggermont AM, Chiarion-Sileni V, Grob JJ, et al: Adju-
vant ipilimumab versus placebo after complete resec-
tion of high-risk stage III melanoma (EORTC 18071): a
randomised, double-blind, phase 3 trial, Lancet Oncol,
2015; 16: 522-530.

Eggermont AM, Chiarion-Sileni V, Grob JJ, et al: Pro-
longed Survival in Stage III Melanoma with Ipilimumab
Adjuvant Therapy, N Engl J] Med, 2016; 375: 1845-1855.
Eggermont AMM, Blank CU, Mandala M, et al: Adju-
vant Pembrolizumab versus Placebo in Resected Stage
III Melanoma, N Engl J Med , 2018; 378: 1789-1801.
Yamamoto A, Ishihara K: Clinical study of DAV +IFN-B
therapy (combination adjuvant therapy with intrave-
nous DTIC, ACNU, and VCR, and local injection of
IFN-B) for malignant melanoma, Int J Immunotherapy,
1996; 12: 73-78.

HREEERDA, RIRMEDS,  H AR B 55 o7 S B R i 7
et AR S EERalaER R AV — 7 itk
W (DAVFeron, 7 = O VEEE, 7 =0 VR
) FEMRAEA T -V I - T EZOTHRELET S
A 831 BIfENT, HEzzik, 2012; 122: 2305-2311.
Matsumoto T, Yokota K, Sawada M, et al: Postoperative
DAV-IFN-beta therapy does not improve survival rates
of stage II and stage III melanoma patients significantly,
J Eur Acad Dermatol Venereol, 2013; 27: 1514—1520.
mH %, NHEA, FEME BRI M)
ALFHREIC & BB R 1 o s & b
Pk A =T 72 T3 Bl oA A, H 2 4RE 2000; 110: 297-
300.

M2, HTFEIEF =il 3 EWRAEo DAV
7 =0 EEFEHICIEE L 72 B RESUE BUE EREO 2 61, i
Bz, 2006; 60: 71-75.

A JEAMIZ : Human Fibroblast Interferon (Hu IFN-B) 12
& % B BRS04 5 MR IORESE R ATS: & Hols
& L7, H¥miBaas, 1983; 18: 41-53.

Aoyagi S, Hata H, Homma E, Shimizu H: Sequential
local injection of low-dose interferon-beta for mainte-
nance therapy in stage II and III melanoma: a single-
institution matched case-control study, Oncology, 2012;
82: 139-146.

Yanagi T, Hata H, Homma E, Kitamura S, Imafuku K,
Shimizu H: Adjuvant therapy with low-dose interferon-
beta for stage II and III melanoma: results of a retro-
spective analysis, Clin Exp Dermatol, 2017; 42: 781-785.
Namikawa K, Tsutsumida A, Mizutani T, et al: Random-
ized phase III trial of adjuvant therapy with locore-
gional interferon beta versus surgery alone in stage 11/

222)

223)

224)

225)

226)

227)

228)

229)

230)

231)

232)

233)

234)

235)

IIT cutaneous melanoma: Japan Clinical Oncology Group
Study (JCOG1309, J-FERON), Jpn J Clin Oncol, 2017; 47:
664-667.

Robert C, Long GV, Brady B, et al: Nivolumab in previ-
ously untreated melanoma without BRAF mutation, N
Engl ] Med, 2015; 372: 320-330.

Addeo R, Zappavigna S, Luce A, Facchini S, Caraglia M:
Chemotherapy in the management of brain metastases:
the emerging role of fotemustine for patients with mela-
noma and NSCLC, Expert Opin Drug Saf, 2013; 12: 729—
740.

Avril MF, Aamdal S, Grob JJ, et al: Fotemustine com-
pared with dacarbazine in patients with disseminated
malignant melanoma: a phase III study, J Clin Oncol,
2004; 22: 1118-1125.

Guida M, Tommasi S, Strippoli S, et al: The search for a
melanoma-tailored chemotherapy in the new era of per-
sonalized therapy: a phase II study of chemo-modulat-
ing temozolomide followed by fotemustine and a
cooperative study of GOIM (Gruppo Oncologico Italia
Meridionale), BMC Cancer, 2018; 18: 552.

Grob JJ, Amonkar MM, Martin-Algarra S, et al: Patient
perception of the benefit of a BRAF inhibitor in meta-
static melanoma: quality-of-life analyses of the BREAK-3
study comparing dabrafenib with dacarbazine, Ann
Oncol, 2014; 25: 1428-1436.

Davies H, Bignell GR, Cox C, et al: Mutations of the
BRAF gene in human cancer, Nature, 2002; 417: 949-
954.

Sakaizawa K, Ashida A, Uchiyama A, et al: Clinical
characteristics associated with BRAF, NRAS and KIT
mutations in Japanese melanoma patients, J Dermatol
Sci, 2015; 80: 33-37.

Cocconi G, Bella M, Calabresi F, et al: Treatment of
metastatic malignant melanoma with dacarbazine plus
tamoxifen, N Engl J Med, 1992; 327: 516-523.

Del Prete SA, Maurer LH, O'Donnell J, Forcier R],
LeMarbre P: Combination chemotherapy with cisplatin,
carmustine, dacarbazine, and tamoxifen in metastatic
melanoma, Cancer Treat Rep, 1984; 68: 1403-1405.
Chiarion Sileni V, Nortilli R, Aversa SM, et al: Phase II
randomized study of dacarbazine, carmustine, cisplatin
and tamoxifen versus dacarbazine alone in advanced
melanoma patients, Melanoma Res, 2001; 11: 189-196.
Chapman PB, Einhorn LH, Meyers ML, et al: Phase III
multicenter randomized trial of the Dartmouth regimen
versus dacarbazine in patients with metastatic mela-
noma, J Clin Oncol, 1999; 17: 2745-2751.

FU A, AR - AEATBUE A R E 29 5 dacar-
bazine, nimustine, cisplatin, tamoxifen ff:fl#8: (DAC-
Tam #%: : cisplatinl [HI$%5-32) OEBEHE, H RS,
2000; 110: 979-982.

Flaherty KT, Lee SJ, Zhao F, et al: Phase III trial of car-
boplatin and paclitaxel with or without sorafenib in
metastatic melanoma, J Clin Oncol, 2013; 31: 373-379.
Kim KB, Sosman JA, Fruehauf JP, et al: BEAM: a ran-

1818

HBz 43k 0 129 (9), 1759-1843, 2019 (41 1)



SR EVERER; T A B4 Y3 AT ) —<BAA FF A4 > 2019

236)

237)

238)

239)

240)

241)

242)

243)

244)

245)

246)

247)

248)

domized phase II study evaluating the activity of beva-
cizumab in combination with carboplatin plus paclitaxel
in patients with previously untreated advanced mela-
noma, J Clin Oncol, 2012; 30: 34—41.

Chapman PB, Hauschild A, Robert C, et al: Improved
survival with vemurafenib in melanoma with BRAF
V600E mutation, N Engl J] Med, 2011; 364: 2507-2516.
McArthur GA, Chapman PB, Robert C, et al: Safety and
efficacy of vemurafenib in BRAF (V600E) and BRAF
(V600K) mutation-positive melanoma (BRIM-3):
extended follow-up of a phase 3, randomised, open-label
study, Lancet Oncol, 2014; 15: 323-332.

Hauschild A, Grob JJ, Demidov LV, et al: Dabrafenib in
BRAF-mutated metastatic melanoma: a multicentre,
open-label, phase 3 randomised controlled trial, Lancet,
2012; 380: 358-365.

Long GV, Flaherty KT, Stroyakovskiy D, et al: Dab-
rafenib plus trametinib versus dabrafenib monotherapy
in patients with metastatic BRAF V600E/K-mutant
melanoma: long-term survival and safety analysis of a
phase 3 study, Ann Oncol, 2017; 28: 1631-1639.

Ascierto PA, McArthur GA, Dreno B, et al: Cobimetinib
combined with vemurafenib in advanced BRAF (V600)-
mutant melanoma (coBRIM): updated efficacy results
from a randomised, double-blind, phase 3 trial, Lancet
Oncol, 2016; 17: 1248-1260.

Dummer R, Ascierto PA, Gogas H]J, et al: Overall sur-
vival in patients with BRAF-mutant melanoma receiv-
ing encorafenib plus binimetinib versus vemurafenib or
encorafenib (COLUMBUS): a multicentre, open-label,
randomised, phase 3 trial, Lancet Oncol, 2018; 19: 1315—
1327.

Yamazaki N, Tsutsumida A, Takahashi A, et al: Phase
1/2 study assessing the safety and efficacy of dab-
rafenib and trametinib combination therapy in Japanese
patients with BRAF V600 mutation-positive advanced
cutaneous melanoma, J Dermatol, 2018; 45: 397-407.
Davies MA, Saiag P, Robert C, et al: Dabrafenib plus
trametinib in patients with BRAF (V600)-mutant mela-
noma brain metastases (COMBI-MB): a multicentre,
multicohort, open-label, phase 2 trial, Lancet Oncol,
2017; 18: 863-873.

Tawbi HA, Forsyth PA, Algazi A, et al: Combined
Nivolumab and Ipilimumab in Melanoma Metastatic to
the Brain, N Engl J Med, 2018; 379: 722-730.

Fife KM, Colman MH, Stevens GN, et al: Determinants
of outcome in melanoma patients with cerebral metasta-
ses, J Clin Oncol, 2004; 22: 1293-1300.

Sampson JH, Carter JH, Jr, Friedman AH, Seigler HF:
Demographics, prognosis, and therapy in 702 patients
with brain metastases from malignant melanoma, J Neu-
rosurg, 1998; 83: 11-20.

Mendez IM, Del Maestro RF: Cerebral metastases from
malignant melanoma, Can J Neurol Sci, 1988; 15: 119-
123.

Namikawa K, Kiyohara Y, Takenouchi T, et al: Efficacy

249)

250)

251)

252)

253)

254)

255)

256)

257)

258)

259)

260)

261)

and safety of nivolumab in combination with ipilimumab
in Japanese patients with advanced melanoma: An
open-label, single-arm, multicentre phase II study, Eur J
Cancer, 2018; 105: 114-126.

Yamazaki N, Kiyohara Y, Uhara H, et al: Efficacy and
safety of nivolumab in Japanese patients with previ-
ously untreated advanced melanoma: A phase II study,
Cancer Sci, 2017; 108: 1223-1230.

Yamazaki N, Takenouchi T, Fujimoto M, et al: Phase 1b
study of pembrolizumab (MK-3475; anti-PD-1 monoclonal
antibody)in Japanese patients with advanced melanoma
(KEYNOTE-041), Cancer Chemother Pharmacol, 2017;
79: 651-660.

Robert C, Thomas L, Bondarenko I, et al: Ipilimumab
plus dacarbazine for previously untreated metastatic
melanoma, N Engl | Med, 2011; 364: 2517-2526.

Hodi FS, O'Day SJ, McDermott DF, et al: Improved sur-
vival with ipilimumab in patients with metastatic mela-
noma, N Engl J Med, 2010; 363: 711-723.

Ascierto PA, Del Vecchio M, Robert C, et al: Ipilim-
umab 10 mg/kg versus ipilimumab 3 mg/kg in patients
with unresectable or metastatic melanoma: a ran-
domised, double-blind, multicentre, phase 3 trial, Lancet
Oncol, 2017; 18: 611-622.

Schadendorf D, Hodi FS, Robert C, et al: Pooled Analy-
sis of Long-Term Survival Data From Phase II and
Phase III Trials of Ipilimumab in Unresectable or Meta-
static Melanoma, J Clin Oncol, 2015; 33: 1889-1894.
Robert C, Schachter ], Long GV, et al: Pembrolizumab
versus Ipilimumab in Advanced Melanoma, N Engl J
Med, 2015; 372: 2521-2532.

Weber ]S, Gibney G, Sullivan R], et al: Sequential
administration of nivolumab and ipilimumab with a
planned switch in patients with advanced melanoma
(CheckMate 064): an open-label, randomised, phase 2
trial, Lancet Oncol, 2016; 17: 943-955.

Zimmer L, Apuri S, Eroglu Z, et al: Ipilimumab alone or
in combination with nivolumab after progression on
anti-PD-1 therapy in advanced melanoma, Eur J Cancer,
2017; 75: 47-55.

Hodi FS, Chiarion-Sileni V, Gonzalez R, et al : Nivolumab
plus ipilimumab or nivolumab alone versus ipilimumab
alone in advanced melanoma (CheckMate 067): 4-year
outcomes of a multicentre, randomised, phase 3 trial,
Lancet Oncol, 2018; 19: 1480-1492.

D’Angelo SP, Larkin ], Sosman JA, et al: Efficacy and
Safety of Nivolumab Alone or in Combination With Ipili-
mumab in Patients With Mucosal Melanoma: A Pooled
Analysis, J Clin Oncol, 2017; 35: 226-235.

Long GV, Atkinson V, Lo S, et al: Combination
nivolumab and ipilimumab or nivolumab alone in mela-
noma brain metastases: a multicentre randomised phase
2 study, Lancet Oncol, 2018; 19: 672-681.

Blank CU, Rozeman EA, Fanchi LF, et al: Neoadjuvant
versus adjuvant ipilimumab plus nivolumab in macro-
scopic stage III melanoma, Nat Med, 2018; 24: 1655~

H 236 0 129 (9), 1759-1843, 2019 (4rF11)

1819



P S EMENER WA R 94 VUGIRES (AT = AA KI5 V7V —7)

262)

263)

264)

265)

266)

267)

268)

269)

270)

271)

272)

273)

274)

275)

1661.

Margolin K, Ernstoff MS, Hamid O, et al: Ipilimumab in
patients with melanoma and brain metastases: an open-
label, phase 2 trial, Lancet Oncol, 2012; 13: 459-465.

Le DT, Durham JN, Smith KN, et al: Mismatch repair
deficiency predicts response of solid tumors to PD-1
blockade, Science, 2017; 357: 409-413.

Sunshine J, Taube JM: PD-1/PD-L1 inhibitors, Curr Opin
Pharmacol, 2015; 23: 32-38.

Tumeh PC, Harview CL, Yearley JH, et al: PD-1 block-
ade induces responses by inhibiting adaptive immune
resistance, Nature, 2014; 515: 568-571.

Robert C, Ribas A, Hamid O, et al: Durable Complete
Response After Discontinuation of Pembrolizumab in
Patients With Metastatic Melanoma, J Clin Oncol, 2018;
36: 1668-1674.

Joseph RW, Elassaiss-Schaap J, Kefford R, et al : Base-
line Tumor Size Is an Independent Prognostic Factor
for Overall Survival in Patients with Melanoma Treated
with Pembrolizumab, Clin Cancer Res, 2018; 24: 4960~
4967.

Prieto PA, Yang JC, Sherry RM, et al: CTLA-4 blockade
with ipilimumab: long-term follow-up of 177 patients
with metastatic melanoma, Clin Cancer Res, 2012; 18:
2039-2047.

Zaretsky JM, Garcia-Diaz A, Shin DS, et al: Mutations
Associated with Acquired Resistance to PD-1 Blockade
in Melanoma, N Engl | Med, 2016; 375: 819-829.
Sade-Feldman M, Jiao Y], Chen JH, et al: Resistance to
checkpoint blockade therapy through inactivation of
antigen presentation, Nat Commun, 2017; 8: 1136.

Sznol M, Ferrucci PF, Hogg D, et al: Pooled Analysis
Safety Profile of Nivolumab and Ipilimumab Combina-
tion Therapy in Patients With Advanced Melanoma, J
Clin Oncol, 2017; 35: 3815-3822.

Ryder M, Callahan M, Postow MA, Wolchok J, Fagin JA:
Endocrine-related adverse events following ipilimumab
in patients with advanced melanoma: a comprehensive
retrospective review from a single institution, Endocr
Relat Cancer, 2014; 21: 371-381.

Horvat TZ, Adel NG, Dang TO, et al: Immune-Related
Adverse Events, Need for Systemic Immunosuppres-
sion, and Effects on Survival and Time to Treatment
Failure in Patients With Melanoma Treated With Ipili-
mumab at Memorial Sloan Kettering Cancer Center, J
Clin Oncol, 2015; 33: 3193-3198.

Freeman-Keller M, Kim Y, Cronin H, Richards A, Gib-
ney G, Weber JS: Nivolumab in Resected and Unresect-
able Metastatic Melanoma: Characteristics of Immune-
Related Adverse Events and Association with
Outcomes, Clin Cancer Res, 2016; 22: 886-894.
Nakamura Y, Tanaka R, Asami Y, et al: Correlation
between vitiligo occurrence and clinical benefit in
advanced melanoma patients treated with nivolumab: A
multi-institutional retrospective study, J Dermatol, 2017;
44: 117-122.

EIE ENERE (X5./—7) i
BHARSA4Y JUZAHILOITR
Fav (CQ) &tz

¥

CQ1l. MEREEMEXS /—<ICx U THEILE
Er iR NSH ?

SR TR 2 5 — < Sx LIRS A T
WaEERL RN EE2RET S
BEBR AT CHESE - 3/13
AL & 25y 3% 0 9/13
ALV & 2 HESE - 1/13

#E - 3C

§8 - BEY : A5/ =< OBEEEYR~Y—Y V2o
WL, ¥ o National Comprehensive Cancer Net-
work (NCCN) #'4 FZ4 » (Version 2. 2019 (2019
3 ABUE)) B BRI A T4 V82 h
WCHER S~ — T U AN E N TV B A%, HAZ X
E R OYA 3 NON AN (A v SRR i (W
=TV UTHY, POEREI—T VIZOVWTIEE LD
v, IS ORI ARBICE KR TR X F
J—=RIFBEALEEEFNTESH Y, KBTI
) —=REHBATONA FIA4 v O~ -V v R ZDF
FEHLTRUPE2LEAWTH L. L )b, N
AF ) ==IZBnTiE, BHEDHA FIA4 2 %2Z0F
FHEHT L L, RECBWTRYBRBRENRE L,
1% { OIEFITTIROKET T TOMBEATNZ &
o, fRALGIWT BRI G, —T, KifigE L
THESS & VI BR 3 2 Hig ik TRAF Al JE B i 2 0 S
WAIZAA SN TV 22, BREHZIZ BV TUIi &
B WIFREEE AU BRI DO W TN R AT ) REDITON
T, BRI E S L IEYIEIRT 205 0 H 5.
FHERVRBL ¢ FRAEE IRAE Tl 2 WIRE LS HERE 5 2 SOk
%L, AMOBIEMAEDOATH 72, AF¥TFI
A DR, FREEIWAN & AT 9 B a3 R R I A YT BR A
WZHARTRFTFE % 37% KT S 2 256 F A E
X o7z (126% vs 89%, JAZ M 063, 95%
X 012~327, P=058). &AAFHIHIZOWT
X 2 8, WP IOV 1 TR A Sz
A%, FRBECIWTAN & FR Bk A i Ar VI BRAN I O #2212 B 9 % A
WD AR, MBREGIHEICOWTHHE S
WD RN e, FREEE AT BRI DI %

1820

HBz 43k 0 129 (9), 1759-1843, 2019 (41 1)



SR EVERER; T A B4 Y3 AT ) —<BAA FF A4 > 2019

A3 % DX BURE 27 TR BE L 5 % 72

R R 2 5 ) — < OEHERFER T DH 5 IR
WAty & He LT, SRARE IRARA o S FE S A AT ],
JRIFTEERR, AAArIR, CIRRER MR R, IR G
BHEDIELMEICEH LT 7 AL E LD, Thbk
Bt L7z x s 7F ) VR, 5 ¥ 2 LHiERER, wilh
ERIZ0MTH 72 ACQDDIZIRINL 725k
245 I & BISIZE 4 70 CTH Y, B4
B, RFTEERICERIEINTE 00, WNRE
MOBEERICEINTYVIRH L. IO AHED RS
T Y AORER,  FRAE IR (X AL B 12 R
TRFTFARICEEA IRV, LELATWOADRAZ T
FVYADIE T Y ADMEEEDE W EIEF VEEW
EAEAEHINC O WA e3P % <, rA et
TR DT 2 58D e 1L A BT, Wik
PR, WBREEICOVTIRIEE AR ShTwi
wofz. DX D, fRREHRAFM I EHZ O quality of life
M ECHEST&E2 500, fREYIWT & ik L CTHERF
A R 2RI A & e\ 2 & R RFEITR
FTIERTELh o7 WEHRAATEEE 21U, T
MIVX3 % B OBERETR S 5 I3 RG i € o B FHER K
WCKRELSHFGTELLEZONLDS, B R CIlXIRHEL
FUAFMC X B A2 FBICHEIR T E 2R Tl A
W,
BRRICAVSEOEES  BIfToL Y 7T Y AlZBw
T, REMEINEB A 5 ) — <12 U CHERER THukE G
24T LIRS TE 2B Cld v
Z2 oMb, FMFEOBRRBEISRER O AR 7% &
WCORBRALE L 2 B 720, BEDPAMRZ R AL
L7286 BRY , mia) & R SR o #iE © Al 212 34
FRL 7B AATH S EHHF L.
SHOHAROFREM © S F TR T —
AR B FR AL IRATA O T 1] X FRIRGAER O et 13 7
V. REREOIEBNIILEI D e e, S51ET
27 MBI O E I HEETH Y, FEkE AT
DTN & HEEHERC X 5 historical control (F&RHLYI
i) L DMIRIC X 2 BEERRRERT, MRS,
JRPTERREEE, A 2 &% BRET T 2 LER D
5. TAETEAT ) —IIKHTE0EF = v 7KL ¥
I BH 538 % o 72 AR Al Bl O 5 TTAHGBR Ol R 23
WESNTHY, BOMHETIZEREN?E ST 5 (2019
42 HBIERBE I AY) . DER-B IR % PR ) s A m)
WTHoHEBITH, SHOMATHIBIFELE ORI X
0, QOLAK TRk BlriA & Fia il A o 8 2591

KIDWREED D Y, REMEREX F ) —< I3 LT
b WRTHEBI L DY) 2 &) D ORG DLE L B &

ZRAbNA.
NIRRT & THGRIR
54 v BEMAZ7/—<

CQl  REBRMEER 7 7 —= 12 L THa
B TAr 3R I N o A ?

7—% |The Cochrane Library (CDSR,
~N—2Z |CCRCT), PubMed, [E&hguifit

[The Cochrane Library]

# (L& SCHREL

#01 |MeSH descriptor:[Melanomal| 1,316
explode all trees

#02 |MeSH descriptor:[Melanomal| 238
explode all trees and with qualifier
(s):[Surgery — SU]

#03 |MeSH descriptor:[Nail Diseases]| 327
explode all trees

#04 |MeSH descriptor:[Nail Diseases]| 53
explode all trees and with qualifier
(s):[Surgery — SU]

#05 |(subungual melanoma*: ti, ab, kw| 3
OR nail apparatus melanoma™: ti,
ab, kw)AND (surgery: ti, ab, kw
OR surgical: ti, ab, kw OR opera-
tion™: ti, ab, kw OR operative™: ti,
ab, kw OR amputation™: ti, ab, kw
OR excision™: ti, ab, kw)

#06 |(#1 AND #4) OR (#2 AND #3)| 4

OR #5
#07 |[#6 CDSR
#08 |#6 CCRCT 1
[PubMed]
# TR SCHREL

#01 |“Melanoma/surgery’ [MH] AND| 110
“Nail Diseases” [MH]

#02 |“Nail Diseases/surgery” [MH]| 110
AND “Melanoma” [MH]

#03  |(subungual melanoma* [TIAB]OR| &7
nail apparatus melanoma*[TIAB])
AND (surgery [TIAB] OR surgical
[TIAB] OR operation* [TIAB] OR
operative® [TTAB] OR amputation®
[TIAB] OR excision* [TIAB])

#04 |#1 OR #2 OR #3 165
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#05 |#4 AND(“Cochrane Database Syst| 3 #06 |#4and (AZT7F VT A/THor ¥| 2
Rev'[TAJOR “Meta-Analysis” AFIT4 v 7 LY 2—/TH or #
[PT] OR systematic [SB] OR HARKIA Y/ THor A% T+
“Guideline” [PT] OR “Guidelines A/TA or VAT T4 v 7L
as Topic” [MH] OR “Consensus” Ya—/TA orBV A K42/
[MH]OR “Consensus Development TA)
Conferences as Topic’ [MH] OR #07 |#4 and (PT=#31) 1
((meta-analysis [TI] OR guideline* #08  |#6 or #7 3
[TI] OR “systematic review” [TI] #09 |#4 and (RD=3 ¥ ¥ 2Lt | 1
OR consensus [TI]) NOT Medline # 7 » F AMEILBGARR,  TEEATsE)
[SB])) #10 [#4 and (5 ¥ ¥ 2fbleiilli/TH| 4
#06 |#4 AND (“Review” [PT] OR| 32 or LM FENFE/ TH or JE2ARINFFE
((review [TI] OR overview [TI]) FH¥A ~/TH)
NOT medline [SBI])) #11 |#4 and (5 > ¥ 24bL/TA or HfE%| 0
#07 |#5 OR #6 32 1b/TA or BEFWZE/TA or
#08 |#4 AND (“Randomized Controlled| 1 W8/ TA or B/ TA or #HEWT
Trial” [PT] OR “Randomized Con- W78/ TA or I ZWF7E/TA or i
trolled Trials as Topic” [MH] OR B IEAEZE /T A or HilAl X AFZ2/TA
(random* [TIAB] NOT medline or I — MFFE/TA or BEMIFZE/
[SB])) TA or Wi#FZE/TA or A AWF5E/
#09 |#4 AND (“Clinical Study” [PT] 3 TA or FEI W REMNIZE/TA or M A
OR “Clinical Studies as Topic” WIFZE/TA or £l L FFZE/ TA
[MH] OR ((clinical trial* [TIAB] or’Sfay v 7ayx” b/TA or
OR clinical stud* [TIAB] OR case BEARFAT/TA or BRRRER/TA or
control* [TIAB] OR case com- 55 THHERER/TA or % 11 3B/ TA
parison® [TIAB] OR observational or 55 I #IEER/TA or &5 IV M
stud®* [TIAB]) NOT medline Bi/TA or 7 0 A F — N —FHf3e/
[SB])) TA)
#10 |(#8 OR #9) NOT #7 2 #12 | (#10 or #11) not #8 4
#11 |#4 AND (“Epidemiologic Research| 98 #13 |#4 and (PT =FEim0) 95
Design” [MH] OR “Study Charac- #14 |#15 not (#8 or #12) 92
teristics” [PT] OR “Epidemiologic
Study Characteristics as Topic”
[MH] OR ((cohort* [TIAB] OR X
comparative stud* [TIAB] OR )
retrospective stud* [TIAB] OR 276) Nguyen .JT, Bakri K, Nguyen EC, Johnson CH, Moran
prospective stud* [TIAB] OR SI.,: .Surglcal. management of subungual melanoma: mayo
longitudinal* [TIAB] OR control clinic experience of 124 cases, Ann Plast Surg, 2013; 71:
group® [TIAB]) NOT medline 346-354. _
[SB])) 277) Cochran AM, Buchanan PJ, Buen(.) RA, Jr, Neumeister
#12 #9 NOT (#5 OR #3) 33 MW: Subungual melanoma: a review of current treat-
ment, Plast Reconstr Surg, 2014; 134: 259-273.
[PR&~rh g ERg ] 278) Nakamura Y, Ohara K, Kishi A, et al: Effects of non-
# TR CHREL amputative wide local excision on the local control and
#01 Bl . SERY#EE:/TH and VE| 116 prognosis of in situ and invasive subungual melanoma, J
B/TH Dermatol, 2015; 42: 861-866.
#02 |BAIE/TH and TS AARHGHE 117 279) Sinno S, Wilson S, Billig ], Shapiro R, Choi M: Primary
i%/TH melanoma of the hand: An algorithmic approach to sur-
#03 |(Bfu)fi/TA or x5/ —=</TA or| 106 gical management, J Plast Surg Hand Surg, 2015; 49:
B A/TA or Bfad >~ /TA or 339-345.
BEE/TA or BANE/TA) and
JNV/TA and (#4FL/TA or F4i/TA
M e i T o CQ2. TYFRILU Y EHEEEREIC U
#04_|#L or #2 or #3 209 I SEEREREAT S NEH ?
#05 |[#4 and (RD=X¥%T7FV TR, &| 0

WHA KT V)

W . L F AV NIRRT Y VSR
EWEERL W L 2IRET 5
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WMALGBWZ Eagg SR 12/14
brbRwv i 1/14

#3E : 3B

T - BEY : BRI S 225080 X Eifs A
%<, POEBEED L WREEDO X Z ) =<3 L
T, Y F A0 YNFHAEM (sentinel lymph node
biopsy ; SLNB) »Mhd S s, & v F R VR
(sentinel lymph node : SLN) #EB oA M, Hwilde
E, PHRTFPWNOELELZRNTL%%. LaL, SLN R
Bl ) N EERIEA 2 4T - 72356, SLN Dsto
D VSIS RV E 4L, o RENC) o%
MM 2479 BRICOWTIE, »RTL Y ERD
H o7z wilk, HuPD-1HifkR° BRAF FHEHE + MEK FH
FAO BRI e L TR RRIC 2 o 72
Z L, UIBRAREDOEATHHESNIN LCTH Th o DdEH|
PEAEFMZIEREL) 228 EEL T
Wb b, F7z, A SLN R BTG 23 G2 7Y
YONHEERE M RE & BB 2 LR L oo 11T
M ¥ & DAL ORE R DFER S N B &
TSz 7y 22 %R L, SLN BRI T
TR N ET RN & ARBIEO LD LIRS
HZMCOVTHREET A2 & 1E, MO TEETH .

BIERYARML | SCRR OFER, A CQICHHE L 72T
V7 MG O ML 3 M D o 720 IO
AERIZ BT D SLN SRR TEENC R Y > o 528G
MEATH T ETRAT ) — <RI, ME3sE
A, M PR P I IER T 5 & v ) =
UF Ao e oz, Hb 1T, V) v/49%
JE DS, Y SIS T 24.1%, %
HBIEHETIL 6.3% & AEAEN D -7z (P<0.001). 3
DEEI VAT TF I Y A %ITo72L 25, ML
I, 277 —<REELPR OIS Y
COSHIEREMRE &AM BRI A B AR O N
o le (BFFEAAIE ) A7 065, 95% 151
X 039~1.08, P=009, *xT/—<fripyAFH
) A2 095 95%15HIX M 084~1.07, P=
0.37).

MBS mEET Y M AI SN OEE & RE
L7z, 3D 7 v ¥ 2L B O iz W T X %
TFIYARRATLIZEZ A, ZOIE TV ARK (4
AAFHIH) OfEFEMEE S, BT AL L LB R
T —<HERGEFRICB W TH R v HiEG
M X B ERMRIEIHEON Lo, —HTHALE

HIIBWT, LT v ¥ 2 bl Tl, SLN
~NOMUNMER B (RT-PCR #: T SLN #=8 % i, SLN
WEEBEOREE 1 mm DLF) Oo#HAE»E L, Zhds
negative data (ZB&ASo 72 W REVEY AN & e o 72,
Z D7z, SLN BRI EIIT LT v o3 HigkiE
MWEERLZNWZ EZ2BHMERTLILIITET, &
ML &2 RETIEAIRS L o7
BRERICAVWSEOEES 410 CQ Tld SLN 42
BatEBlc ) v S s 2 i L 2w L 2 IREL T
WA, T AL SLN BB B A6 ) > 2 S SR
RITHIRETIE AR, LT550TIEAR. SHEERH
L7230 T v 5 2MUILBGERER XA CHifT S T
D, KIRTEIRX S ) —< 28 % 5 B ARFRICE
W, NS ORERE R L FARIC 2 2 D E AT SRR
FEALETH B, T7okEBBIEE L2, BIRER
TITo T2 YREIT I — |2 &k B8 EIEE0%, A
WCC—EDRETITZ DN E ) L) HEND H
5. BB, xR ERL2VWELTD
H 5 W B RO B 2 HIIZ ) ¥ S EHi kG &
LT HBEDPHHETHIELHY I B, DD,
SLN BB EBIIiE, & CQ DRI L HHATIE L {15
ZHM, ) CoSEERER S IR L7z BT
WIEDITONDERETH 5.
SHOMROFREN | SLN B R oEE & O£ 52
Lo TiE, B oSEEREMNIC X B PRIERA)RA
BONDLOPEPIESHOBGTRETH L. —HT
kD T ¥ 5 MEHCEBEAER O 45 R 0SRE L 7 - 7281
e, STHUTER & W X9 Zniin & SRR B ETH S
NEPEAHTH L. —HABTIE, WL OHRUO
& ERE L7z SLN BB BB~ 51 ) oS5
B OEFRE RIS 5T ¥ 2MLHEFBRDEE S h
M, RCQICTH L TESICHMERMEN R ONS.
L L ZDORRERFMBIIIHUOEAZ T B L H 2

bhb.
XEE TR & ENRIR
74 M BgxT ) —<

CQ2 |y F A ¥ NEEERE B2
U v SEERER 2 AT D N & A P
7—% |The Cochrane Library (CDSR,
~N—Z |CCRCT), PubMed, E#=rpyiszt

[The Cochrane Library]
# [ SCHRER
#01 |MeSH descriptor:[Melanomal| 1,316
explode all trees
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#01 |MeSH descriptor:[Melanomal| 238 #04 |“Lymph Node Excision” [MH] OR| 58,888
explode all trees and with qualifier Lymph Node Excision* [TIAB]OR
(s):[Surgery — SU] Lymphadenectom* [TIAB] OR

#03 |MeSH descriptor:[Sentinel Lymph| 9 Lymph Node Dissection® [TIAB]
Node] explode all trees OR Lymph Node Biops* [TIAB]

#04 |MeSH descriptor:[Sentinel Lymph| 4 #05 | “Lymphatic Metastasis” [MH] OR|110,945
Node] explode all trees and with Lymphatic Metasta* [TIAB] OR
qualifier (s):[Surgery — SU] sentinel node metastas* [TIAB]

#05 |MeSH descriptor:[Sentinel Lymph| 362 OR lymph node metastas® [TIAB]

Node Biopsy] explode all trees OR lymph node micrometastas®

#06 |melanoma®: ti, ab, kw AND (Senti-| 106 [TIAB] OR nodal metastas®
nel Lymph Node*: ti, ab, kw OR [TIAB] OR “Melanoma/second-
Sentinal Node™: ti, ab, kw) AND ary. [MH]

#07 | (#2 AND #3) OR (#1 AND (#4| 132 #06 |(#1 OR #2 OR #3) AND #4 AND| 1,708
OR #5)) OR #6 #5

#08 |MeSH descriptor:[Lymph Node| 1,431 #07 |#6 AND(“Cochrane Database Syst| 95
Excision] explode all trees Rev” [TA] OR “Meta-Analysis”

#09 |Lymph Node Excision®: ti, ab, kw| 3,538 [PT] OR systematic [SB] OR
OR Lymphadenectom®: ti, ab, kw “Guideline” [PT] OR “Guidelines
OR Lymph Node Dissection*: ti, ab, as Topic” [MH] OR “Consensus”
kw OR Lymph Node Biops™: ti, ab, [MH] OR “Consensus Develop-
kw ment Conferences as Topic” [MH]

#10 |MeSH descriptor:[Lymphatic| 1,960 OR ((meta-analysis [TI] OR guide-
Metastasis] explode all trees line* [TI] OR “systematic review"

#11 |MeSH descriptor:[Melanomal| 221 [TI] OR consensus [TI]) NOT
explode all trees and with qualifier Medline [SB]))

(s):[Secondary — SC] #08 |#6 AND (“Randomized Controlled| 66

#12 |Lymphatic Metasta™: ti, ab, kw OR| 4,349 Trial” [PT] OR “Randomized Con-
sentinel node metastas®: ti, ab, kw trolled Trials as Topic” [MH] OR
OR lymph node metastas™: ti, ab, (random* [TIAB] NOT medline
kw OR lymph node micrometas- [SB]))
tas*: ti, ab, kw OR nodal metas- #09 |#6 AND (“Clinical Study” [PT]OR| 172
tas™: ti, ab, kw “Clinical Studies as Topic” [MH]

#13 |#7 AND (#8 OR #9) AND (#10| 89 OR ((clinical trial* [ TTABJOR clini-

OR #11 OR #12) cal stud® [TIAB] OR case control®
#14 |#13 CDSR 2 [TIAB] OR case comparison®
#15 |#13 CCRCT 78 [TIAB] OR observational stud*
[TIAB]) NOT medline [SB]))
[PubMed] —— #10 [(#8 OR #9) NOT #7 162
# FraR SCHREL - -
= - #11 |melanoma* [TIAB] AND (Sentinel| 117

#01 | “Melanoma/surgery” [MH] AND| 20 . .

“ . . Lymph Node* [TIAB] OR Sentinal
Sentinel Lymph Node” [MH] .
- 2 > - Node* [TIAB]) AND (surgery

#02 Melanoma” [MH] AND (“Sentinel| 2,249 .

, [TIAB] OR surgical [TIAB] OR
Lymph Node/surgery” [MH] OR o o
“Sentinel Lymph Node Biopsy” operation® [TIAB] OR operative
[MH]) [TIAB] OR amputation® [TIAB]

#03 |melanoma® [TIAB] AND (Sentinel| 1,027 E’i T [TIAB]) NOT med-
Lymph Node” [TIAB] OR Sentinal #12 | 'Lymph Node Excision” [MAJR]| 21,495
Node* [TIAB]) AND (surgery e

. OR Lymph Node Excision* [TI]

[TIAB] OR surgical [TIAB] OR N
o . OR Lymphadenectom™ [TI] OR

operation® [TIAB] OR operative . . .
o Lymph Node Dissection® [TI] OR

[TIAB] OR amputation® [TIAB] Lymph Node Biops® [TT]

OR excision® [TIAB]) ympa ~>ode lops
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#13 |“Lymphatic Metastasis” [MH]| 94,107 #11 |#5 and (5 v ¥ A AbIEERER/TH| 42
OR “Melanoma/secondary” [MH] or EAIFSEE:/ TH or S 2ANFSE
OR ((Lymphatic Metasta* [TIAB] A ~/TH)

OR sentinel node metastas® #12  |#5and (5 v ¥ 24L/TA or #4E2%| 16
[TIAB] OR lymph node metastas® 1b/TA or JEF#WFE/TA or ¥EFN
[TIAB] OR lymph node microme- WEge/TA or BIZI%E/TA or HEWT
tastas® [TIAB] OR nodal metas- W7/ TA or #IM ZWF7E/TA or i
tas* [TIAB]) NOT medline [SB]) BIxFIEAFZE/ TA or Hilal & 78/ TA

#14 |(#1 OR #2 OR #11) AND #12| 1,014 or 24— MFFE/TA or BIIFIE/
AND #13 TA or WIAIFZE/TA or /v AWF%E/

#15 |#14 AND (“Epidemiologic| 623 TA or FEH W REMNIZE/TA or M A
Research Design” [MH]OR “Study WIFZE/TA or Z ik L FFZe/ TA
Characteristics” [PT] OR “Epide- or’S4ay b7ay =7 +/TA or
miologic Study Characteristics as BEARFAA/TA or BRAE/TA or
Topic” [MH] OR ((cohort* [TIAB] 5 TAHEBR/TA or 55 1T MIEER/TA
OR comparative stud* [TIAB] OR or %5 I M FE/TA or 5 IV MR
retrospective stud* [TIAB] OR B /TA or 7 1 A %} — /N —1THf3e/
prospective stud* [TIAB] OR lon- TA)
gitudinal®* [TIAB] OR control #13 | (#10 or #11 or #12) not #9 64
group® [TIAB]) NOT medline #14 |B@lE/TH and ¥ F K2V ¥o%| 644
[SB1)) HiEM/TH and U > 7 SHighiy/TH

#16 |#15 NOT (#7 OR #10) 493 #15 |(B)Ei/TA or # 5 / —</TA or| 402

- - BfasA/TA or Bfa# v /TA or

LB 7 rh XA ‘ i/ TA or Bapii/TA) and
# B AR (V) v INEI/TA Y U F AR IVE/

#01 | Bl SVRHORE/TH and & >| 56 MR A orte g A VAl
F 301 vt/ TH TA) ‘and M/ TA and (?B(ﬁ/TA

= — g/ TA or VEL/TA or FAli/

#02 [EIE/TH and (£ > F &b Y >8] 1443 ‘%rA IR/ TA or S/ TA or &
Wit B TH or ) ¥ /SEEbIE/TH) ny” or SIFR/TA or

#os f‘fﬁ’%m or X7 A o 1153 #16 |(#1 or #14 or #15) and #4 466
BAA/TA or a2 /TA or — e —

Wi/ TA or B A/ TA) and #17  |#16 and(PT =F#Fim X CK=t b)| 250
e o s g #18 |#17 not (#9 or #13) 225

(V) Y 28Hi/TA or X ¥ F X IVHi/

TA) and (A#/TA or i/ TA or

- ' e

A A A by CQ3. MR/ \EiskaEiETHlIc B U

TA) VINERERENZHE TITOINEN ?

#04 |V 2 THEERE/TH or U » 23471 60,254
=8/ TA or V) ¥/ Wi/ TA or HESE ¢ BUREY) O XETERIE MR TSN L TN Y
) SRS/ TA or BMAE | 7R CNENER R TV & R IRET S
M:/TH . g -

#05 | (#1 or #2 or #3) and #4 961 BERER v A CHESE - 3/14

#06 |#5 and RD=A%T7FV T A, & 0 AL WZ & 255 HESE - 11/14
WAL 54 V) #3321 3C

#07 [#5and (A5 7F ) A/THor ¥| 13 = B Lo et o
AFFA v/ LE2—/TH or % HRCBER AT/ oA s T ALY 2
WHAFF4 ¥ /TH or 257 F AR & 72 Y BB S SR A 0 12
VA/TA or VATRT A v L DOWTHFHMF SN TWBYH BRCARIFTIE, A5
Ca—/TA or @RAA K74~/ ) =R OREDRIBIC S T2, BUEY ¥R

#08 L)A zm 4 PT=%3) 3 ZITHORRICH LIZLITEMB T 225, BUEY ¥/ il

#09 |#7 or #8 21 BTN 2 CTEIENY) v SEIEER 217D R E 2o

#10 |#5 and (RD= 7 v ¥ & {LILEGRER. | 30 ST B 7 a0
4 Z 7 MEHEGAER, HEEsE)

HRIZ, BRIRIGICHI & 27 AR & 2 3Eis 1= Clo-
quet V) Y SEIEEREH 4 E T, FodEICES S
BN Vot (OMEE - B8R v 3E) N0 R
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RIZELLHO0, FHENY ¥ E#ER OB
WP HRICG 2 5 HBIIL R E O H 517105,
F7o, BIRNY COSEEEREIMCE Y, BENOF
WRBIZSHICEL D, MBRAEIHEDORN D KES
N5H-0W, ZOEHPLELLT L VWAMIITE I LD
HELEZOND.

FIEROARBL - SN > SE RSB oA Y
DWW, BEEY ¥ SHIERIER O BT o 726 & O iR
S RAT o 72 10 M O SCHEkZ BRI L 7228, & TBIE%E T
otz ABEE BB Vo SEIERIER + 5N »o%
FRERTEATRE, oPHRRE A SRR VO SEIEREMIAE S L, X
FTF) Y ARET 72,

AT FY T AORRE, WAL R 4 A
FIOMERCR L CHRBERICAEA 3 % < (MEIALE
WV A7 100, %5%F#HXE 090~1.10, P
=096. AR U A7 Ik 1.06, 95%15#IX [ 0.95
~1.17, P=029), #5742 OWZEIcB VT B
MORRTH o7z T2, REIHREIZOVWTIE, 2%
7FHY YA THAABICBWT, RIFEROMK T
M2SH S NT2A, HEAKEISEL o7 ik
PHEEIZDOWT S, MBI B A R h o 7.

BRE 0 AT —=ICBIT LR v SEEREAM I
ZTHBNY COSHEER 2179 HEHEL LT, &Ko
NCCN %4 K54 ~ (Version 2. 2019 (201943 H
BUE)) ™ Cix, OBKEHS 22 EEY v HERE
AT B0, @R ¥ HA~O 3 EoiEE, 3
Cloquet V) ¥ 78Hi~OHEB GG, @F# CT ToY
YOSEIERB, OVINrEEF TS, —HT, W
PHAR IS Y > 7S ET N O BEFE 5 B O BT A3 A7
35 2 LR »SHiNOEE 72 &I 2
LT HWMELHDY.

B v fiiifnf 2k L Cw b, iRl o8k
WY 2 8EIC D RN ER ISR 2 E T 5720, Bk
TN OEHEER T T RELETEER LD
B LaL, B8N CEEBENE, BT
BERBEAEL TV IRED &Y, PRARS TS
N5 7200 ZORATOLEEIC O W TIIEER L
SEARY

BN 2 SEIERER OF L LR AL E L
TIE, FEMRICEMAEFOIDEAET 5 2 LTS
2™ F7z, FEBNY ¥ SEEREN O BINAHE O
HEHIRRONTWD I L0, St ATEOJEBID XS
BRI L ) b FREMPEVIREEAE L, WED
SAFHIM A AN L1, BN 2SR

)

HEMOIEATIZ X > THAATFOFHRERNEHOL NIV F
THEETFTTWREDERLH B,

S OB OBIEZEIC X ARETIE, BN >~
ISEEFRIEAT O BIMAS, S A A ] R A AR AT T oD
HERICEEAZ > THGLAET2HEE R, #
77 F) Y ATHA AR L SHREEO B A A% R
Tp o 72B0BIB0 T, RN VO SEIERIEN 08
& o T, BIMERRIEG:, U v 8w, ) 2SR
EOW R G PHEF RTINS 5 L) RFIZHES
hro?2™. BIEERICOVTIE, AR TMH
% 78D MG D B o 7205, IR ¥ SHEREHN O
R HIERREGMMOLETH L2 L2 E2 D
&ORIEBEICHT 2% ERT LI TE R o7

72720, Wifg EEENY L SEI OB 5 27
R GRS B O T %2 T 72w E 7
& BN CONEIERER AR LR TE RS v
RID BB 7280, FEBNTIE U 72 FRiE A o 88 F L ARIRAF
3 5.

BRERICAHWBBOERS « MG R L & o 72
JECTIE, B ¥ B AT [ BRI A O s
2 [HRMICH S 2 2R A—ELTE 5T, Wik
SREMPEHTH B, T2, BN o SEHERHN
BN R FRIE M, A & AMTE K X
DIRESINTVILHEDL L, MADEDTEL 5 HE
HddHob., F7z, WIS 2LRGERNY SHiRE
BHRONLBIRE, FRENY o EERER OB N % 8
HERE EEZ SNDEFNDIEITIZONWTIE, Tk
EOHWIIRRONLRETH 5.

SHOHROFIREN : AFEH BT 25BN ~
EERHAE IO E ROV T, EFEM T RAA
T B TAEL WD, Skt T v ¥
2L RS ETH S, LA L, MSLT-II & &
Yy F AN PSRN ORI Y oS RE
WMOBRIIOEBEMLHERIBTND T &0, &
NoOREREZE L CHIRRABRE 7514 V3 508D
Hb. Fiz, BEF v 7R Y MEHEES S TR
M BMPILE &L L THBERIT SN T L ZhT
I SMPREOHEHEICOWT TR LT
SREDPELLEBDNRS.

MR ERT & THEIR
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5'—% |The Cochrane Library (CDSR, #02 |“Lymph Nodes” [MH] OR Lymph|212,501
~N—2Z |CCRCT), PubMed, EZErhjujtik Node* [TIAB] OR Sentinal Node*

. [TIAB]
[Th; Cochrane leraryiﬁiﬁ T #03 | “Groin” [MH] OR “Inguinal Canal’| 34,995

#01 |MeSH descriptor:[Melanomal| 1,316 [MH]* ([)?IAlgzglgumal [TIAB] OR
explode all trees %rom. - rr—

402 |melanoma™ ti ab. w 3557 #04 Pel'VlS [MH]OR Ihum. [MH]OR| 136,002

#03 |MeSH descriptor:[Lymph Nodes]| 833 pelv.1s., M;IAB] OR pelv}({ [ TIA.B]
explode all trees ?R 1hu5n [TIAB] OR ilioinguinal

- TIAB

#04 |L h N *: 1, ab, k R - 71 - - —

0 P de‘l_dtei atbl 1?3 w OR Sen-| 7.189 #05 | “Lymphatic Metastasis’ [MH] OR| 111,001

#05 |MeSH descriptor:[Groin] explode| 134 Lympha‘uc Metasta [T*IAB] OR
all trees sentinel node metastas* [TIAB]

#06 |MeSH descriptor:[Inguinal Canall| 93 OR lymph node meta.stas [TIAB1
explode all trees ([)R lyrrjlph node micrometastas
. — TIAB] OR nodal metastas”

#07 ;I;)gLII{l‘I’lval. ti, ab, kw OR groin™: ti,| 3,035 [TIAB] OR “Melanoma/second-

: — . ary” [MH]
#08 zﬁetSrIge;iescr1ptor.[Pelv1s] explode| 881 #06 | “Lymph Node Excision” [M] OR| 58920
PRS=T Lymph Node Excision* [TIAB]OR

#09 zﬁeiljesdescrlptor.[ll1um] explode| 230 Lymphadencctom® [TIAB] OR

#10 |pelvis: i, ab, kw OR pelvic: ti, ab, 9,049 (L)%mLph Nﬁdfl SIS;?C“"? [%Iél]%]
kw OR ilium*: ti, ab, kw OR ilioin- YD et obs
guinal: ti, ab, kw #07 |#1 AND #2 AND #3 AND #4| 75

e - p AND #5 AND #6

#11 |MeSH Flescrlptor.[Lymphatlc 1,960 %08 |#1 AND #3 AND #4 AND #5| &4
Metastasis] explode all trees AND #6

#12 Lymphatw Metasta :tl,*ab-, kw OR| 81,226 #09 |#1 AND #3 AND #4 AND #6 116
sentinel node metastas®: ti, ab, kw “

OR lymph node metastas™: ti, ab, #101#9 %ND( Cochrar}e Database Syst 7
kw OR lymph node micrometas- Rev” [TA] OR Me.t a-Analysis
tas™: ti, ab, kw OR nodal metas- [PT] OR systematic [SB] OR
tas*: ti, aby kw OR secondary: ti “Guideline” [PT] OR “Guidelines
ab I;W' ’ C as Topic” [MH] OR “Consensus”

#13  |MeSH descriptor: Lymph Node| 1431 [MH]OR "Consensus Development
Excision] explode all trees Conferences a.S Topic [M.H] .OR

#14 |Lymph Node Excision®: ti, ab, kw| 3538 ((meta-analysis[TI1OR guideline
OR Lymphadenectom®: ti. ab. kw [TI] OR “systematic review” [TI]

OR Lymph Node Dissec tiOil*' tyi ab OR consensus [TI]) NOT Medline

kw OR Lymph Node Biops™: ti, ab, [SB)) = -

lew #11 |#9 AND (“Randomized Controlled 1
#15 |(#1 OR #2) AND (#3 OR #4) AND| 2 Trial” [PT] OR “Randomized Con-

(#5 OR #6 OR #7) AND (#8 OR trolled Trials as Topic” [MH] OR

#9 OR #10) AND (#11 OR #12) (random* [TIAB] NOT medline

[SB]))

AND (#13 OR #14 Pr—— >

#16 | (#1 OI(Q #2) AND )(#5 OR #6 OR 5 #12 |#9 AND(“Clinical Study” [PT]OR 4
#7) AND (#8 OR #9 OR #10) AND “Clinical Studies as Topic” [MH]

(#13 OR #14) OR ((clinical trial* [TIAB] OR

#17 |#16 CDSR 0 clinical stud* [TIAB] OR case

#18 [#16 CCRCT 5 control* [TIAB] OR case com-

parison® [TIAB] OR observational
[PubMed] stud®* [TIAB]) NOT medline

# TR SCHREL [SB]))

#01 | “Melanoma” [MH] OR melanoma*|116,219 #13 |(#11 OR #12) NOT #10 4
[TIABI
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#14 |#9 AND (“Epidemiologic Research| 71 #14 |#8 and (5 ¥ ¥ 24b/TA or #4E4| 0
Design” [MH] OR “Study Charac- {t/TA or BEFWIZE/TA or FEEW
teristics” [PT] OR “Epidemiologic Wige/TA or BIZEWIZE/TA or T
Study Characteristics as Topic” WF9e/TA or #2 X W98/ TA or i
[MH] OR ((cohort* [TIAB] OR Blx} BEIFSE/TA or Hiln E#F78/TA
comparative stud* [TIAB] OR or I&— MIZE/TA or :BHMIFZE/
retrospective stud* [TIAB] OR TA or WififFZe/TA or 5~ A%/
prospective stud* [TIAB] OR TA or FEBREMENIZE/TA or M A
longitudinal* [TIAB] OR control WAFZE/TA or Zltiax L FEFZE/TA
group® [TIAB]) NOT medline or’Sfay h7ayx” +/TA or
[SB])) AR/ TA or BERRER/TA or

#15 |#14 NOT (#10 OR #13) 65 o TAHFUBR/TA or £ ITAHFER/TA

# B#EK SCHRER ™ o
#01 %@Hﬁ/TH or %@H%/TA or X 7| 24492 #15  |(#12 or #13) not #10 1
—</TA or B2&)°A/TA or 2 =
o #16 |#8 and (PT=EZFE#wX CK=t )| 45
€772/ /TA or REM/TA or B #17 |#16 not (#10 or #15) 12
RIE/TA

#02 |V Y 3Hi/THor V) ¥ 238i/TA 97,266

#03 | WAELR/TH or BAEEE/TH or BAE/| 16,034 3 i
TA or BAE/TA

#04 |BHE/TH or H#/TA or B /TH| 57,611 280) Spillane AJ, Haydu L, McMillan W, Stretch JR, Thomp-
or W&/ TA son JF : Quality assurance parameters and predictors of

#05 |V MR/ TH or YV » 734714 60,380 outcome for ilioinguinal and inguinal dissection in a con-
2B /TA or V) v MR /TA or temporary melanoma patient population, Ann Surg
) Y SHEiRRE/TA or B ; i Oncol, 2011; 18; 2521-2528.

%/TH 281) van der Ploeg AP, van Akkooi AC, Schmitz PI, et al:

#06 ) U REERE/TH or V) > 73 Hi %k 53918 Therapeutic surgical management of palpable mela-
W/TA or V) ¥ 73fiERE/TA or Y noma groin metastases: superficial or combined superfi-
ORI/ TA or V) ¥ oNHifH/ cial and deep groin lymph node dissection, Ann Surg
TA ortrF A Y38/ Oncol, 2011; 18: 3300-3308.

TA 282) Strobbe L], Jonk A, Hart AA, Nieweg OE, Kroon BB:

#07 |#1 and #2 and #3 and #4 and #5| 41 Positive iliac and obturator nodes in melanoma: survival
and #6 and prognostic factors, Ann Surg Oncol, 1999; 6: 255—

#08 |#1 and #3 and #4 and #6 58 262.

#09 |#8 and RD=X%¥T7F+V T A, #| 0 283) Sterne GD, Murray DS, Grimley RP: Ilioinguinal block
WHA FI4 V) dissection for malignant melanoma, Br J Surg, 1995; 82:

#10 |[#8and (¥ T7F VT A/THor | 1 1057-1059.

ATF<IT4 v 27 L¥a—/TH or % 284) Hughes TM, A'Hern RP, Thomas JM: Prognosis and
WHAARFFAY/TH or A¥ T FY surgical management of patients with palpable inguinal
VA/TA or VATIXT AL lymph node metastases from melanoma, Br | Surg,
Ya—/TA or A A K74/ 2000; 87: 892-901.

TA)

#11 |[#8 and (PT=##0) 0 D

#12  |#8 and (RD= 7 » ¥ A AL R, 2 CQ4. 7mHA Il BEDV V) \EiZREiTE il
#F 5 MG, TRREgE) BEHREEE{TONEN?

#13  |#8 and (5 ¥ ¥ 2fblbiilliR/TH| 2
or LA SERFIE/ TH or S22 AR BB R LBH O ) > SIS0
74 ~/TH) Y VORISR Y R 7 D E B IR LTI R

WEEEET AL 2RETS
BERR AT CHESE 2 9/10
ALV & a2hg < HESE © 1/10
#3E - 2B
e - B8y BRICH S 2250880 v 3 HilsR %
1828 Hz &5 129 (9), 1759-1843, 2019 (4F1 1)
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BT BHAE, EBEEEZT TR, MEROHERY
YOSEITFEOBED & <, A REO IR > S
FEIT M, &Gy, R, T OFEZ & % fF\v quality
of life (QOL) #{ET X85, 20720, V) ¥/ Higk
R OFIR Y > 3 HFE ORISR CIEBNIZ B v
TN ROFBY 2 ADRE S D, —HT, Ik
WHEMATBEE 2D D ZHHHFETD, MRk O
L/ AER KDY »iRE R EOBEPHREDEL D B
I T BT 2 ) o 7S EERIE A B O il 1% B
HFB X ONEY) s R (R, TP 72
L) 2o THET 5.

BIZAYIRHEL - A CQ IR L 7240 AWFZEIZ DWW T,
7 v ¥ MUBGRER S 3 i - 72205, ThHDHBD
1M 1 P R FRAT S Td o> T, Z O BITHRASFN
HEESPHTWB T E, b9 1R VI TIEE 7
A YOEPMRNZ DS, BRNICYATIT A Y
LE 2= R E %7205 1 fiDOATH - 72'%
ZOREH, FHIR) ¥ SE PRSI R O RS
BOWTHBIKT LTV V=R 052, 95%15
FEIX [ 0.31~0.88, P=0.023). —7, MERIEAELEIR,
EAAEHIIC OV T, R BUTRRIE O IEIZ X 5
AEAZRBO Lol (EHREALHE - - Fi
0.89, 95%fZHHIX [ 0.65~1.22, P=051, 4xA:4EHIR :
NH— NI 127, 95%fFHEX H 089~1.79, P=021).
AEFZICHL T, P OFHRR LR TR
WERECHBEISE Do 7285, U V7RO 584 5134l
PRI & BRI L OIS BT R h o 72
BHEE 12 71 A F T QOL AN 74 i Mgt ¢ T
MAHNT=DS, 60 7 HCIIABAEZEDO LN T2,

BIEIEFEIC OV TIE, Hll ZAFZEH8 2 M, A1 &
WEZEAT 12 i do > 7225, RFTHSEEE, MAIEAAF I,
SHEAER, AEHERICOVWTORBEI—-ELTES
F, BB OREED 5 ) ¥ SE SRS % O %
FE: D T O FAMG X R B & & 2 72,

W DR r v 2 — VI LTI, fEkoghk (50
~60 Gy/25~30 43#1/5~68) & FEaHmEE (1m
M & 3~4 Gy PLEIC EWF T sim sz W S 3 7 8:)
Z IR L7z AFgEIX % <, Tk — MFZE T IR g
EOBTHERICHEE I L o727

B VAT T A v 7 L2 =2k )Y VSRR
A% D2 RIS X > TR S HifsE L
WA B2 EHRENTDS, EHIAFIIN, 244
B G HEANOEGD D B L idkEmt T S h o7z,
70, R0 QOL 2 BT S ¥ 5 W

2 d00, AEREIEEIIHMT S L b0
fHF SN h oz, SAMIGETIEFIRLY ¥/ HifELs
WO L7z W) ZEF UV ARELN 00, BIZH
RPDLZOMPEE LT LE2 T3 B ok o7
CAUL, WIS ) A 7 DIEBIAL o
ToBPOSA 7 ADEE LI ReED D 5.

DB XD, BRSO 2% v SHifs R L 58 Y
OSHERSH), WIANRIEG R &, S v oREiEE )
AT DFGWBITOY oSEER R, R E H
19 L 7= B O S R 2 R L TR VS, IEHEFEAAE
WM& EFHMOREINHFTERVEERZD. &
B, KCQ THRH LA ARERIE, BRMICHSH» 7%
Y RO A7 BEANRE LTV
L, RCQTHZED L) BB R L LIzinE
WZOWTHE L, WA VRETOINALZEIHERT
BRPRPETHo 72, —H T, BRIISEHEED Y ~
ISR TS B UG R D EFRIT OV T,
Ty F AN LSRR PEBIC Y S EERIE R & A
BRGSO VTR T v ¥ LR
WMER BN EPORFITE Ldo 2 HWHOTICIE
SRk A7 OBBERDPEEINL L, N YA
B o 7oA KRBT b A N33 2 ARk 3R
ENTVRVEDIHMS, BEHREIC L 2MA%
L2 e TR §RETHY, [MAL BN T
LG HERR] TARRL DD -7

BRERICHWBBEOER S R RE 2179 %
HiiE, —EE oM, b LIEARSLEL 5.
&S DIRIEIZ VT TR, BEHEOHANFNE (HEET
HH MBS WL &) RHELEEEZRELTNHMAD
WEERDLLEND L. Fiz, REFzy IRV
b RS B & OV FRERSE A ARl Bl 1 & L CRGR
SN, SIS FBEEYFRL & B E O 4TI
DWTHLEETLLEND L. BT TV OM
P& 7 TR VA, SRV EHTIE, HOERENE
PR BRAF B4E R 7 B 0 B C, M 0 A
LIS LTI R B SR E O BRI T
DT BVDE W) D - 7.

SHOMADTRM : SHOYATF<T4 v 7L
Ca—ORRE LR HEL, BEFoy 7R Vb
BH 388 R0 o0 TR SE AT el Bl Rk & L TR S B
AT DN TH 5. S TN A0 B O H 5k
WEELTOARELD b, IS HBsE kot
T BT MBI O A RISV THENT 5
VBN L. F7z, BT X 2 DU 002 G
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REDIRENDDODH Y, HEHHH O B EIe b 1E #05 |(Lymph Node* [TIAB] OR Sen-| 66,189
K LRI Rere 2 BRSBTS 14T DAL 2 T R tinal Node* [TIAB]) AND (surgery
PR [TIAB] OR surgical [TIAB] OR

e ) - operation® [TIAB] OR operative*

XHRR R & HER [TIAB] OR postoperati* [TIAB]
Z A4 NV BWHAZ /=< OR postsurgical* [TIAB] OR exci-

CQ4 Jﬁ,ﬁﬁ 111 %\%‘@ ) Vjiﬁﬁ?ﬁ?%ﬁffﬁbi sion* [TIAB] OR dissection®
WA AR 2479 & ? [TIAB] OR resection* [TIAB])

7—% |The Cochrane Library (CDSR, #06 |(#1 OR #2 OR #3) AND (#4 OR| 512

~N—2Z |CCRCT), PubMed, FE&-r i #5)

[The Cochrane Library] #07 |#6 AND(“Cochrane Database Syst| 36
r T R Rev” [TA] OR “Meta-Analysis”

#01 |MeSH descriptor:[Melanomal| 76 EPT,] OR systematlc“ [S,B] ,OR
explode all trees and with qualifier Guldeprle [PT] OR“ Guldehnef
(s):[Radiotherapy — RT] as Topic” [MH] OR “Consensus

#02 |MeSH descriptor:[Melanomal| 129 [MH]OR"Consensus Development
explode all trees and with qualifier Conference§ as Topic [M,H] ,Ofi
(s):[Therapy - TH] meta-analysis [TI] OR guideline

#03 |MeSH descriptor:[Radiotherapy]| 1,431 [TI] OR “systematic review" [T1]
explode all trees OR consensus [TI])

#04 melanoma*: tl, ab, kW AND (radio- 476]-0 #08 #6 AND (“Randomized COntrOHed 37
therap™: ti, ab, kw OR radiation Trial” [PT]OR “Randomized Con-
therap®: ti, ab, kw OR irradiation®: trolled Trials as Topic” [MH] OR
i ab, kw) random* [TIAB])

#05 |#1 OR (#2 AND #3) OR #4 16 #09 |#6 AND (“Clinical Study” [PT]| 53

#06 |MeSH descriptor:[Lymph Nodes]| 129 OR Chnlca'd'Stud.les* as Topic
explode all trees and with qualifier [MH] OR Chm*c al trial” [TIAB] OR
(s):[Surgery — SU] clinical stud* [TIAB] OR case

#07 |MeSH descriptor:[Lymph Node| 1431 control” [TIAB] OR case com-
Excision] explode all trees parison® [TIAB] OR observational

#08 | (Lymph Node™: i, ab, kw OR Sen]| 4610 stud” [TIAB])
tinal Node™: ti, ab, kw) AND (sur- #10 | (#8 OR #?) NOT ,#7 - o7
gery: i, ab, kw OR surgical: ti, ab, #11 |#6 AND (“Epidemiologic Research| 264
kw OR operation™: ti, ab, kw OR Design” [MH] OR "Study Charac-
operative™: ti, ab. kw OR postoper- teristics” [PT] OR “Epidemiologic
ati*: ti, ab, kw OR postsurgical®: i, Study Characteristics as Topic
ab, kw OR excision™: ti, ab, kw OR [MH] OR cohort* [TIAB] OR
dissection™: ti, ab, kw OR resec- comparative - stud” [TIAB] OR
tion™: ti, ab, kw) retrospective stud®* [TIAB] OR

#09 |#5 AND (#6 OR #7 OR £8) 16 prospective stud* [TIAB] OR

#10 |#9 CDSR 0 longitudinal®* [TIAB] OR control

#11 |#9 CCRCT 16 group® [TIAB] OR Feasibilit*

[TIAB])
[PubMed] o . #12 |#11 NOT (#7 OR #10) 207

# T X SCHRE N B

#01 | “Melanoma/radiotherapy” [MH] | 3,316 [eri et ] T

#02 | "Melanoma/therapy’ [MH] AND| 2,689 # RLE (FaN SRR
“Radiotherapy” [MH] #01 |HlE . R D/ TH 517

DNV M=oy

#03 |melanoma’ [TIAB] AND (radio| 5730 #02 LA s/ TH and MU/ 147
therap® [TIAB] OR radiation TH -

[TIAB]) B A/TA or Bfak v /TA or

#04 | “Lymph Nodes/surgery’ [MH]OR| 44,122 AEM/TA or RENIE/TA) and
“Lymph Node EXCiSiOn" [MH] (}ﬁ(%if?ﬁﬁ‘(f/TA or w%ﬂ‘#ﬁ(ﬂ #ﬁg/

TA or JBE§/TA)
1830 ® HlzZib 120 (9), 17591843, 2019 (4l 1)
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#04 |V Y NEE S AVEHED/TH or V) ~| 46,377
IR ERG/ TH

#05 |V Y 3i/TA and (F#/TA or ¥+ 48802
B/TA or #its/TA or Z5i%/TA or
&R/ TA or YIER/TA or fth/TA
or £ F RN VSEiIAK/TA)

#06 |(#1 or #2 or #3) and (#4 or #5) | 121

#07 |#6 and RD=X%T7FV T A, | 1
WAA KT V)

#08 |[#6and (A ¥ T7F VY A/THor ¥ 4
25T 4 v 27 L ¥a—/TH or &
WHAKI4Y/TH or A% T7F )
VA/TA or VAT T A4 v 7L
Ya—/TA orZHFA4 N4/

TA)
#09 |#6 and (PT =#31) 0
#10 [#7 or #8 4

#11  |#6 and (RD= 7 » ¥ A LILEGAER | 6
W T ¥ 7 A LGSR, HETTE)

(AJCCHETH) ®AF /=<2 LT, Xa7aY X
X7 R AR OB ABIRIEEZ 1T ) 2 & 2 HESE
3%

RERER AT HESE 1 5/6

A% 5 <HESE 1 1/6

HEE 1A

SR - e VIR S NI A (2 v F %
W) UORIEBREORES I mm B i) H» 5 IIIC
(AJCC#7H) ® BRAF™™™“™SZERZHTIHAT ) —
RIEHLT, F75 7227+ 5 AF =7 HEE
EHWz VAEBOMBHMIIRE L) S L 2T 5
WERER  MAZmHESE 1 6/6

#EZ 1A

2R - SERIBRAME S NI T (AJCC 45 6
) A5 =< LT, XRFA VI —Tz0a

#12  |#6 and (5 > ¥ 2 AvliaEr/TH| 7
or AW FEEE/ TH or ¥ WIWF5E
FH¥A ~/TH)

#13  |#6 and (5 >~ ¥ 2 {L/TA or #4242
1b/TA or EFWZE/TA or 5N
W78/ TA or BIZEW5E/ TA or HEWT
W92/ TA or #IM & W%/ TA or i
Bt ERFZE/TA or Rl & 58/ TA
or IK— MZE/TA or BEFZE/
TA or WiifiBFZe/TA or /i~ AWFZE/
TA or EIWREMENIZE/TA or Bk
BAWFZE/TA or ik LMWL/ TA
or’’\fuy hFud s NTA or
WA/ TA or FRRRE/TA or
5 THERER/TA or 45 T MEER/TA
or 55 I #EER/TA or & IV HHEk
EBi/TA or 7 @ A F — N — M3/

TA)
#14 | (#11 or #12 or #13) not #10 12
#15 |#6 and (PT=JFwm L CK=t )| 78
#16  |#15 not (#10 or #14) 69

CQ5. aREURED KUGERETEUIRRED
X35 /) —=7I[Cx U CTiiEmE AT OINE
mn?

SR SE LU BRAME S 72 2% ] B 2 5 1TV
(AJCCHTH) AT ) —=Ii LT, =KV 7%
iz VEM oMb 179) T L 2RI 2

SERER A AE R HESE 1 5/6

I AZ G HESE © 1/6

#2Z 1A

HESR - e U BRE S MR A (£ v F 2
W) USHIEEBEORRED 1 mm BO&A) A5 1MIC

TR ES I COMBHMBBEELZT) 2R
F3%

BREFR MAZE IR 6/6

HEIE : 2A

HEIR - S U BRSO NI TTA (2 v F 4
WY UREIEBREOEZES L mmilo i) 7256 TIC
(AJCCEETH) DA == LT, fEYART
(10 mg/kg : RIAKRIHE) 2 mEIFEFT
OB MIEEEIThRVI L2 RET D

RERER  MALBWI L 2G5 SR - 6/6

#3Z 1 3A

Ta BB 29—~ T Atk & L
T, INFTA ¥ —7 =z (interferon : IFN) 7%
Kb % CHWHNTE . JEETIE, BRAF HESE+
MEK BHESEGE D % & 05 RN EE R, $TPD-1 41
K, PUCTLAA PR EDfEF = v 7 B4 ~ ME
FIZOWTDH, TR R 7 OFEWIER % M LA H 4
PigE L L CORMEIBFES TS, 2T/ =%
VX % W) AR AR I O W THRETT 5.

FEEIVIRHL : H OB\ T v & MMEIERBR O S &
41 MR AFAE L7z, 3R 2 & O E~E T, pegylated IFN-o
et IFN-a 320 i, 727 F ¥ /SEHREN 6 M, ¥
A IW3TY ~ (dacarbazine : DTIC) DA OFLAAFIZS
4%, DTIC 34, 4 ¥V a=7 (ipilimumab), =
ANV~<7 (nivolumab), A 711 X< (pembroli-
zumab), ¥ 777 = =7 (dabrafenib) + F 7 X F=
7 (trametinib) ff H#EEE, NN X< 7 (bevaci-
zumab) P& 1T 2, TOMIP5HETH o 7.
Pegylated IFN-o. K GEDORIL & 72 - 72 EORTC18991 T

H 236 0 129 (9), 1759-1843, 2019 (4rF11) 1831



BERTEMEREE ST A P T4 VSETRER (AT /=< T4 P4 VTV —T)

i, BEBIEIC I REFIS A (relapse/recur-
rence-free survival : RFS) #ARMIZHEE L7722 (0
¥ — KNIt (hazard ratio : HR) 0.82, 95% 15 ¥ [X [
(confidential interval : CI), 071~0.96, P=001), 4
AL (overall survival : OS) ICHREEIIA SN
o7z (HR 098, 95% CI 0.82~1.16, P=0.78). Grade
JADHEFRIZ BB EL L, AEHRRICL ZWHHT
1D 31%ICA SN2 4 ¥ ) A<7 (10 mg/kg)
%77 kAR L L7 EORTCI8071 Tid, RFS (HR
0.76, 95% CI 0.64~0.89, P<0.001), OS (HR 0.72,
95% CI 058~0388, P=0001) OWFhdHFEIZIERE
L7228, grade 3/4 ODFEFREN 2% L4, AER
LA X BHEIED 52%, HEBEED 1.1%I2A5
N7z (K236l LHE16l, ¥7 3L —EERE
LD I TIB~1V #5412, =F )V~ 7 (3 mg/
kg) 24 ¥V =7 (10 mg/kg) & #E L 72 Check-
Mate238 Tld, = RNV~ T7THFRICRFS # LK L (HR
0.65, 97.56% CI 0.51~0.83, P<0.001)*, AFTH 2018
4 8 HICHi MBI & L CoBMARE 272
WA (2 F A0 2 3HilEBEOREEA ] mm i
DO&H) 5 IIC R, RA 70 X< 7 (200 mg/
body) % 7 9 & &K & I § % EORTC1325/KEY-
NOTE-054 Tlx, RA 710 X< T EICREFS % it
£ L (HR 057, 984% CI 043~0.74 ; P<0.001)**, &
FTIE 2018 4F 12 HISHr iz wlfiBhHeiE & L T oBmA&zEE
%2 ¥ 7z, BRAFY™™E B R 245 59 IIA (&> F
AN YOSHHERR RO RED 1 mm BOKR) 2> 5l
MIC fEF 2RI, ¥7TFT72=T+ bFAF=TP
HgD: L 79 R %I L7 COMBI-AD Tlt, A
IZRFS #MER L (HR 047, 95% CI 0.39~058, P<
0.001), AFRTH 2018 4F 7 i mligh#k e LCTo
SBINARGR % 52 722929 OS (& Hp I AT CHE & D fE 1A
MR EN7ZH (HR 057, 95% CI 042~079, P=
0.0006), FHATIZERE Sh-F=AKEE (P=0000019) %
W7zl THB6T, miITRRD 5.

e RFS # A EICER X ¥ 5 3H#)1X, pegylated
IFN-o, 1 ¥V A< 7 (10 mg/kg), =R NV~7 (3 mg/
kg), & 7uy X<7 (200 mg/body), ¥ 757 =
=7+ I AFETHHRETH 572, OS 2 AR
EESELHEANL, 1YY L= (10 mg/kg) THo
7o ¥TI 7227+ I AFZTHAREO OS &
PRI CIEEROMAAVREN, =KV TERLT
oY X770 0SEKRHETHS. Pegylated IFN-o
i, AIRTHEITHRABRZE T, 2015 4F 125 M 11

ERRIAKRINTVWDHOD, FHE% OSDERIE
RENT, gzt EE o7 A1) AaxT
(10 mg/kg) 3AEL OSDIEEIRENIZH DD
DRV & &, CheckMate238 THEILIK S 7z
ZARNV<7 (3mg/kg) (A E% RES OIEEAIREH
TWbIehs, fibhwn i difERLA. =K
V=7 (3mg/kg) &, OSIERMETIEIHLDOD,
AHEIZOSZEELZA YY) A< 7 (10 mg/kg) &%)
HICHEEGRFSOEREZ/RLTBY, MENTIEH S
A OSIER D REMEAVRIZ S 4, WHEdEE L7z, <
A7a) A<7 (200 mg/body) (&, A% RFS DL
EARENTED, OSIEKRIETIEH 2 H DD, RFS
DHRH057 L KE%Y AZRBAASLNTEY, &
WS Lz, 757227+ b AF = TP
#1%, REFESO HR 28047 L K& LD XA 7 IREATA SN
THEY, PRI TIEH 2D DD 0S HEEDEIA AR
SN, GRS L7z Bk ) B, KA S b Check-
Mate238, EORTCI1325/KEYNOTE-054, COMBI-AD
WZMLTW505, AFEMEOZ > & A LR IE
fTbhTwhwv, B, ABTHwWLRTETL
DAVFeron (DTIC+ = A A F ~ (nimustine) + ¥ ~ %
1) 2F > (vincristine) + IFN-B) #2132 W % THEE
1) 7 RSB T b2 2 A7 L, IFN-BIZDWT
BB BIEERE & KT 5 7 v & AL EBGAER
(JCOG1309 (J-FERON))* ' ASHeATHITH % 7280, S
EIIREE TR TR T 5128 L.
ERERICAWVIEEOEES - BBk & L
T, ¥795 7227+ b XAFTHHEE:, =KL
X7, RATUY A TPEHRRE BT, Thb
DA LHEDORNRE K OB RN G 2 & o BE X
FRHEIN TV Wb OO0, KEOMI L 7 - 72 IR
BRIZ R S5 TR TIT (AJCC BT DA S ) —<
BELBWNRTHD. HFERXT ) —<RHEW LD A5
J ==IZOWTIE, HEFRZRRANE IR TR
FEEN TV RV LICHESLETH L. FBEHRK
BUSERIR SR I IEAFR IS R BT BRI 2313
EAEEIENTESL Y, BEMOENIZ X WKL
EWDFE IOV TIESHOBERED—DOTH 5.
F7o, WERMFREOM R Z R D FBMWIEHETE %
DIXOSEHBICIERET 22 E0TH L. HIF (2019
F5H) TROWTNOFHBKRIED OS I2B1F % HEikk
PEZGEH ENTBE ST, SHROMBIFI NS,
SHEDIFRDFREM © ARBOMIL L 72 o 7-Hi 7R D
IRFRERD R RAV T o 7290 T KRR 2 57 ) — =,
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FABBIL 0 EEN Lo e RKER AT ) —< #11 |MeSH descriptor:[Adjuvants,| 2,007
2oL, WHRRHIIIEEO GRS XMEET 5 4 Immunologic] explode all trees
R o P S #12 |adjuvant® 23,631
3 > v Y B X
% z!b%./ i?t, Tgi&ﬁi_zjéﬁnﬁﬁﬁb#ﬁ«i&@%ﬁlg #13 (1 OR #2) AND (#3 OR #4 OR| 213
R FIERDOBHGER, METHPIRE 2 L2V TH, (#5 AND (#6 OR #7 OR #8 OR
SHMANERSND Z L WfF I N 5. #9)) AND (#10 OR #11 OR #12)
N #l4_#15 CDoR z
PRy WHAS ) —= #15 |#13 CCRCT 205
CQ5 [MEEUE%B L BBt [PubMed]
HBOXT ) =R LTl Al B # [N SCHRER
PRPUIIT O RE D ? #01 |“Melanoma/surgery” [MH] 9,404
7—% |The Cochrane Library (CDSR, #02 |melanoma® [TI] AND (surgery| 960
~N—Z |CCRCT), PubMed, &% yufzk [TIAB] OR surgical [TIAB] OR
) operation® [TIAB] OR operative®
[Th;i Cochrane leraryiﬁég x T [TIAB] OR postoperati* [TIAB]

#01 |MeSH descriptor:[Melanomal| 238 O.R Eos[tr?uIrAglgzjll OEEIAdB.] OR:XCI*-
explode all trees and with qualifier ston C s tssection
(s):[Surgery - SU] [TIAB] OR resection® [TIAB] OR

#02 |melanoma*: ti AND (surgery: ti, ab,| 578 r[;i;ejc ted” [TIAB]) NOT medline
kw OR surgical: ti, ab, kw OR - -
operation®: ti, ab, kw OR opera- #03 Melanoma/drug therapy | 7584
tive™: ti, ab, kw OR postoperati®: ti, EMAJR] :
ab, kw OR postsurgical™: ti, ab, kw #04 Melanoma/therapy” [MAJR]| 3,673
Oli excision™ ti. ab. kw OR dis,sec- AND (“Interferons/therapeutic
tion™: ti, ab kvv Oii resection™: ti use” [MH]JOR "Molecular Targeted
ab k;zv bR Lesecte d* . ab kw). ’ Therapy” [MH]OR “Protein Kinase

: ; = Inhibitors” [PA] OR “Antibodies,

#03 |MeSH descriptor:[Melanomal| 521 M lonal/th t' .
explode all trees and with qualifier onoc on% . erapeﬂu e use
(s):[Drug therapy — DT] [MH] OR nlﬁvolumab [NM“] OR

#04 |melanoma*: ti AND (drug therap*:| 1,238 llfnhﬁ;},ln[l;?vﬂ [ggﬂ“tOR t'd?l?"_
ti, ab, kw OR pharmacotherap™: ti, ratent w rametint
ab, kw OR chemotherap™ ti, ab [NMJ OR “vemurafenib” [NMJ)

’ Lo #05 |melanoma* [TI] AND (drug| 347

kw OR molecular targeted™: ti, ab, N

. . therap® [TIAB] OR pharmaco-
kw OR interferon™: ti, ab, kw OR . .
nivolumab®: ti, ab, kw and ipilim- therap” [TIABJ OR chemotherap
umab*: fi a.b kw YOR dabrafenib®: [TIAB] OR molecular targeted*
i ab .kvx; Oi? trametinib® i ab. [TIAB]OR interferon* [TIAB] OR
k;v O’R vemurafenib® ti ab. k\;v) ’ nivolumab™ [TIAB] and ipilim-

#05 |MeSH descriptor:[Melanomal| 280 ‘E?ffB] [&A%J ORt. fibafﬁiglg]
explode all trees and with qualifier r'arile 1n1
(s):[Therapy ~ TH] OR veml[lraf]emb [TIAB]) NOT

- - - medline [SB

#06 |MeSH descriptor:[Interferons]| 3031 #06 | “Chemotherapy, Adjuvant” [MH]|181,025
explode all trees and with qualifier PR .
(s):[Therapeutic use - TU] OR Ad]uva'nts, Immunologic

#07 |MeSH descriptor:[Molecular Tar-| 124 [MH] OR adjuvant” [TW]

#07 |(#1 OR #2) AND (#3 OR #4 OR| 235
geted Therapy] explode all trees #5) AND #6

#08 |MeSH descriptor:[Protein Kinase| 739
Inhibitors] explode all trees

#09 |MeSH descriptor:[Antibodies,| 4,078
Monoclonal] explode all trees and
with qualifier (s):[Therapeutic use
- TU]

#10 |MeSH descriptor:[Chemotherapy,| 3,907
Adjuvant] explode all trees
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BIEENES B ATA 94 VEGEIRES (AT = TAFIA v 7 v—"7)
#08 |#7 AND(“Cochrane Database Syst| 19 #05 |(BAfafi/TA or X5 /7 —=</TA or| 2,065
Rev” [TA] OR “Meta-Analysis” B2 A/TA or B~ /TA or
[PT] OR systematic [SB] OR Bnyi/TA or BAE/TA) and
“Guideline” [PT] OR “Guidelines (M /TA or FYiE#HE/TA or
as Topic” [MH] OR “Consensus” b9 3:/TA or 5 THER/TA or
[MH]OR “Consensus Development Interferon/TA or £ Y% —7 =0
Conferences as Topic’ [MH] OR ~/TA or “Protein Kinase Inhibi-
((meta-analysis [TI] OR guideline* tors' /TA or 7us A vF%JF—¥
[TI] OR “systematic review” [TI] FHEH/TA or €./ 7 0 —F VL
OR consensus [TI]) NOT medline 1&/TA or Nivolumab/TA or =&
[SB1)) W=7/TA or Ipilimumab/TA or
#09 |#7 AND (“Randomized Controlled| 73 A ¥V A<7/TA or Dabrafenib/
Trial” [PT] OR “Randomized Con- TAor ¥ 75 7x=7/TA or Tra-
trolled Trials as Topic” [MH] OR metinib/TA or b5 XA F=7/TA
(random* [TIAB] NOT medline or Vemurafenib/TA or XA 5 7 =
[SB])) =7/TA)
#10 |#7 AND (“Clinical Study” [PT]| 108 #06 |7V 2 Nv MEAEED:/TH or 5| 63,783
OR “Clinical Studies as Topic" 7Y anNy NTH or 79 28
[MH] OR ((clinical trial* [TIABI b/TA or i 4B/ TA
OR clinical stud* [TIAB] OR case #07 | (#1 or #2) and (#3 or #4 or #5)| 492
control* [TIAB] OR case com- and #6
parison® [TIAB] OR observational #08 |[#7 and RD=X%T7FV T A, &| 0
stud®* [TIAB]) NOT medline BHAFIFTAL V)
[SB])) #09 |#7and (¥ 7F YT A/THor ¥| 7
#11 | (#9 OR #10) NOT #8 100 AF<T4 v 7 L¥a—/TH or
#12 |#7 AND (“Epidemiologic Research| 173 WHA R4 Y/TH or AZ T F)
Design” [MH] OR “Study Charac- v A/TA or ‘/Z TYXT4 v L
teristics” [PT] OR “Epidemiologic Ya—/TA orgAA4 Fo4 >/
Study Characteristics as Topic” TA)
[MH] OR ((cohort* [TIAB] OR #10 |#7 and (PT=#31) 3
comparative stud* [TIAB] OR #11  |[#9 or #10 8
retrospective stud® [TIAB] OR #12  |#7 and (RD = J » ¥ A {LILEEER, 9
prospective stud* [TIAB] OR #e > & rLILiGAER, HRATgE)
longitudinal* [TIAB] OR control #13  |#7 and (5 v ¥ bl itER/TH| 26
group® [TIAB] OR Feasibilit* or FEFANIZERE/TH or ¥ 1INF5E
[TIAB]) NOT medline [SB])) 7% A4 ~/TH)
#13 |#12 NOT (#8 OR #11) 64 #14 |#7 and (5 » ¥ 21b/TA or {E4 7
g 2L T e G 2%
[ 2t e 1t/TA or J;%Efn/TA or J;%E’J
- WFge/TA or BIZEWF5E/TA or HEWT
# % R Wi%e/TA or Il XHF%/TA or %
#01 B0 ; S EHOM I/ TH 3365 -~ .
= Bt BEAEZE/ TA or Hiln 2 WF%E/TA
#02 | (Bfulfi/TA or x5/ —</TA or| 3130 e . e
< or 24— Mif%E/TA or BIIFZE/
BA2A/TA or a4 v /TA or N e
i TA or WImWFZE/TA or /v AWFSE/
B/ TA or BuWE/TA) and o
e y ey TA or FEBITHEMENIZE/ TA or M A
(F4hi/TA or S48t/ TA or #itk/TA S
o BWFFE/TA or Ztirk L FWF%E/TA
or ¥ki&/TA or ERiE/TA or YIkR/ . g
TA or #ii/TA) or }\44 oy h7u /1‘7 F/TA or
TR TR AR A/TA or MFERE/TA or
#03 |HfuE o &Y/ TH 2,716 o - e -
s o5 THHEER/TA or 45 11 #H#ER/TA
#04 |H @) BH/TH and (Interfer-| 233 . i . Y
RSl or 5 I B/ TA or & IV #HH
ons : A/ TH or 55 FEEIIG . e
o B/TA or 7 B A F — /N —Hf3e/
#/TH or “Protein Kinase Inhibi- TA)
" £ 7a—F Pk
fﬁjfﬂ/%ﬁlﬂ;’fm Of Nivo:lmf;ﬁH #15 | (#12 or #13 or #14) not #11 30
T ) #16  |#7 and (PT =i m3L CK=k )| 200
or Ipilimumab/TH or Dabrafenib/ #17 |#16 not (£11 or £15) 181
TH or Trametinib/TH or Vemu- 1o or
rafenib/TH)
1834 H Bz 4%k 0 129 (9), 1759-1843, 2019 (4F11)




SR EVERER; T A B4 Y3 AT ) —<BAA FF A4 > 2019

CQ6. aEtliRiEDFBERRN CEHNIFE
BREZITNEN?

HER ¢ T BR R ORGSR | ST Y 7 o PR A A
ZRET S

REMER AT CHESE 10/10

#2E : 2C

TR BB A9 —~<3ERE - BEZELLTV
728, FFSERLHIY) L oSH BB IIREIE, i
NS E I 2R B ThhCn s, 20T HWIE
BHFETRE LIS - B2 R T2 8 TH L7
FE B ELEINE O W Y) 2 MR A T & 2 o[k - WIS
LT veryHxpfiohTcniwn., E0kHn
AR AT & HFE - ISR S 2 o 2B 72
ML, HEYRERICB T 2 RGO R E 2PT &
%5 ENREEINS.

BIEERVRBL © 2 I 22 WHGARAE O A I X 5 2 RER]
TN % BRI L 25R I 2 O A TH - 72.
Z0H) L0 1ETIE, B LwH ITA OBk
LCTa—Mi&EZEIICAT - 72 BEL AT D I o 728
O 2RI, WMEEMICBITBETDINY — Rl
BoO#EG, SRS CHEEREZEIALNR» o7
(P=044)*". &9 1f<iZ, Mtk 6 » HU Lo
HAT - 720 TTA L% 1IB oI LT, 47k
<L b 2DOMYHE X M & WM A %217 - 7 8F & £
BB A AT D B h o 72RO 2 1 % IR
L, MEMIZBT 22 NMICHEREZRIALNER
Mol (P=07527)%. ZoMl, 7HOWETIE, H
—aFk— MIEM ZEGREAEZ T, L EE
D9 LA R ETRAINRE, BEREMO
B TR SN HOLAFIN 2 &% BB
L TWwz, IS 9mDI 5, 4f2HET v & A
{bwiin & BIgE%E, SMEBEAIMEMIETH 72, »
FTNOWMEIIBENTD, EMN BRI L > TE
AR DR R Z R TR SN e o7z, L
MLAEDS, FBBGHEICEET 5L, 3MO%
TIRBOBIEIAY 1 AEAG0 & 8 <, BRI
%% EDIGHEH TS T IC oW T b 8 M DFZET
AtaThreEz b

DEX ) €7 v Z0MEFEMEITE  Bunicoimvi
Bal7) TERIWEETH Y, DA e d—HITEHm
GHUEMRA 1T ) 2 LB IIBREDO X 7 ) —< BH
OEEFMZEET S MmO AZLIETER
nolz.

B HEDOWTNOWMEITB TS, &M%
BRAT X o TEEFHMAER L7z 2 & 2RTIF%E
BHRONS Bh o720, 2T 7 —<OEBYIRZICE
WM 2 WG 24T &1, L OMMEOH A K5
AV TTTIRERINTV DY, Zoizo, BIRTIE
SEHH 72 WHGERADSEY) 22 &) TV T T v 7 Ak
WA AT C L3 IcHETH 5. 72, Fill
PR E L CHRIEF = v 7 R ¥ MHESREB X0
FEEENIEY T A%, EITx T ) —~BH 0L
AAEII 2 BRI R T 2 AR 2 G AT,
5 - ORI AP THROYUGEICHE S L e E R
BhTwz, LaL, 2SRV TR I s iy
LDV L72BUEICB W TIE, % - B0 RI%
RAZ & 2 RURGEHRN AT T REENRSHIFCTE 57
DD S R ARSI X B - B o R
FAZH3 28R A B L, [HE Y BR R OB BlIE2
I 2 W R A 2 AT 5] TR A PO
M= L7z BN Zm A offs, HE, IR
DWTIEENARTA VICELoTRRBLD, BHIHD
National Comprehensive Cancer Network (NCCN) #
4 F54 >~ (Version 2. 2019 (2019 4 3 HHAE))® T
1%, in situ b L <I3IWE IA~TTA I2BWCiE, Em
BRI RS, SRR EE R TS H o7k
XORITHIZEDFIDOLNTEY, WY IIB~IVICE
WX 3~12 7 A B OBEIEMRAZIT) 2 LAEID S
NCTWb. F7z, itk 3~5 4 DIRE o 2 1 7 i {5 e 2
WOWTREIDONTELT, WBERHIEE R IR
RO A ZIT) T LD LN TV 5.

BRERICHWBBEOEERS « MFMADOHEIZ OV T
ZHRE R LR PORT A Z EDWEETH Y, EFITE
A 2 H3 5. M ~is X OO CT 2179
&, 1MOWEEH 72 CTDLy (77 ¥ M AHDK D
FHWINMHRE) TENEN, 15~20mGy B L O
85 mGy (FWiZ#E L \)V) OMFHEEDLGDH 5™, %
7z, FDG PET TiZ 185 MBq ® 18 FDG % $¢5- L 72
DR (S HIGERERE) 138 35 mSv & Eh
TWwa™, EEEHE R #ERE RO/ I2 X 5 &,
PN A B ke 1 Sv (HRESWT I W 2 U B o 3y
AHI21E 1 Gy ISHM) H72 1) BETRRE TR X 5 5% D
EEFRCY A7 O EFEERH L L ENTVE,. Thb
X0, MEBAECL o THROND XY v b &S
BEICHED) 7 A v P RERE L TREDBIG 2 ET 5
VBB D05, 20O CT H LG PET/CT % 54
kb3 2 FETHIUL, BB RBEIC L B8 LY
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AZBEEALEALBZVEEZTI W,
SHEROMADEEEM : 5, RIEF =y 7HFA b

FLSESE R0 TR IS X ) PROYESRA TN L H

T, AFBF BV THEHN 2 WG X 285

% - RO ORI R L T L LED D

5.

N tRER L & HGRIR

2 WEAT ) —=<

CQ6 | b)Br e O FE B S 122 Y
W ERAE TN E A ?

#03

melanoma* [TI] AND (diagnos*
[TIAB] OR wultrasonograph*
[TIAB] OR ultrasound* [TIAB]
OR radiographic test* [TIAB] OR
Computed Tomograph* [TIAB]
OR CT imaging* [TIAB] OR
PET-CT* [TIAB] OR positron
emission tomograph® [TIAB] OR
FDG-PET-CT* [TIAB]) NOT
medline [SB]

1,298

7—% |The Cochrane Library (CDSR,
~X—Z |CCRCT), PubMed, PEZFHyeiftis

#04

“Melanoma” [MAJR] AND “Self-
Examination” [MH]

219

[The Cochrane Library]

#05

melanoma* [TI] AND self-exami-
nation* [TTAB]NOT medline [SB]

22

# &N SCHRE

#06

“Costs and Cost Analysis” [MH]
OR cost [TI] OR costs [TI]

243,561

#01 |MeSH descriptor:[Melanomal| 27
explode all trees and with qualifier
(s):[Diagnostic imaging — DG]

#07

(#1 OR #2 OR #3 OR #4 OR #5)
AND #6

60

#02 |MeSH descriptor:[Melanomal| 132
explode all trees and with qualifier
(s):[Diagnosis — DI]

#03 |MeSH descriptor:[Diagnostic| 47,334
Imaging] explode all trees

#04 |MeSH descriptor:[Self-Examina-| 214
tion] explode all trees

#05 |melanoma*: ti AND (diagnostic| 148
imag®: ti, ab, kw OR ultrasono-
graph™: ti, ab, kw OR ultrasound™:
ti, ab, kw OR radiographic test™: ti,
ab, kw OR Computed Tomo-
graph™: ti, ab, kw OR CT imag-
ing®: ti, ab, kw OR PET-CT™: ti, ab,
kw OR positron emission tomo-
graph™: ti, ab, kw OR FDG-PET-
CT* ti, ab, kw OR self-
examination™: ti, ab, kw)

#08

#7 AND (“Cochrane Database Syst
Rev” [TA] OR “Meta-Analysis”
[PT] OR systematic [SB] OR
“Guideline” [PTJOR “Guidelines as
Topic” [MH] OR “Consensus’
[MH]OR “Consensus Development
Conferences as Topic” [MH] OR
((meta-analysis [TI]OR guideline*
[TI] OR “systematic review” [TI]
OR consensus [TI]) NOT medline
[SB]))

7

#09

R <

#10

#7 AND (“Randomized Controlled
Trial” [PT] OR “Randomized Con-
trolled Trials as Topic” [MH] OR
(random* [TIAB] NOT medline
[SB]))

#06 |MeSH descriptor:[Postoperative| 5423
Period] explode all trees

#07 |MeSH descriptor:[Aftercarel| 17,507
explode all trees

#08  |follow-up™: ti OR after: ti OR post-| 92,085
operative™: ti

#11

#7 AND (“Clinical Study” [PT]
OR “Clinical Studies as Topic”
[MH] OR ((clinical trial* [TIAB]
OR clinical stud* [TIAB] OR case
control* [TIAB] OR case com-
parison™ [TIAB] OR observational
stud®* [TIAB]) NOT medline
[SB]))

11

#09 |(#1 OR (#2 AND (#3 OR #4)) OR| 10
#5) AND (#6 OR #7 OR #8)

#12

(#10 OR #11) NOT #8

#10 |#9 CDSR 0
#11 |#9 CCRCT 8
[PubMed]
# Frai X SRR AL
#01 |“Melanoma/diagnostic imaging”| 3,145
[MH]

#02 |"Melanoma” [MH] AND “Diagnos-| 10,071
tic Imaging” [MH]

#13

#7 AND (“Epidemiologic Research
Design” [MH] OR “Study Charac-
teristics” [PT] OR “Epidemiologic
Study Characteristics” [MH] OR
((follow up* [TIAB] OR cohort*
[TIAB] OR comparative stud*
[TIAB] OR retrospective stud*
[TIAB] OR prospective stud*
[TIAB] OR longitudinal* [TIAB]
OR control group® [TIAB] OR
Feasibilit* [TIAB]) NOT medline
[SB]))

47
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#14

[#13 NOT (#8 OR #12)

24

SRS T

#

[LEN

SCHREL

#01

HRAJE/TH and (SH = W& 1, X
MRS, BNV I, W
1)

1,038

#02

HaE/TH and (H#&Z K/ TH or
PET-CT #i#/TH)

2,469

#03

(BAfE/TIor A5/ —~/Tlor
o ASA/TT or B A > /TT or B
$5/T1 or BAANE/TI) and (Wif%
S/ TA or MW/ TA or BLE
ZWi/TA or WI{EFENT/TA or Wiff
A/ TA or WAL/ TA or mif§
15/ TA or BEWZW/TA or X
#CT/TA or PET-CT/TA or
“FDG PET"/TA)

206

#04

Hfu)i/TH and H 2/ TH

#05

(BAfE/TIor #5 / —~/Tlor R
o ASA/TT or B A > /TT or B
#5/T1 or BtaWE/TI) and (HCE
W#Z/TA or HC#ZWi/TA or HC
WA/TA or ¥V 7F = v 7 /TA)

#06

Wi/ THor 77 % —% 7/TH or
Wt#/TA or 7+ua—7 v 7/TA
or KM EHZE/TA

528111

#07

(#1 or #2 or #3 or #4 or #5) and
#6

372

#08

#7 and (RD=X¥T7F+V YA, &
WA BT )

#09

#7 and (A ¥ 7F+ VY)Y Z/THor ¥
AFIF4 v 27 L¥a—/TH or &
WA KI4Y/TH or A% T7F 1)
VA/TA or VATYT4 v 7L
Ya—/TA orig#ihi4 FI4 2/
TA)

#10

#7 and (PT=#30)

#11

#9 or #10

[N}

#12

#7 and (RD = 5 ~ ¥ A {LHEGAER,
W5 v 7 AL R, HERirgE)

#13

#7 and (5 ¥ ¥ 2 LILiiAER/TH
or AW ZERE/ TH or ¥ FWIWF%E
74 ~/TH)

#14

#7 and (7 ¥ % 2 4L/TA or E1EL| 2
{t/TA or BEFWIZE/TA or FEEW
ke/TA or BIZF5E/TA or HMEWF
WFFE/TA or %M 258/ TA or JiE
Bk ERIFZE/TA or il X5/ TA
or I&— MIZE/TA or :BHMIFZE/
TA or WrikifFge/TA or S AWFZE/
TA or I REMENIZE/ TA or ME
WAFZE/TA or Zltiax L FEFZE/TA
or’S\MMuay hFuay s /TA or
BEARFA/TA or BKHER/TA or
55 THEER/TA or 45 11 AH#EER/TA
or 5 I MHRE/TA or 8 IV HHH
B%/TA or 7 0@ A% — /N — W78/
TA)

#15

(#12 or #13 or #14) not #11 12

#16

Wit/ TH or 77 % — 4 7 /TH or
Wits/TI or 7+ —7 > 7/TI or
Rt/ T1

313,040

#17

(#1 or #2 or #3 or #4 or #5) and
#16

56

#18

#17 not (#11 or #15) 53

X wk

285)

286)

287)

288)

289)

290)

Ribero S, Podlipnik S, Osella-Abate S, et al: Ultrasound-
based follow-up does not increase survival in early-stage
melanoma patients: A comparative cohort study, Eur J
Cancer, 2017; 85: 59-66.

Kurtz J, Beasley GM, Agnese D, et al: Surveillance
strategies in the follow-up of melanoma patients: too
much or not enough? J Surg Res, 2017; 214: 32-37.

Diem S, Kasenda B, Spain L, et al: Serum lactate dehy-
drogenase as an early marker for outcome in patients
treated with anti-PD-1 therapy in metastatic melanoma,
Br J Cancer, 2016; 114: 256-261.

[ O N FERBIR AR R IO BMEE LV o
€| CEF 2746 H 7 H) http://www.radher.jp/J-RIME/
report/DRLhoukokusyo.pdf [Eifi,

Radiation dose to patients from radiopharmaceuticals
(addendum 2 to ICRP publication 53), Ann ICRP, 1998;
28: 1-126.

The 2007 Recommendations of the International Com-
mission on Radiological Protection. ICRP publication 103,
Ann ICRP, 2007; 37: 1-332.

CQ7. X5 ./—<HhEiCXt U CTHREE
EFHERENDD ?

HIR 25 ) — < WIS U CHiH SRR 2 AT

)Ly HERT S

RERR AT R HESRE 1 1/10

I A% 55 < HESE 0 9/10

H#EEE : 2C

H B £
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BERTEMEREE ST A P T4 VSETRER (AT /=< T4 P4 VTV —T)

Fx - BB 5P ENESRIETF = v 7R, 2 M
I Lo BRI AT 2 5 — < BB
WOE—FINE L oz, UL, EROFHHEDHE
BARBOMIPE 7 5 728 TS ~ & LI ER©
X, W AT S EPNEBRABEICE T hCwniee
0, W% AT 5 BENOF IO 417 1
il (overall survival : OS) HERIZB$ 2 AR 55
ICHGEES T, LA L, FEMIERIES % x4
W2, BTBLESEMIR L O RE & RS B TR AT
END LI TE XoT, 45 HOBH TR
BEETH AT ) —<IENHEY) 2GR E RIS 572
DI, HERAT DT & 7o FAHE R B L O &)
P& B O AN & &5l 2 LB D 5.

BIZREL : 2 5/ —< ORI 203y
WL OH R % BGE L 725 i S WFJET 7 M, %
AHIMEMETIMAFME L. 2D H, KCQDFHE
T M A AICEE LT OS OFEHiA D 58 T MHIET ~
5 DALRER S M 2 R L, — 4T, R
I (TR, R ORREBGEET % 72012824 &
WrL7-awCd SR L, &L L7227,

BRAFY™ #1522 FHIEBNC KT % 50 FRENIETO
OS YLfiiid, N4 7 =7 (vemurafenib) Hi|#
BEOAREZ B L7 B CIERGHEIECT89 7 H (M
SCEIPR  4.9~17.0), BEWGERET 96 4 H (U5
Pl 45~184) TH-712*. ¥ 757 = =7 (dab-
rafenib) HAFEOGREL R L7723 (BREAK-
MB) Ti¥, BRAF™™ RGHHETT7 7 H (95%EH
X [ 597~ K F &), BRAF"“" A CT73 5 A
(95% fEHHIX I 5.97~KF3E), BRAF“ ™ KAt T
38 1 1 (95%fZHHIX [ 1.61~5.22), BRAF"™ BEiffE
HETH1 A H (B%EEXE 357~KFHE) THo
72 ¥ T 57 =T+ M7 AF =T (trametinib) BF
FBEOERNMEZ R LR (COMBI-MB) Tl
a5— M A (BRAF"™ &2 8EY:, performance
status (PS) 0~1, MEMELE, R EEZ L) <108
A1 H (95% B XM 87~196), 24— B (BRAF'™*
IR AR, PS 0~1, SEMY, RTRLED
D) T243 7 H (5% BEIXHE 79~5¢fiA~6e), =
A=+ C (BRAF™ ™ ® R T4 R, PS 0~1, &
SEBEE, R OA K Z D) T101 4 H (95%
fEHEIX Y 46~176), 2&— b D (BRAF™%* j{x
TEEBVE, PS 0~2, BN, RPTHREREOA 5% 1
HF) TIUSAH (HBREFEXHE 68~224) THo

7‘, 245)
- .

—J, EF v 7R Y MHERICBITS OS H
Jefilx, 4 ¥V A= 7 (ipilimumab) HAELOHG%N
P % PR U 72 3B Tl e e i e T 7 2 A, IE
BT 4 7 ] (et = L) Thbh, =K
V=7 (nivolumab) + £ ¥) &= 7B HI#EE O AR
P2 RFE LB T EICEEL TB 5§, MiE
1B T IR TR 7 L OB IERNZ B B4 1 4F
HAEE1 815% (95% fEHHIX [H] 71.5~882) Th -7z,

%R, SRR LMok T, 3AB X% T
FA 122 %, PICO(P : patients, problem, population,
I ¢ interventions, C : comparisons, controls, compara-
tors, O : outcomes) #IHHIZDOWTHEUEIE NS O
oo lclzd, 25T FH) YR TDOENr T2,

MEER 0 A T — <RI T A T ESE R & R
PR (AR, ) OB IMEIZ OV TIR
GEL72H MIAH T » & 2ALHEBGABRIE A E L e v, £
D72HAK CQ TIE, HBEMIEORREHET 572
DT v & 2RO 2 HEER A LRGEE
L7z JRFTRHROAMNIEZ MEES 2 720 28R L 7250
XIWIBIT B OS HUefifild, MFEHEET L7~21 4 H,
BT 25~51 A H, FAiT55~87 A H, T
i+ A AR T89~115 W HE s hTh
2O EIEOBIITE v b OO, S ROBGEER
REVFTITT2=T+ I AF =T RFRE L =K
VT + A A THHEEO OSERIZHT 54
REATRIE STz 72721, SRR L7z@m ST,
BN T ARD Y TN A ZOFBIZLD,
OS ORI IE—EHMEL L ORWHHELEDH 5. ZD7:
O, NANVKETOHG N TOHEIL, [HMATHZ L&
BT ETHEIR T 5 ) IS 572 b, BUEHELT
HORRREGRE R XD, FrBEEY RO R~
HRITEDTERDIEFREA L D D EH VT LAVREIN ST
REMEIRE <, KRCQIZBUT HHEIED SR EBIES
NHZENRATNG.

BRERICAHWVBBEOEER - A7/ — < Ol 14
U OBt & RpmmiE (Al i) wih
ZEIRT HA, KT AIET Y RIIMEENTIEAR
LTwa. LHLAdSH, BRAF  BIZTEREH
TRERNCBNCIEYTIT2=T+ b T AF =T
MWET =RV~ 7+ 4 E) o~ 7P
BRAF #ZFEAERERICIZI =R V<7 +f €Y A<
THRFREOFEMEIRE OO B, 72720, Wi
NOWRLAEHEFLL LI CHFL, FmlaIREs
EOBBEBERELEZEB LI L TRINSNERETH 5.
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SHEOMRDFEEM © i/ TlE, W3 5% #10 |(Brain Neoplasm™: ti, ab, kw OR| 3,861
JRSRW R & R TR % LA S D A R AR A FE i Brain Tumo.r*: ti, ab, kw OR Bra%n
STOB, 0T, SR L RS Lumourt i, ab. kw OR DBrain

) o . Cancer™: ti, ab, kw OR Intracranial
L ORGE AL DR Z R LD SRR TH Neoplasm™: ti, ab, kw OR Brain
NLZERTFHEHENS., L2LEDES, HlAEbEs Metasta™: ti, ab, kw) AND (therap*:
Rt LT, BRI O W TR IO 5 4 3 ngab», kw OR tre;tn;{ent,*ittlv %}bhktj,v
R e e _— R s immune checkpoints inhibi-
VTR, AT RIS 02 % E O S RREE tor* ti ab. kw OR immuno-
WLETH L. FAFREICOWTIE, £d 2 Tl therap™: ti, ab, kw)
BRBABEN TS EbH Y, BOMHGT ¥ 7 A #11 (#5 OR #2))AAND(#i(3 OR (#4 AND| 106
. BN e . # R # ND (#7 OR #8 OR
TLHBERG A 2 15 4 C ORI & ISR 0 S #13) TOR#O
MAGHLETEBL, BFRLEELTLDOIIHETD #12 |#11 CDSR 4
A, Gk, WS OESG ToORBOETT, MR o #13 |#11 CCRCT 100
8%, PS, LDHfiZ &, HEHEDIRREIZG U7z 7 [PubMed]
EROMLA A D % BIRT B 720 OWFE (AIRADET 131 1 E‘ﬁ?"iﬁ TR fizﬁé@ﬁ
. . . # ‘M " [MAJR R (Mela-| 72,
WP T-ORIR 51 4= — ) — D) FEEE %5 R NOTR R | 2658
ThH2r). #02 |“Brain Neoplasms/secondary’| 12,438
YRR & HHER [MH]
74 ML HEAS ) —= #03 :Brain Neoplasms” "[MH] AND| 5220

CQ7 | X T/ — <R Ik L TR Bl Neoplasm Metastasis” [MH]

W I X LD A ? #04 (((Brain Ne(iplasm* [TIAB] OR| 2,096

57— % |The Cochrane Library (CDSR, Brain Tumor® [TIAB] OR Brain

~N—2 |CCRCT), PubMed, P& ik Tumour” [TIAB] OR Brain

. Cancer” [TIAB] OR Intracranial
[The Cochrane Library] —— _ Neoplasm* [TIAB]) AND (secon-
i LEFN SCHRIL dar® [TIAB] OR metasta®
#01 |MeSH descriptor:[Melanomal| 1,316 [TIAB])) OR brain metasta®
explode all trees [TIAB]) NOT medline [SB]
#02_|melanoma’: ti : 2357 #05 | “Brain Neoplasms/therapy” [MH]| 59,227
#03 |MeSH descriptor:[Brain N‘?O' 316 #06 |“Molecular Targeted Therapy”| 19,678
plasms] explode all trees and with [MH]
qualifier (S):[S.econdary - SC] #07 | “Immunotherapy’ [MH] 245,493
#04 MeSH descrlptor:[Braln Neo- 1,687 #08 (Brain Neoplasm* [TIAB] OR 3,581
plasms] explod? all trees Brain Tumor®* [TIAB] OR Brain
#05 |MeSH descriptor:[Neoplasm| 4,530 Tumour* [TIAB] OR Brain
Metastasis] explode all trees Cancer* [TIAB] OR Intracranial
#06 | ((Brain Neoplasm™: ti, ab, kw OR| 1,851 Neoplasm® [TIAB] OR Brain
Brain T‘imof’*: ti, ab, kw OR Brain Metasta* [TIAB]) AND (therap*
Tumour®: i, ab, kw OR Brain [TIABIOR treatment* [TTAB] OR
Cancer™: ti, ab, kw OR Intracranial immune checkpoints inhibitor*
Neoplasm™: ti, ab, kw) AND (secon- [TIAB] OR immunotherap®
dar™: ti, ab, kw OR metasta®: ti, ab, [TIAB]) NOT medline [SB]
kw)) OR brain metasta®™: ti, ab, kw #09 #1 AND (#2 OR #3 OR #4) AND| 688
#07 MeSH descriptor:[Brain Neo-| 197 (#5 OR #6 OR #7 OR #8)
plasms] explode all trees and with
qualifier (s):[Therapy — TH]
#08 |MeSH descriptor:[Molecular Tar-| 124
geted Therapy] explode all trees
#09 |MeSH descriptor:[Immunother-| 8024
apy] explode all trees
H Bz 4%k 1129 (9), 1759-1843, 2019 (£#11) 1839
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#10 |#9 AND(“Cochrane Database Syst
Rev” [TA] OR “Meta-Analysis”
[PT] OR systematic [SB] OR
“Guideline” [PTJOR “Guidelines as
Topic” [MH] OR “Consensus”
[MH]OR “Consensus Development
Conferences as Topic’ [MH] OR
((meta-analysis [TI] OR guideline*
[TI] OR “systematic review” [TI]
OR consensus [TI]) NOT medline
[SB]))

14

#07  |Suys/ TH 49,195

#08 | (WIESS/TA or HZEMNIEYS/TA or| 6815
UHEE IS/ TA) and (A% /TA or
WP/ TA or RIEF v 7 KA~ b
FHZ/TA or 75 FEEM/TA or &5
TALEW/TA)

#09 |#1 and (#2 or #3 or #4) and (#5| 53
or #6 or #7 or #8)

#10 [#9 and RD=A%7FV T A, 2| 0
WAL RTAV)

#11 |#9 AND (“Review” [PT] OR
((Review [TI] OR Overview [TI])
NOT medline [SB]))

118

#12 |#10 OR #11

124

#13 |#9 AND (“Randomized Controlled
Trial” [PTJOR “Randomized Con-
trolled Trials as Topic” [MH] OR
(random* [TIAB] NOT medline
[SB]))

29

#11 |#9and (A% 75U T A/THor | 0
AFITF4 v 7LV 2—/TH or &
WHANKFIAV/TH or A% T7F Y
VA/TA or VATIRTA v L
Y a—/TA orB¥ A K42/
TA)

#12  |#9 and (PT=#3) 1

#13  |#9 and (RD= 7 v ¥ A LIEGRER, | 1
W7 > 5 MMUILBGERER, BT

#14 |#9 AND (“Clinical Study” [PT]OR
“Clinical Studies as Topic” [MH]
OR ((clinical trial* [TIAB] OR
clinical stud* [TIAB] OR case
control* [TIAB] OR case com-
parison™ [TIAB] OR observational
stud* [TIAB]) NOT medline
[SB]))

109

#14 |#9 and (5 v ¥ 2 bkixiER/TH 4
or AN FEREE/TH or ¥4 1IN
F¥F 4~ /TH)

#15 |[(#13 OR #14) NOT #12

95

#16 |#9 AND (“Epidemiologic Research
Design” [MH] OR “Study Charac-
teristics” [PT] OR “Epidemiologic
Study Characteristics as Topic”
[MH]OR ((follow up* [TIAB] OR
cohort* [TIAB] OR comparative
stud®* [TIAB] OR retrospective
stud* [TIAB] OR prospective
stud* [TIAB] OR longitudinal®
[TIABJOR control group* [TIAB]
OR Feasibilit* [TIAB]) NOT med-
line [SB]))

441

#15 |#9 and (5 v ¥ 24L/TA or #1524 1
1b/TA or %78/ TA or M
WF5e/TA or BIEF7E/TA or HEWT
Wi/ TA or #IM W78/ TA or fiE
Bk BAFFE/ TA or il 2 W58/ TA
or I&— MfFE/TA or BEMIFZE/
TA or Wrififkge/TA or S AWFZE/
TA or I REMENIZE/ TA or ME
WAHFZE/TA or sk L RHFZE/ TA
or’SMuay hFud s M/TA or
AT/ TA or BRRERER/TA or
% THEE/ TA or 5 TLAMRER/TA
or 5 I #3AB%/TA or & IV Mk
Bi/TA or 7 B AF — N —Hf3e/

#17 |#16 NOT (#12 OR #15)

314

[ 2 v U R |

# (L

SCHREL

#01 |H@)E/TH or B2/ TA or X 5
J—=/TA or B225A/TA or 2
A /TA or i/ TA or Bfa
WAE/TA

24,492

#02  |\WEYS  #R1E/TH

7416

#03  |WMES:/TH and JE#r4x#/TH

4112

#04 | (BfiERS/TA or BHZEMNES/TA or
PHEEES:/TA) and #8/TA or
iR/ TA

8,609

#05  |WESS i/ TH

3,730

#06 |7 ARG/ TH

18,686

TA)
#16 | (#13 or #14 or #15) not #12 3
#17  |#9 not (#12 or #16) 49

X Hk

291) McArthur GA, Maio M, Arance A, et al: Vemurafenib in
metastatic melanoma patients with brain metastases: an
open-label, single-arm, phase 2, multicentre study, Ann
Oncol, 2017; 28: 634—641.

292) Long GV, Trefzer U, Davies MA, et al: Dabrafenib in
patients with Val600Glu or Val600Lys BRAF-mutant
melanoma metastatic to the brain (BREAK-MB): a mul-
ticentre, open-label, phase 2 trial, Lancet Oncol, 2012; 13:
1087-1095.

293) Margolin K: Ipilimumab in a Phase II trial of melanoma
patients with brain metastases, Oncoimmunology, 2012;
1: 1197-1199.
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CQ8. BRAF*” BIZFEERERFEHREL
BBRROEESZREFLETREN?

IR BRIOHEOREE L 2 5 2 L4 LB
AHH T X BH41213, BRAF'™ {572 Bkt 136
BEAMAL L TRET S L2RETS

BERER - AAZE HERE : 14/14

#2E : 2B

HFE-BH: 25 —< IS < ST
LR EDBIZTERP L ODEAET S, ZO—DT
B B BRAF™ AR T2 SIK 3 2 5 TR SR I3 AT
MR T ) —<OERFEROD LD E > TV D, BUE,
BRAF"™ #{n T A RMAIIFIE, BBEVWIhoE
BRI T O ER SN TV A7S, FRE L EBEOMT
MR ROTHET 2RSSR S Tns. wih
THEMT 52 L BHERI N OGN T 214 Th
V. IE LWWBR T2 R RS X 2 0 TR R o
BHOWEIL, FHOERNS L BB TPRICENT S
728, BRAF'™ R FARMA 2 FEH L i vg
NTEETHREDPOMFIEETH 5.

BI2EVIREL : M — 2 5/ — < B ORI HEARE & iz
BHAMG O~ 7 T BRAF #5728 Rld & Fi, g
L 72 B HEAFE I 20 #@ > - 72, DerSimonian-Laird
B% 7oA E RN IC & > T BRAFY™™ {74
ROREMREZER LA, FEERIZ 013 (95%1E
FEIX I 0.08~0.18, P<001) TdH o7z JFFHEAMREH
BRAF' jE{n T2 RV TH - 72554 1B BEALRR
LHETH AR, B 5 VIZFEEEM YT
B o 1A B D B TH 2 hERIconT
b FBRICIRENT L7z, ZOfER, #iE 25082 (95%15 M
X 071~094, P<0.01), #%#H25082 (95%f5H#EX
M 070~094, P<001) THo/z. 77 vHwn7ay
M TRZZENA 7 A DB R E b7 #ih
#1213 BRAF R 72 R 0@ 2 X B N
A7 R, A HAHK & iR BAML#K O X 7 T BRAF #1x
TAEBMRAT OGRS TZHE B D IR DIFHT & 72 % BN
A7 A, NEO#E, HPO@EIC L B IFEEE, W
VTN A ZDEN K DA, BHEETDHEE R
Shz. BEML s, o7z (F=70~80%).

BN BRAF™ B{n FARMA L X 7/ — < E5EH
MR L R HEARRO &5 S5 2Bk E LTI ) 2Mic k-
T, B, EREALANE, SEAPCESD S
DD EMGE L7z 2 F— MFFEOMEIL 0 TH - 7.
FO70 AT ) = FEREEAM L R AT,

BRAF"" SR T2 R OMA G RS T M3 2= (T
Bi) ZRBT Y M ALELE EHREBODH DL AT
J == BEITBUT DI HEAR & iR RO BRAF
TR T2 SLTE B & ST L 72 B ud BRI 5 22 i o>
YT F) AR IMAIEL, THEEEIZ133% TH -
7 ZTT, RAYTFY TV AHPKR L LIEGIR
TEIFSE D v G2 & RIT L 720858 154, 38 & OV
YT FU T AERATIBRS, MR DITEY & L7
AR O HiE Bk BESE 5 #i & A b8 T, BRAF™ i {x
TEREHEDO A Z 7 F1) ¥ A MEAAT- 72, Tl
RIFPWD A Y TF ) AL FABRETH 72, &5
2, EBRRTIE MBI RS EEEMKICL S
BRAF'" B{n T ARMAEOKRICE ) 5 TENED
Be5aET R L VW EHRENS. £ Thlkk
(2, BUEH, IR HMIREILIC BRAFYY {5 148 R b
HETHLHPRIZONWTHAYTFH ) Y AZMAIL
Tolz. ZOME, BB X 2 BISER~NOH G A
Fv 7, BIOBEEC X 2 IEBIGE BRI~ O 525
20% 28 Z A REE AR E /e, DLREX D, A
HTHEFIOHEORRBEY G 2 2 2 & & (B
T X 341218, BRAF (5 T4 BRI G
DR & 70 DB AR Bifk & LTIt 5 2 &8
ZFLwEoHmcE 7.
BRERICAVIEDEES  BREMMKE HwTo
BRAFY™ itz T AR ZIRE L7228, EBIITAER
T AHIIEBEOREL M) MR D S\, KRR
HRMREITHENY S Hifm B 7 & IR 18 31
DHEBEAT> TRWEEZ D05, HMEAT) DEHD
HIWTE, 25K, BRI X 2 Ao R
BEOMELEXEZE L TTH) LEPD 5.
SHEOMAEDFEEM : S x5 7Y v RITHW
FEBIRT AT ZE T ldxt g & 7 - 72 Afl, BRAF™™ #{x 1
RO, WM REPERTH 72 T2, B
BRERNTILD N TH PRI G S NG O 4T
KRB E, ROEELZT T M AIIOVWTHA
F— MR ED 572, D EORMEE XD, SH%onf
JEaE & LT, AFRCTIRBRIGE S T 5 BRAF™ i
R ERBAZT o 7 HARNEF 2 W RIC, HBHAM
R OMAAE RIS T TR G S - f
&, R HHRE O MG I E D W T TR SN
B3N 2 %2 WA T 2 LEBH 5. TFEH
@ performance status R HHEHE, Wi o5& %
Hbe7z BT, R, WHUEAAEGIN, 447
BT 5 3k — MIEPLETH L. SHIC450NE
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BRAFY: B {Z 2RO ADENT & L7255, Moz
DT ERENE L0 TENEORED SHiEL L& 2

#06

melanoma* [TIAB] AND (secon-
dar*[TIAB]OR metasta*[TIAB])
AND (mutation* [TIAB] OR DNA
[TIAB]) AND (BRAF* [TIAB]
OR Proto-Oncogene Proteins
B-raf* [TIAB] OR Proto-Oncogene
Protein B-raf* [TIAB]) NOT med-
line [SB]

249

#07

#5 OR #6

610

#08

#7 AND (“Cochrane Database Syst
Rev” [TA] OR “Meta-Analysis”
[PT] OR systematic [SB] OR
“Guideline” [PTJOR “Guidelines as
Topic” [MH] OR “Consensus”
[MH]OR “Consensus Development
Conferences as Topic” [MH] OR
((meta-analysis [TI] OR guideline*
[TI] OR “systematic review” [TI]
OR consensus [TI]) NOT medline
[SB]))

15

#09

#7 AND (“Randomized Controlled
Trial” [PT] OR “Randomized Con-
trolled Trials as Topic” [MH] OR
(random* [TIAB] NOT medline
[SB]))

34

#10

#7 AND (“Clinical Study” [PT]
OR “Clinical Studies as Topic”
[MH] OR ((clinical trial* [TIAB]
OR clinical stud* [TIAB] OR case
control* [TIAB] OR case com-
parison™ [TIAB] OR observational
stud®* [TIAB]) NOT medline
[SB]))

84

#11

(#9 OR #10) NOT #8

91

#12

#7 AND (“Epidemiologic Research
Design” [MH] OR “Study Charac-
teristics” [PT] OR “Epidemiologic
Study Characteristics as Topic”
[MH]OR ((follow up* [TIAB] OR
cohort™ [TIAB] OR comparative
stud®* [TIAB] OR retrospective
stud* [TIAB] OR prospective
stud* [TIAB] OR longitudinal®
[TIABJ]OR control group* [TIAB]
OR Feasibilit* [TIAB]) NOT med-
line [SB]))

241

#13

#12 NOT (#8 OR #11)

176

[P 2 P LR

SNB7, RIEER & 72 5 KERSTIZOVWTHI
FEOBEPULEE 52 5.

XEktRR & SRR

54 MV WEAT ) —=

CQ8 |BRAF'™ fn -2 BARA L S 3
CHBHEOCELE L ERIKE TRE
o ?

7—% |The Cochrane Library (CDSR,
~N—Z |CCRCT), PubMed, E&rhiukaE
[The Cochrane Library]

# [LEEN SCHREL
#01 |MeSH descriptor:[Melanomal| 66
explode all trees and with qualifier

(s):[Genetics — GE]

#02 |MeSH descriptor:[Melanomal| 221
explode all trees and with qualifier
(s):[Secondary — SC]

#03 |MeSH descriptor:[Neoplasm| 4,530
Metastasis] explode all trees

#04 |MeSH descriptor:[Sequence Anal-| 457
ysis, DNA] explode all trees

#05 |MeSH descriptor:[Proto-Oncogene| 93
Proteins B-raf] explode all trees
and with qualifier (s):[Genetics —

GE]

#06 |melanoma®: ti AND (secondar®: ti,| 142
ab, kw OR metasta®: ti, ab, kw)
AND (mutation*: ti, ab, kw OR
DNA: ti, ab, kw) AND (BRAF*: ti,
ab, kw OR Proto-Oncogene Pro-
teins B-raf*: ti, ab, kw OR Proto-
Oncogene Protein B-raf®: ti, ab,
kw)

#07 |(#1 AND (#2 OR #3) AND (#4| 144
OR #5)) OR #6

#08 |#7 CDSR 0

#09 |#7 CCRCT 132

[PubMed]

# [LEEN SCHRER
#01 | “Melanoma/genetics” [MH] 10,298
#02 | “Melanoma/secondary” [MH] OR|187,400

“Neoplasm Metastasis” [MH]

#03 | “Sequence Analysis, DNA” [MH] |198434

#04 |“Proto-Oncogene Proteins B-raf/| 5231
genetics” [MH]

#05 |#1 AND #2 AND (#3 OR #4) 361

#

(LN

SCHRER

#01

RO =R/ TH

1,785

#02

Htulifi/TH and M4/ TH

2422

#03

(H)fi/TA or #5 / —=</TA or
BQA/TA or Bt v /TA or
B/ TA or BEOWIE/TA) and
§infs/TA

3,859

1842 H Bz 253k £ 129 (9), 1759-1843, 2019 (A1)
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#04 |DNA FE#45#7/TH 14,519 #13  |#7 and (5 ¥ ¥ 2 bt/ TH| 11

#05 |Braf #EERT 5 © 87 H/TH 1,162 or EFMFERFE/ TH or 92 RIK5E

#06 |DNA BCH) 5T /TA or DNA ¥ — 27| 4903 74~ /TH)

IV Af#HT/TA or DNA vy —27 = #14 |#7 and (5 ~ ¥ 21b/TA or H{E% 4
Y AP:/TA or DNA V=7 v v 1b/TA or EFWFE/TA or ¥
7 /TA or DNA ¥ —7% ¥ Af#HMT/ 98/ TA or BIZFSE/TA or HEWT
TA or DNA 3FREHN 54/ TA or W78/ TA or #1812 W8/ TA or i
DNA BHIPE/TA or 7 ) LfEHT/ BRI HRIFZE/ TA or HilAl X5/ TA
TA or DNAZR5#H7/TA or DNA or Ik — MFE/TA or BEFKFSE/
ZEIRIS B HT/TA or DNA 4 57 TA or Wi#FZE/TA or A AWF5E/
H/TA or BIZTEEMA/TA or TA or SEIIMREVENIZE/ TA or ME
Braf i FE (1% ~ 787 B /TA or WAFZE/TA or £ Hiik L FNFZE/ TA
S GBS T4 787 B Braf/TA or or’S4A vy v 7aY 2 M/TA or
BRAF/TA BEARFA/TA or BKRHE/TA or

#07 | (#1 or #2 or #3) and (#4 or #5 or| 67 8 THHEAESR/TA or 48 TTAHFER/TA
#6) or &5 I A E/TA or & IV #I#R

#08 |#7 and RD=X%T7F VT A, #&| 0 BR/TA or 7 1 A% — /N —ff%8/
WA T4 V) TA)

#09 |#7and (X ¥ T7F VY A/THor ¥ 1 #15 |(#12 or #13 or #14) not #11 12
ATFIT A7 1L¥a—/TH or & #16 |#7 and (PT = EiwmL CK=t )| 26
WA KL /TH or A% 7+ #17 |#16 not (#11 or #15) 22
VA/TA or VAT T A v 7L
Ya—/TA or#B#ETA FTA4 2/

TA) X B

#10  |#7 and (PT = #&) 2 294) Valachis A, Ullenhag GJ: Discrepancy in BRAF status

#11 |#9 or #10 3 among patients with metastatic malignant melanoma: A

#12 |#7 and (RD = 5 » ¥ 2 fbIbi ek, 4

# 5 2 & AL EER, gL

meta-analysis, Eur J Cancer, 2017; 81: 106-115.
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