s % 2026452 E4ET (S58ML, ADREET. FHE L O B8 SRR
%2005 3 AT (BTHD . cha Si%?ﬁ%ﬁ
Bk 1 5T LI (5) o
2~=8CThAF (FIMvmyT) $£0.5mg $E2mg KNI 40y 747mg
HHHEAR 364 H EBES  |22800AMX00374000 | 22800 AMX00375000 | 30600 A M X 00240000
i bnliab 20164F6 H 20164F6 H 20244F11H
nEMEER
MEKFEZ= 5]
RS XAFZT T AFILZRILEFXSD RS
X:F_Z I‘ SEO 5mg
X:F_Z I‘ 7 2 mg
] ® o
— ~
X:F_Zl‘d\'ﬁ'.ﬁﬂ RS0y 4.7mg
MekKinist. Tablets
Mekinist.Dry syrup for Pediatric
PENE LS 3 |
(EE-EMS0UFE XYV HEHT28) b NOVARTIS
- 4. FHEERIZENR

» A’Tt—?ﬁ’&/ﬁ?\t\_

&, TR

1.1 KENZ, BREFICTIMITTE 3 EEMH
DI - BEBREFOEMDS £ T,
FEOHRSHE EHB SN BERICOVTOHRET
BRIAICKIL S, BEIEZORIEIC

ICHWVT,

2.1 KA DRI

B RVEREETHHBAL. AEE2BTHLHHRET
B¢,
2. B2 (ROBHEICEBELLEVIE)

X U BUE DBEERE D & 2 3%

3. #ARK -

3.1 fHEE

IR

W4

AF = MEO.5mg

AF = A ME2mg

AF = A MAEH
Fo43 0y 74 Tmg

(R %y

15Eh
Mo AF=T TR
T2k E T R
#0.5635mg (k
FAF=TELT
0.5mg)

15EH
NI AFZT TR
FIVANKF VR
2. 254mg ( k
IAFZTELT
2mg)

i A

MNIAFZT VR
FINVANVEKIF VK
fFm#5.3mg (&
FAF=ZTELT
4.7mg)

AIAL

D-wv=pF—I,
+trao—A, 7o
AO—ZA, ZORA
N ATd—=ZAF M)
Ly T ) OVRE S
U AL KRS A
. A77) rHEY
VAN Y
¥ v, %7 0ad—

. TR

D-wr=F— ),
tiru—A, 7o
AU—A, Z7UORY
VAT—AF Yy
Ly T ) VERER T
MUY AL KT A
. 2577 R
VAN oA
¥ o, vrnad—
WV, R VI NR— b
80, = fRfbik

ANKTFNVIT—TF
V-7 aFE A b
VryFbrIT A A
ryoua—A, 7LV
B A . KDY
VHE—KFEF MY
Ly VIIVE VB
L, AFININT AR
M N )

3.2 RH

DR

W4

AF = A MEQ.5mg

A X = A ME2mg

AFX = A MR
KN4 20y 74 Tmg

LE2IN

HOERENIEO 7
EOZN=E Y

WALE IO 7 1 v
Na—F 4 VT

SEEXDLEN

ol
a—F

O oo

O

()

H4IE

E—

[—

£ 9.0mm
£ 0 5.0mm
J£ ¥ :3.8mm
B 1 0.149¢

©7.6mm
©3.8mm
-1 0.170g

REFRRE

&)
OBRAFEIGFEREH T 2EMEGIE
OBRAFEBIZFEEZF T 2 UIBRTRE L ET - BROIE/HE
ks
O BEIPRELBRAFBEFEREETHEIT - B
ROEWES BB - EBEER<)
OBRAFBIZFER#H T BRI AMOAEMBEA M
=
OBRAFEIGFERE2H§ 2 BEMEMRBIE
*xOPANLZEEZICHEEL FREREFREMNERE
CMRAKRKZ140Oy )
OEN L AEP RS LBRAFBIGFEREEH T HEIT B
ROBEWES BB - EBEzBR<)
OBRAFEIGFER2H§ 2 EREMEMHREBIE

5. MEER IR ICERET B ER

(BlHEalE)

5.1 143 2R % A9 B W ELE I M IBIT A&
V. BRAFBIZFARD MR S 72 %Ab B535Z L B
TlZH 7o Tl 73a'<u EX A A ST AR g v
WL L, B KRS NSNS A RSSO EE
WA IZB T 2 MOV TiE, T =794 bb AF
THETH 5 -
https://www .pmda.go.jp/review-services/drug-reviews/
review-information/cd/0001 . html

5.2 [17. FRIRIAE] OHEOWNE 2 BA L. KHIOH DK O
T A TR L7 ECHEINEE OEREITH T L.
[17.1.1-17.1.4&1]

GE/ ARz

5.3 Tt a A B HE I AT 1 BT A &
0. BRAFBZFERDPHR SN BB IS T2 8,
BN 7z o T KGR SRS I BE 3R i DL B2
WD I . B, AR SNIARIES T RS ah UL
BRI A5 W TiE, Ty = 7% 4 s b AF
THETH 5
https://www.pmda.go.jp/review-services/drug-reviews/
review-information/cd/0001 . html

5.4 [17. FRIRELRE] OEOWNE %A L. KA OH D%k K O
TR ISR L ECHEIS B OEIREIT) 2 L,
[17.1.5%HE]

AYL



https://www.pmda.go.jp/review-services/drug-reviews/review-information/cd/0001.html
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5.5 KA DM AW EI BT 5B R Va3 L C
W 7R

(EffERS)

5.6 TR 9 B IRELE SUIMATERL BT HRAEIC &
0. BRAFBIZTERDPMR SN EE TG T2,
FAZ D 720 T GRS ARSIV RE T 2 358 i S e
VDIl BB, KRS NARY IR S UL E R
HERHCBE T 2 BHIC OV T, T 2 7494 56 AF
THETH 5 -
https://www .pmda.go.jp/review-services/drug-reviews/
review-information/cd/0001 . html

5.7 MIEIRELE I IAF 0GR E LDV 15L,

5.8 FEARHERIZHA AN SN BEDOPAMEEIZOWT, [17.
BRG] OHOWEZHA L, KR OFMME R MLt r
TR L 72 1O REIDALOBEFROEFEIZOWT HEE
[ZHRES L. IS EHEOEIREITH 2 &, [17.1.6-17.1.8%
1]

5.9 KD BEZIZBUT 2 HRMER OCLEMEITHLL T
Vo [9.7. 17.1.8&H]

5.10 KF| O FAlr O P BT 2 FME R OV a3
LTy,

(FEMRA LR

5.1 15 kB A A 3 2 B E IR A RiR2 12 B 2 A1
£V BRAFEAZTARDPHER SN BB KT T5H I &,
RN @ 72 o CTld, FRER S ARSIV EE T B2 355 i DL R e
mEHVws 2 &, B, ARSI NIRRT ESE OO E
FEREZRICH T A IEHUIC OV TIE, T =791 M6 A
FIRETH S
https://www .pmda. go.jp/review-services/drug-reviews/
review-information/cd/0001 . html

5.12 BEERARERICHLA AN SN2 BEORIABIESE 2D W T,
[17. EERE#E] OHONFZHA L. BHOF RO
ZeWETaoIc gL 72 LT, BNEEORERIRNEITH 2 &,
[17.1.62H8]

(BB EEERIE)

5.13 155 B a3 2 B I A fERE 12 B 1T A HALC
£V BRAFBZFERPHER I NI BH KT T L L,
AN B 72 o TUEL KRR S 7RSSR 1B 3 it DL 1[5 e
WEHCDLZ L, B, KRS NRYNEE I I 3 i S R
PRI T 2OV, LTy = 7914 b2 A
FufETH 5 :
https://www .pmda.go.jp/review-services/drug-reviews/
review-information/cd/0001 . html

5.14 FEARABRICHA AN S N7z BE QMG BRI S 12
DWW, [17. BREGE] OHONEZH#HAIL. AR OHR)
PR e x T B L 7 B CHlIn A OEIRE (T 2
Lo [17.1.9%0]

5.15 1A O BE 2B B G RMER O LAMIEHETL L Tn
Vo [9.7, 17.1.9&H]

5.16 YIBRTA ISR BT L 72 L3I N e B 2 i & §
Al [17.1.92M]

* % (KRB HFEMINER)

5.17 A& RPUEMIEEH © 50 RIEEOH 2 BB /S
Dl B N

5.18 KK O FAlr O PRI B 2 H MR OV & I3
LTy,

6. AERUVAE

£

(BHEalE)
5757 =7 EOHICB T, dllE, AT N T AT
=7 L C2mg#1H1AL ZZERICRORS 35, 72771,
MitaPRE oA I1E, TGHHIZ12y AT L3 4%,
B, BEOREICL)EERET 5,

GEifaftiE. & E4iaH s
757 =7 OB, lE, RAIIENT AT
=78 L Cmgx 1H1AL 22RO T4, b, &
HORBEIZ L) #MEHET 50

(B IEE. KEMERERIE)
Y757 =T EDOBIZBWT, @, hIAF=TLEL
TUTOHEZIHIRE, ZEEICRIORS T 5. b, BF
DIRFEIZ X D BEHET 5o
S RALZIE, 2mg
SNRIZIE, REICAEDETROE

26kgl) F 38kglh k. i
i 38k g 51kg i 5lkghl I+
e f 1mg 1 5mg e

* * (BEEBEFRMHINERE)

WE. WA NI AF =7 L LC2mgr LH1E, 22§
BORG3 5, B, BEOIRBIZL D EHEHET 5,

WREARNZ14>Oy TS

(EfiEE. EEMESERE
757 =T EOMHIZBWT, dliE, NEICIE N T AT
T LTHREICEDLDECROMAEZIH LM, Z2E1 R
®59 %,

i 8kgll b | 9kgll E | 11kglh F | 12kgPh I | 14kgPl F | 18kg L | | 22kg L 1
OkgAily | 1kgAii |12kg A | 14kg A% | 18kg A | 22k g A% | 26kg A i
#5-5 | 0.3mg |0.35mg| 0.4mg |0.45mg|0.55mg| 0.7mg |0.85mg

i 26kgll I |30kgb) | 34kgbl I+ | 38kg L | [42kg D) | |46kl I
30kg Al | 34kg A | 38kg AL | 42k g AL | 46k g At | Slkg A
54 1 0.9mg | lmg |1.15mg|l1.25mg| 1.4mg | 1.6mg | 2mg

7. BERUVAEICEHEYT 2EE

(zhREE)

7.1 BRICAHI 2 HBG L72%E, Cmax R AUCME T3 5 &
DWEN DB HEOFEEZMT L7720, AHOLREM T
bR £ COMOMRMITET 2 2 L. [16.2.122]

#%7.2 RFIEGIZ L DREIER GERzr<) B L2BEI1
3 TRLOEEZSEIC, KA 2R, BEIPILT S 2
Lo 2L, 797227 LORHICBWT, Al
i (B DR LBz AR) UM 72 7 FSE MR Gl 5358 8L
L7238 1213, SR EIRREE O @) 22 JLiE 2 47 - 72 T, 1K
HWET LI LR IBEEkRT A2 DTS b [7.35

Slkghh b

]
REE, R e OV i e
NCI-CTCAE®V1Z & % Gradefl5E L
PEAHE R Grade 2 g
W i%Grade 3 Grade 1DUF F CREPLER, 1B I
i LTS5 % T
Grade 4 JE R4 5k
BEEGESREICE o TET LY
LT S 72 A121E. Grade 124
T & CEILE, TEBREE L TS
% TIEA
7£1) NCI-CTCAE v4.01Z & V) Grade % )52
SEOYE
HeEfioE% (A)
T A B ) 5= (1H1M)
E G 2mg
1B R ke 1.5mg
2B 1mg
3B 5k
E2) WY R ALEIC L) BIER BB T & oA 2. e L o B
[ % % CHg T
HeEHFgo %2 (N
A B ) 54 (10 1ME)
WE G 1mg 1.5mg 2mg
1B R ke 0.5mg 1lmg 1.5mg
2B B iR 45k 0.5mg Img
3R A — G-Ik Gk
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INEHRFI A vay 7og4e
e HZ (NR)
e (1010mE)
Skgl k- | kgl E [ 1kgll - [12kgll - [1kgl) I [18kgl k- [ 22kg ) -
Okg Aty | 11kg oA | 12kgAiinG |14k g A | 18kg Aedii | 22kg Aiif | 26k g Ay
B 10 3mg |0.35mg| 0.4mg |0.45mg |0.56mg| 0.7mg |0.85mg
P ha
1ELR

26 0.15 0.2 0.2 0.25 0.3 0.35 0.45
) .15mg| 0.2mg | 0.2mg |0.25mg| 0.3mg |0.35mg|0.45mg

3B | BeG | BG5S | #B5 | B | &5
o N SO N 0 SO I 1 SO O SO N 0SSO N S IO 0

J AR
Fﬁl’;léll:ii.Z)

(S

0.25mg|0.25mg| 0.3mg {0.35mg| 0.4mg |0.55mg|0.65mg

Ry B5 R (LHLE)

(e |20keblE[30kgPLETBtkghl E [38kgPL L [42kgbl E[a6kgPLE] o 1)
30kgsRith | AkgAith | 3kgsk i [42kgsk i | 46kghit 5l > 8

?ﬁf’% 0.9mg | lmg |1.15mg|1.25mg| 1.4mg | 1.6mg | 2mg

LB 1) 7mg | 0.75meg|0.85me|0.95meg|1.05mg| 1.2mg | 1.5

s .7mg [0.75mg|0.85mg|0.95mg|1.05mg| 1.2mg | 1.5mg

2B

e, 0.45mg| 0.5mg | 0.6mg |0.65mg| 0.7mg | 0.8mg | lmg

3Bk | &G | &S| G| &S| #&Y | &S| &5
S N (oS N 1 O I | SO O | SO O 0 SO N I N IO 0

7.3 38.0C LU EDFEH RO SN2 HEI121E. AR EIRHET S
C ko BBONER, 24 L ERBA T WA 121, KR
& F—DHETHSG ZHMAT 52 Lo 38.0CKiiDIEFAIL
IEESE . MR, ST, A v 7 VI Y PRHERE OSSO I
JERDFFFEDTFED LN/ TR ORIEZ MG+ 5 2 &6
VR UC, 7T2HOHERE O HE % 512, R % i
BT AHI . RAZIRIE L T L 4HM LN FEE D Gradel LL
TXAIR=A T A AT L B nEE. RO % dik
T5HZ L, [7.2. 8.451H]

7.4 0.5mg#t & 2mg O ALY F W FEERITR SN TV v
O, 2mgE G4 HE2I30.5meE F R L w2 ko

(BfiEE. EEMEHREBE

7.5 SkgAim O/NBEE B 2 ERMER OV et L <
WV,

7.6 $EE/NRII NS A 20y TOEYFFESMEIIR STV
e SEE/NEH S A vay TOWEBLETIHER. B
HOREL LY EEIIBISR TS L,

* ¢ (BRBEEFRMMER

7.7 MOPEMEER & OPEHIZOWT, BRER L4
FEML L TR\,

8. EEAEANER

(GhREFE)

8.1 LEENDHLDLNDLZ ENDHDHDT, AHEFRG BT,
BEOONERER MRS 5 2 & o RANEG A8 B O e AT
(Lra—%) #i7v, BEHEOIRE (LEEEE (LVEF) ©
Eoheate) B HocBigids2 s, [9.1.10 11.1.12H]

8.2 THIEAIREAZE, MUl E R R pIEE, WSO EE IR
BEEPHE SN TV EOT, EWRICIRO BE O H % R
THZE, T IROBFENTHD SNHAIIE, ER LI
itk E 22T 5 L) BBEEIFET L2 L,

8.3 HFHERERE =43 b L 2 L D5h DT, AFIEGHhITE
WM IR RER AR 2179 2 &6 [9.3.1, 11.1.281H]

8.4 HEDEHE ISR S, BEEOBK, IRIMEZ £ #1d
WHEINTWHLDOT, BEOIREE T8Izt L, BEDR
B O NHA TR RECREH O G % &) 7 AL
ATV, BGYES O R R T 5 2 & MEHITRIELSAR
TG, BIOAT A FRIOHES 2S5 2 &,
[7.35H]

8.5 BiRGRMHIE DS S b D Z L3 HDT, HiARE. B
&, CK (CPK) L&, MKk URHP I+ 70 s BRI
TEET AT &, [11.1. 48]

#8.6 I ERIAE. HIMERRAED S Sbid 2 L2350
T AFIF G AR % £ 5 7 EHEE A 1
ATH 2k, [11.1.781]

* % (KRB EFRMEINERE)

8.7 BAMLCHE ([TRIE L OUTHED ERAKGESE - @ISR
HeE AMBEAOBYMEIR LG D P ATF T
(FE38 L 7oA A B ST PN S & 7o 2 ) | 55) % i
THZE,

9. BENEEZ2ETIEREICHT IR

9.1 AHHE - MEEEDH 58E

9.1.1 DREBXXIIZOHREEDH 285
EIRDEALT B BEFNHDH B, [8.1, 11.1. 1]

9.3 FFieEEERE

9.3.1 hEEL F O #EEREEEE
RFENOWEF RN 2 W etk d 5. [8.3. 11.1.2,
16.6.1%:H]

*9.4 £HEREEHT 5E
IR AR D & B 1E . RFH S K Ol 51
16T B\ THREAE 3 2 T T ONE Y 7 BT 12D TR
452k, [9.58H]

9.5 111
T I AZIEAR LTV BT REE D & A I 3% 5 L v S
EDEE L, AR ERITIRSICHRE T A5 A, KOS h
VIR L7235 a2, IBIBICR 3 2 et 2 B o3l &
LTl BIWERTIE. Iy MIBWTRBIY O KRN
BOMAE ., 75 PR 56 15 0 B I 1 3G VAR o R Al A
0.094/0.031mg/kg/H (#I1al/2[ B L& O3 S5 5 W RIgE g2
= (AUC) O#0.3f5) U EDEETAHASNR, HFIZBWT
BEW ORERINEOMBAE, FE. JEIEAE DML ME%
FH OISBUEEE O BN250.077/0.0385mg/kg/ H - (R & &
(AUC) D#0.11%) D LEDOEETHO LN T WS, [9.45H]

9.6 RALB
HEELOFHRUER OISR EOG A EB L. B0
RidH a5 2 8 b PO ADORBITIEARH TS B,

9.7 MR

= (BMREE. PR E. FEfRamnk. EREEFER

5P BLE)

MEERMRE L2 IRRHBIIER L Tz,

(EIFZIEE. (KB EAERIE)
AR, HrAE R 2 5 & U7 BRIREUBRI S0 L T2
Vi, [5.9. 5.15%H]

9.8 mknE
BHEONEZBE L 200 EER L TG T2 2L, —RICE
HREREAME T L TV %0

1. BERA
ROBERRH S5 bNDZ ENHDLDOT, BEET5I14T
W, BEDERD S NIGA IR R kT B A S L
BxEiTH) 2 &,

1.1 Ej(tﬁglﬁ’ﬁﬁﬁﬁn‘ #2). 3)

11.1.1 DEE
LAE (0.1%. 0.5%). EEtEREAR 4 (0.2%. 1.4%). B
WA (5.8%. 4.7%) HOEELZLEENSH SIS
EDBH Do [8.1, 9.1.1%K]

11.1.2 FrigeE=
ALT (11.2%. 4.3%). AST (11.2%. 5.2%) o A5 %
P IFRREREE 258 5 b A Z LD A, [8.3. 9.3.1Z:H4]

11.1.3 EEMMER (0.1%. 0.5%)

11.1.4 BERUHBAE (0.4%. HHER)

[8.5&M]

11.1.5 BRIRIMAEZEMRE (0.3%. HERH)

11.1.6 RMEES
MR (0.1%. $HEEARBD) . ek (Wb SHEEARE]) &
ORIMEEENS 5bId I EWdH b,

*11.1.7 FhIREDE (8.0%. 1.4%). AMEKHEE (3.3%.
HHERH)

[8.6Z:H4]

4



D) BERZEMEHOREBEE L, ¥77 7 =7 LOH

MRE, ARH) AR SR O NI FEH L 726

11.2 ZDOMOEHER
5757 =7 L Off

10%E | 1%~ 10% ki 1%k | HEAY]
TALK, I | Mg, R
T - 5. NE % B, LN -
%
e B, R
| IMILE =
FERRIBOE . K.
. I~ U2 A
R SEL Y A
o LA
e T FEEMD . K
| R R PE= 2 11— - -
B » & M T RO R B
s BOEE|RIME. M|
i . FPIE. $BIR
IR, R
FHE, I
T
B, GIUE ., | > /SRRl | CIaE s
M (. sk, QT/
®.0 - - 7 L) QTc I HEiE
E. BE70
v
I - W, RN - -
I N TN G N TN R TI
(CEL = W LIR%
o ALP .
JHEIIE % S GTPHI
BB BE |20 HE. SERH SV B
Hz Jik g Je. KB, H o RV R S
SAAIE. BT, JE (Sweet
WAL, BB, =)
R F - RIERRA -
FR AR, B
MIRZE. ZITHE.
REMfk 2%, B2 f
5. LR
e |PEHG | DU ARRA . -
WA v 1 CK i
B A
- ) B S, AR )
i IR %, &
0
S H(49.6%). | BT A AR R | i R
4 JEyr. B |E, A TV y ~
PR, HEO
S, (RIERN
TRt foerE  |FLUEME. 8
A WAL
Toruaa) K
N[5 10))5
Z ot - BT L -
M. 7 7
Ay k==,
R — I 9,
g
ARF) B 1)
10%0F | 1%~ 10%Ki %Ki | HEARY]
s - Ea k. A% - HHIE
R W R 9
L3 - £l - -
o - - (R B
T
. TR - [EmESasEs -
WL R PRI, 3% | Bl R, 0L RO IR B
# R LW 2R, BN
i} - W6, BRI | 32 L s
.M
B HAIET
BIME. ) ¥ 23| BIR ISl a1
. o (& Lo QT/
.0 - A - UL, BRI QT M W i
0y
I - . IR - -
T (33%) U ML AL M [ T3
WHibe EL . CINEEHE, T -
I8 % - ALPRN - -

10%20 E 19%~10%Ail

3595 (56%)+ | € ) HAE LB
SRR | T - RIEFARA

Je. B WL\ HANAIERERE, - -

B BEE (MR, 00 - b

NENR

- 1 CKE I - -

NI

PRI FiBi o g0, 45 - -

siE

Zofh - - BRI -

H2) ¥ 757 =27 L OPHIEO L, BB (MEK115306

B, MEK1165133t5%, F23015UEk, E2201508%, X2201308% 5 O

G22015t85) 123k EFma L 72,

ARF U G O BV . SRS (MEK1142675088%)
T EE L7

14. BALDEFE

CMRAKRKZ>OY )

14.1 BFZMHFEOIE

14.1.1 BEIREG S I L CEMERN RT3 E, %55
OFBENHFETIRET L L,

14.2 EFIFARBFOEE

14.2.1 2O T XVICFER SN TV B HENE TR E AN,
B CEBEIRAIL Ty ey THRIZAET L L, b, 5
Boyay THIEZ M AF =7 L L T0.05mg/mLOETR &
Ao

14.2.2 Ao Ty THNE. 25T LT CESCEAE L. s
XgRnI k. FEBO Oy THENE. HHOBEER L.
FELH 2 S35 H LN 2 & ) 535H 2#58 1L
FMEE, vay THRIRBEET LI L,

15. ZOMOEE

15.2 FEERREABRICE D < 153k

15.2.1 5 v b®0.016mg/kg/H (FiFREZR (AUC) D#0.2
) VL EOBECINEROBIME O EAR DA A STz
ZEmD, ZIREEICERE A LI T REM DRI X 7z,

19 A BEEAI

1E3)

15.2.2 v 2 9D0.25mg/kg/H (FEKE#EE (AUC) O3

) Lo TOB ORI AL A& b 7o s = B RE
O TAE NGB R N LEEOKME. 7 v b Olmg/kg/
H (FREER (AUC) ©f0.5~0.8f%) BETILEY » @
Tl % RF ) O O S IR & OB AT A & 7z,

15.2.3 In vitro 3T3 NRUNEHEMRARIZB W T, RFNLEFHE
HT HUREEARIZ S N7z,

15.2.4 S5 v F®0.0125mg/kg/ H ~0.08mg/kg/H (A=
7T~21H ¥ G5 Ht422~45H oF5-8) (A DORGREEE
i (AUC) 0#90.315) Lo TlE - 36:% (KEmD,
HREOEM, ERIOORIE), & (KBS — KRS0
HEADEENRRZ LN,

16. EHBHHEE

16.1 IMepiRE

16.1.1 BERVREHRS

HA NFETEREEEBIZ, 757 2 =7150mg? 1 H2EFEH T T
b F A F =7 2mg% L H 1A ZENG G BB R G- L7z, b T &
F = T O IMSE PR L3 512 1R CRm el L 72V,
HRELCE TR R EABNIC b5 A F = 7 2mg % WA O S L O
[MC] 7 X F=Tbugk HEIFIRNHS L7z & & OFRR/S A
TARAFE) T 41k, M72.3%TH - 727,
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BERER (h)
HARANEREEEICY 77 7227 TThI AF=72mg%k
B fr O ERIR G Lz & S ol b5 2 F = TEEER
CPIgfiE+ B8R 72)

HAARNEIAEEE Y 777 2 =TT T M7 AF =7 2mg% Hal L O
FAEREIOHE G- L7z L SoMEEm N 7 XA F =T OEYBEE ST A —F

Bk Cmax Tmax AUCH Tz
(n) (ng/mL) (hr) (ng - hr/mL) (hr)
7.82 0.97 376% 82.9%
L 6 12 | 09238 | 3.1 | 468
32.5 1.2 448
2L 6 (20.2) | (0.9-5.9) (25.5) -

BATTIGM (ZIRE%) . Tmaxidhdefli (R/IMiE - K H)
#1 :1H HIZAUCie. 21H HIZAUCo-2m
#2 :n=b

16.2 RIR

16.2.1 BEDHE
AHEEITRE B 246012 b 5 X F = 72mg™V F @ - ma o)
— AR AERICHERROES L 2FoIiEs b5 2 F =7 DAUC
T O Cmax 3 A M ISR T, 2210 O70% KT L 727,
[7.1zH]
1) RROKEHE - AR, ¥7 97227 LoHicBw

T @HE. RAIIE NI AF =78 L C2mg#1H1E., 22§
BRI 5-CTh 5o

16.3 9%
M AFZTOU MR ARGHEIL96.3~98.6%THh 1 . i
AR R IR RI3 T - 7240 (i vitro) o

16.4 X

16.4.1 /n vitro
FIAFZTREILCHANVRFL AT T —BIZL VBT EF VL
X, DERPICCYPIAATH R S 707,

16.4.2 /n vivo
HEEE R B 26 [UCl o AF =7 (B 2mg™ % i
[ PG L 2B o e b2, KRR S (g
BREDFIS0% L) . RE & L7 2 F vk, Bi7 2 F viko
BRALIA R OB 7 2 F MR D 77V 7 1o v BRfa Akt S 7z

16.5 HEitt
ALE N BEIRE B 2B [MC] M T AF =7 (i) 2mgtl % Hi
[l ¥ G- 0 EHRIRE RS I3 E P T D . WU REO P IR L
Be Gt BE D35% UL RN D81%LL 1) b MR 13455
HATRED9 . 0% LI GRENED19%LLT) TH - 7z HgTaERIL
I G100 [ F TTH0% AR TH - 728

16.6 JHENDEREZH I 2EE

16.6.1 FFikREEERE
HHE A D RFHERET? D70 2 BB ARK % LH LR SRS L7z
B IMAEh SR ENFE /ST X — Z 1T D EB ) TH- 72, [9.3.1
Z ]

HSHEI N DIFHRE D #70 2 BB N IAH & JAERE IS L7z L &0
Mg~ T XA F =T QY FRE/ T A — %

e Gk P Cmax AUCo-2n
(n) (mg) (ng/mL) (hr % ng/mL)
I 10 2 26.149 (38.03) 449.54 (32.76)
[ 6 2 26.196 (58.85) 352.113 (49.73)
o & i 2 1.5% 13.00. 14.10 212.41, 248.47
1 2 14.60 320.50
2 1D 7.57. 12.00 114.79. 165.57
X 1 1.5% 7.43 118.37
RATFIME = GRMEEIRE%) . n=1301Z20 34 (LRI H

#2) NCIZ#

16.6.2 /N2
HEALEE T AHRRER (A2102308% % OVX210158%) & OB 58 TTAH
BE (G2201388%) (ZHLA AN S 729561 (678 L1 Adm) @
T =5 & 7z RHE SR B REFRAT DG B (D26kg bl [38kg i
OEHIZImg. @38kgll -51kg A D EH 121 .5mg, @51kglh k-
DBFE | 2mgk FNZNIH I EREHR S Lco, T 25
=7 ®Cmax (ng/mL) K UAUCo2s (ng - hr/mL) Oyt
D15.3/% 12564, @19.8% U345 134F ONI2(@21 . 1 K U381 .5 & HEsE
Shiz,
WAV T HABR (A2102588% K OV X21015808%) & OV EIBR 4L [ 25 1T
MR (G22015UER) 1ICHLA AN S 7224406 (0% DL E185% &
i) OF—% %7 HERSEY B BT O& R, O17kg A
120.038mg/kg. @17kgll E26kg#iii120.038mg/kg. 326kgLL
38k A 120.032me/kg. @38kgll _E51kg i 120.032mg/kg.
®51kgl EOBHI22mex F N1 H L BERE %S L 728
D, F I AF=7DCmax (ng/mL) K PAUCo2n (ng - hr/mL)
oYz, O18. 1% 1°216.9, @21.4K% 1°274.1, @21 1%
291.5. @24.08% U347 .83 TN2(®26. 05 18399 . 8 L HEE 7z,

16.7 EMHEIER

16.7.1 /n vitro
h 9 A F=713CYP2C8. 2COK U2C19% fHE L (ICs - 21
0.34, 4.1%05.0uM). CYP3A4R U2B6%FHETHEEZ LN
720 %72, PgpU'BSEPOREE TH Y. Pgp. BCRP. OATPIBI.
OATPIB3. OATI1. OAT3KUMATEL# HEL 72 (ICx - #NE
5.5, 1.1, 1.3, 0.94, 1.34, 2.58J%0°0.0609uM) ',

16.7.2 /In vivo
¥757 =7
SREL BT R ELTHIC b5 A F = 72mgd 1 H 1A KAE R 1% 5
L5777 2 =7150mg® 1 H 2 SR #5-% 0F F L 7z kg 1
Wb 5757 2 =7 OCmax k. 'AUCIK, ¥ 79 7 = = 7 Bk
HEFIHAT, Z2NEN16 5 U23%80 L 722,

17. EBPRELHR

17.1 BEHHERCRLMICET 2558

GREVBRTELBHEEE

17.1.1 ERZE I/ I HEERZREBR (MEK116885535%)
BRAF V600E/KZ% %43 2 OMATEEMRES (8B 1H/S—b)
T OB YIRA R 2 ARG B (5 T S— b)) GEGIE :
@6 @661) ZRRIZT AF=7 2mgx1HI1EEH%S)
EF 7572 =7 (1M150mgx 1 H2ME 0% 5) # A3 54 1
/TANIEERIER TR BR & JEMi L 720 8 AT S — MIZB T 5%
HI1383% (5/661) T 720
BRI EBBEE L, 100% (12/126]) THh o7z ERBEWERHIE,
FE66.7% (8/1281) . ASTHIIN I OHKAYHETAES 50.0% (6/12
Bl) ThorVs [5.28M]
##1) RECIST (ver 1.1) #'4 K4 12X B iBBRE(LE T2 5

< H%E (CR+PR)

17.1.2 B E NHEERRER (MEK116513548%. COMBI-v)
BRAF V600E/KZ 5% H 3 2 RIGYIRAHE 2 v LA lE R 5704
Bl gz, I AFZ7 CmgElHIE#EHESE) L5757
=7 (1M150mgx 1 H2MEA¥S) &0 28 (DR
35261) £NAT 7 =7 (1H960mg#x 102 AHS) % %5
FoH (NAT T 2 = THE3200) & ER L 7245 A IR B i 2
LIl ER % 90 L 720 A (OS) ORIz BT,
NALT 7 = THEE I L CHRER IS B W OREIEIICE =
RIEREDFED 57 [Kaplan-Meierid: CHESE L 7zl © PF T
FEHRTE, NXATT72=THI7T.22 . NF—FH0.69 (95%
fEHEX M 0.53-0.89) . EHlllog-ranki®sEp=0.005],



T GE/mBafGE)
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“*»W\\ 17.1.5 ERFELE [ RIMFRRR (E22015H8R)
o I~ BRAF V600EZ 5 % H3 % YA AE 24T - F5 oI/l
W T BEEHRI, FIAFZT CmghlHIEEARS) & 575
o &:;;:;# 7 =7 (1E150mg#% 1 H2E H %) offHikS (DH4R
02 EMEEH 2 GO L RIEE O 5 2 BESTE (HANBE1R L&
o ). OLFEEIRE O 2 WIEFE366I) & MET T 4 4 TAHIEEMIERS
S BB FEH L 720 TR (%) 122 h2hD63.2 (95%(E 1
NnTomeSh W e . se o & m T8 X :49.3-75.6) L U@61.1 (95%EHXME : 43.5-76.9) TH

272
NIRFZTLYTTT 2 =T BRI B SRR S
FEiE. 89.2% (83/93% (HARANBHIBIZ &) Thorzo T
RIVEFIE, 58849 .5% (46/9361) . HE.0:38.7% (36/93%1) . Mk
T OS2 S W2 05:26.9% (25/9361) TH - 7217, [5.45H]
(BFMES. FEMaAmRE
17.1.6 EREHFES I EERRHER (X2201588%. ROAR)
T 7 (RN @ 7 WBRAF  VO0OEZE %4 47§ 5 [
#. BRAF V600EZE S % 43 % B L BG4 IR 1
BHE & (18 E) #3512, M I AF =T CmgH 1H1EE
H#h) &4 7957 x2=7 (1E150mg% 1 H2MEHEH#5) OffH
Y- & Mt % 65 WAHIE B Wb ot BGUBR & 92 fti L 720 %1,

SELAR (0S) ®Kaplan-Meier i
(MEK1165133 B ITT4M . 20144E4H17H % v M4 7)
NoGAF=TEFTT 7 2 = THABERICB T L EIEHSH
BEIEIX, 91% (320/35061) TdH o7z EREIMEAIZ. J847%
(163/350%1) . TE5E28% (98/35061) & OFE.[:23% (81/350%1) T
Hor, [5.28H]

17.1.3 B L MEEERHER (MEK1153065%8. COMBI-d)
BRAF V600E/KZ 2 % 45 3 2 MG YT BN fE 7 14 S 40 i AR5 423
Blzx%ic, P AFZT CmgxlHIEGERHRS) 575
7z=7 (1A150mg#k 1 H2ME 0% 5) %663 28 (BEHE
EH2116)) L5797 =7 (1A150mgx 1H20EA¥S) %
P-4 28 CGEFIReERE21260) % Ml L 7245 AR 5 i e e

BALLE B & i L 7o MEAEAEWE (PES) OBHFIZH KDOLBY ThoT,
T, HAEPRGHE L L CHFRBRER 2B W OREHFICEE R DA = ZE (%)
BEH %15 H,
HERE AR & 17 [Kaplan-Meier # CHEE L 7<riusf - e : (HEABER) | OWERE)
9.3 H . HAEEHES 87 H. N — FI0.75 (95%15HHEIX PN GE %14 3% (2) L
M :0.57-0.99) i Hllog-rankifE p=0.035) V. %4, 0SO R 13 @) >
FASRATIZ B\ T Kaplan-MeieriCHEsE L 7= irlufi 1B FIsfe: T o R
BET25. 17 H BAEEHETIS 77 HTh o7 [N — FHO0.71 WHO grade_llliZ@Wr’ﬁ% 13 @ 69
(95%fZHEIXH - 0.55-0.92) 1, JBIE (LGG) ™ (38.6-90.9)
5 - TS = R B = T WHO grade 331240 i 33
FNIRFZTEYT T T x 719?%%%«%#0»@0)‘5&1’?%%&' B (HGG) 0 * 45 (1) (20.0.-49.0)
R, 86% (179/20961) T o720 EREMEIE. 5847% o =
(98/2091) . HE5E27% (57/20961) & UEH525% (52/20961) © AN 3@ (9.4-99.2)
Btz [5.28H)] A EAMIE 55 (0) -

(BHRaEOIRHER)

17.1.4 EFHFES IBERRKRE F230175%. COMBI-AD
EIRAPIE IR ( SR : NIRAFZTES T T T 2 = T AEEERC BT B RIVEH SEEUH

BRAF V600E/KZ#£ %43 5%/ (1) A2 (American Joint
Committee on Cancer (AJCC) Melanoma of the Skin Staging
version 71230 {iilla : U v /i Immid, b, Mc) &
TR E O R B E8TOR (HARNEHSN % &) x5z,

NI 2AF =7 CmgxlHIMERHES) L5777 2=7 (1M
150mg% LH2I#E H¥%5) 263 28 (BFFH#ERE43801) &
7T REE (43200) & ik L7285 A = S e A b ik
Bz gL 7z. BEMEED LIZ7 I L RofGmix12, H M
& L7z EFEAEGFHM (RFS) OBTIZBVWT, 7I b RiEL
WL CHRRIRERE IS B W THEIAMICAE B R IERA D H 1
72 [Kaplan-Meieri: CHEE L 72RFSO v defili « fF R R E)
#. 7T REL6.69 H. = FH0.47 (95%SHEXH @ 0.39-
0.58). EHllog-rank#sE p=1.53%x10"],

RBEREFRE
1.0

0.9
0.8
0.7
0.6
0.5

0.4
0.3
0.2 TIeRE

0.1

0.0
T

s e e e e LA s s e e e e e ML S
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52

BERIH 5 OHM (B)
<uzH>

GBAUAR 438 413 405 392 382 373 355 336 325 299 282 276 263 257 233 202 194 147 116 110 66 52 42 19 7 2 0
75wHE 432 387 322 280 263 243 219 203 198 185 178 175 168 166 158 141 138 106 87 86 50 33 30 9 3 0 0

IS (RFS) OKaplan-Meier Hi##

(20174E6 H30H 71 v M4 7)

FIRFZT LT T T 2 T BRI BT A RE SR
FEIX, 91.5% (398/435%1 (HARNEEIBIZ &) ThHotze I
ZREIWERE, 38856.1% (244/43561) . #%5739.1% (170/435%1) .
AE5E35.6% (155/43561) TdH o729, [5.220H]

BEid. 88.8% (174/19661 (HARNBETHZ &) Thote E

REEHIE. 352441.8% (82/196%1). #5727.0% (53/196%1) .

HE26.0% (51/19661) TH o729, [5.8, 5.12%8 ]

E2) TN YT F RIS L D PIERICAIRE L XSG EDL
SELINICTEIS L7z, L2200 Ml Lo R#BICHIE L 724 EM
B M B DR B & Stz

73) RANO LGG (2011) #:#(Z X BiREBREACEMICHD HlE

(CR+PR+MR)
74) RANO HGG (2010) #:#:Z X 2 {AERE A2 £ < 4%
(CR+PR)

##:5) NCCN »7#4 K 4 », Consensus Resolution Criteria.
T EOEIRRBR O EFRD D L7 A1 X AR E
FERNZ D CHE (BUNRAEREZ M) U3 tEb 2w
CR+PR)

17.1.7 BHE 1/ 1B (1EX2101:8%. /Y— D)

BRAF V600Z# % A5 ALCCR T ¥ 4 ) > AN M EREE
(LCH) B (kDL 18mekii) Z#xt%ic, Mo 2 F =7 (6ikk
il 0 0.032mg/kg. 6 LLLE 1 0.025mg/kg & 1H 1A H%5.) #©
Ly 757227 (128K 2.625mg/kg. 128 L : 2.25mg/
kg Z1H2MEGHEH%YS) OBH#%S (DLGG : 2061, @LCH : 1061)
EET A T/ TAHIEE I BB % Fht L /-0 ZZ30E07 (%)
FENZND25.0 (95%EHEXH : 8.7-49.1) K U@60.0 (95%(E
TEIX[H] : 26.2-87.8) THh o729,

NIRAFZT LS T T T 2 =T OEETEC B B EIER SR
FE1Z. 100%Td > 720 ERFIVEMIZFEEE3.3% (16/3061) . 57
36.7% (11/30%1) . FzRE#c1E36.7% (11/3061) TH -7z, [5.8%
il

#6) ANEIZHT S 2 RHN O KL - HEIZEZEOREDOAIZHED

WTHESN TV,



#7) MIZRANO LGG (2011) Heit (2 X 2 A7 mi G 2 (2 2o
{H]5E (CR+PR). @IidHistiocyte Society Evaluations
and Treatment Guidelines (Apr. 2009) (Minkov et al.
2009) 12 X BIGEREATLEMIIC D < H5E (CR + Regressive
disease) o

17.1.8 ERFEFESE I HEERKRHER (G220158& HGGO R — )
BRAF V600Z £ % F 3 2 WIENGH A IZHEE L 7-HGGEE (1L
18 AM) (416] (HARANBELBZ &) 20 RIChT A F
=7 (6mAdm © 0.032mg/kg. 6/ L 0 0.025mg/kg% 1 H 1A
H¥t5) ™ L5797 x=7 (12K : 2.625mg/kg. 125% LA
1 2.25mg/kg 1 H2I0HE Hi%5:) OB H#HS- % WE 4 % 5 L4
e M TR SRR & S0 L 7o BN (%) 1356.1 (95%f5##
X :39.7-71.5) Td - 7%,
FNIRAFZTEYT T T = = TP FREREC B S RIE RSB
JElX, 85.4% (35/416) (HARNEZIH &) Thotz, &
ZEIWERIEFE2436.6% (15/4161) . FZfEwcHEE24.4% (10/4161) .
F9517.1% (1/4161) THh -7, [5.8. 5.9%H]
1£8) RANO HGG (2010) #:#E(2 & 2 Wil (CR+PR)

(EEMERBIE)

17.1.9 EFEHFES IHERRHER (G220158% LGGaK— 1)
BRAF V600Z R % F$ 5 WEALE#EEOMM L 7 5™ LGGE
HEO (1D RIS AM) 2 RIS, FIAF =T (6RKM
0.032mg/kg. 6RELLE 1 0.025mg/kg% LH AL A G) 0 & 5
797 =7 (12K 2.625mg/kg. 12l L 2.25mg/kg%
1TH2[AE H 4% 5) oftf#ES (D+TE736 (HARNEEZAB % &
) LANETTF v (6HEMAELIY A 2L LT, 175mg/m*%
1. 8. 15K U22H HICEIRNH ) L v 2y AF v (RO
1038 1. 5mg/m?% 1 B R CHEIRIN TS L. 208 BAREE L 7214,
GEMZ1T A 7 V& LT, 81, 8KU15H HIZ1.5me/m?*% ## ik
W% 5-) off S (C+VEESTH (HARNEF26% &) =1t
B 75 TAREVE A LIEE M LR & J2 L 720 Y (%)
1. D+THET46.6 (95%fEWAIXMH - 34.8-58.6). C+VETI10.8
(5%EHEX - 3.0-25.4) THY ., C+VEH L ILE L CD+TH T
AT EIZE o 72 (K #lpfiE<0.001. Mantel-Haenszel
71 A ZHRE) 2,

D+THEC B 2 BIVEFH S BUBE E. 93.2% (68/7361 (HANE

TR &) Tholoo ELBEWEMIEIEHAT.9% (35/7361) .

B2 EZ%21.9% (16/736) . 9E5720.5% (15/7361) TH -7z

[5.14-5.165 1]

H9) YIBRBRICHEST L2 U3 YIBo @I o 2 W EETH Y EAE
FTIPE ) AR E O 72 O A LR & BIG T 5 2 & A%
IR | WA e

1£10) G22013kBR D £ BE 1AL A AN S N7z B F O MR (WHO
R (BET20164E)) 3. T EBY) THotlo,

D+THE © B2 AN IE22060 et &y R 2161
LGG - JEiFei1afl, St 2 MiaiEesl, st sL
WEMIE, 7V 7k ES - R R R VO E A
MREEIE - R ERZ260, WO EMIE, OV F AR
et R I ONHHE T2 15 1 L A 7 25 14610
C+VHE + EHeAM o v 52 AT s 12060, 4 55 B IE 9 451
LGG - JEfFe s, LIttt S MiuiEap], 36 O 2
JE R R P R A SR v R A - IR
ERL O F AMERMIIE, 7 7RSI - FRAEE A
T OSARAACARE S MRSV 955 45 151

7E11) RANO LGG (2011) #E#EIC & 2 iged]sE (CR+PR)

18. FERhEIF

18.1 1ERH#ER
b7 X F=71%. MEK1 K O"MEK2D i HALIE ONZ F 5 — B i %
RAE LY, F20 T AF=TUL. A375P F1UMatk% T
B L 72~ 7 ADEEHMKIZB VT, MEKO®EE THHERKDY)
UL % BE L 722

18.2 HEEMHR

18.2.1 /n vitro

(1) 9 AF=71%, BRAF V600EZESH# % 58814 % b MEMETE

JE FH SRk (UACC-257, SK-MEL-1. COLO-829%) KUk
I I/ NI H AR MV S22 ik f O e b HURBR A 73 bk i R
fakk (8505C K% 1U°8305C) . BRAF V600KZEM 2 JH 4 5 b ME
PR i AR (WW165. YUMAC. YULACHK OFYUSIT1)
I OIZBRAF V600DZE S A % 5633 2 b b B4 Bl H ok WM~
115HHRAR O B A ) L 7222,

(2) FFAF=7%, BRAFMERTH L5777 2 =T LHHT
5 EI2X Y, UACC-257. SK-MEL-1. COLO-829. MV522,
8505C. 8305CHHNEA:SE (2 AF 3 % BAFH MM FH 1% 45 S A1) B AL I &
R L CHERR L 225

18.2.2 In vivo

F 9 AF=71%, BRAF V600EZEER 4 583§ 2 v MMEMHEM)E
H3kA375P F1LMIarR % B TRAE L 72~ A2 BT, Bl
EWHIL 720 T2 FIRF T EY TS T 2 T R UEHEKSGT
BT EIZE Y BRI HAME S L i U IR R R A5
L 72%,

19. Bk 7ICREY 2E(LFERIFR

— R AR
NI RAFZT TVRAFINVANVKRF Y NI Trametinib Dimethyl
Sulfoxide

1%
N- (3- {3-Cyclopropyl-5- [ (2-fluoro-4-iodophenyl) amino]
-6,8-dimethyl-2,4, 7-trioxo-3,4,6, 7-tetrahydropyrido [4,3-d]
pyrimidin-1 (2/) -yl phenyl) acetamide- (methylsulfinyl)
methane (1:1)

TR
C26H23FIN5O4 - C2Hs0OS
GRS
693.53
[EX/N
HEOHKTH 5,
ez 35y
I
HsC § N % I
T
o) \[::j;ﬂ N [ HCTCH:
0

20. BRV EDEFE

(&)

201 SR O E MEVT B 720D, WL % W L 22 m o R TRE S
Tk,

20.2 EHOMEEART 52 &0

21, EED&M
211 EEG) A7 EHETH 2 FED L. EUICERT S L,
22. D&

(A X=X F$E0.5mg)

5 [T AF Y 7 R v, EEREAIAY]
(X %=X ME2mg)

T8 [TIAF v 7RV, EFIAD]
(AFXZZMMNRAKNZ4 20y 74.7mg)

4.7mg [JiK]
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2) Leonowens,C.et al.:Br.].Clin.Pharmacol. 201478 (3) :
524-532 [20160223]
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[20160224]
4) FNEFRL : In vitro¥EE RS A (20164735 28 H KGR,
CTD2.6.5.6.1) [20160225]
5) HWNEHRL : In vitroERFEATYE (2016437 28 H KRR
CTD2.6.5.6.3) 20160226
6) FEPVEEL : In vitroEEESR (20164E3 H 28 H K2,
CTD2.6.4.5.3.2) [20160227]
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8) Ho,M.Y.K.et al.:Xenobiotica. 2014:44 (4) : 352-368
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9) HNEE : CYPIHTY Bin vitrofRHHNE (201643 H 28 H &
s, CTD2.6.4.5.5.2) [20160230]
10) HAER : CYPIZXT T in vitrol# 535 (20164E3 H 28 H &
i, CTD2.6.4.5.5) [20160231]
11) #PER  In vitro s 5 ¥ AR—% —oFE5%E (20164£3H 28 H &
B, CTD2.6.4.4.6.3) [20160232]
12) #LPERL - In vitro b T v AR — % —[#E (201643 H 28 H 7K
#H. CTD2.6.4.4.7.4) [20160233]
13) #HNEHR ¥ 7572278 b T AF =T O HAEH
(2016423 H 28 A 7&3¥. CTD2.7.2.2.1.3) [20160210]
KR b AR AR AR (MEK1165133 %,
COMBI-v) (20164E3H28H&F., CTD2.7.6 MEK1165137
5% (COMBI-vitli%) ) 201602161
15) FEAERR YL S AR IR 3R (MEK11530675#
COMBI-d) (20164£3H28HK#E, CTD2.7.6 MEK1153067%

14

fu

5% (COMBI-dath#)) [20160217]
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[20160219]
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