A= REE 0.5 mg, 2 mg

S bR

FEMCEHIN-HFRICRIIENRTVABTORER, /N
WTART7—IHARHAICHYFET . AR RDBEIEFEA
LS OEFIBHICEAEMZRRTILEITETFEA,

INIIVTARID7— X &4
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CTD15 ERXIIRRORBRURARDEE

1 ERXITHEDZEE

HTT7T7 2= ANV (LT, #7777 x2=7) %, GlaxoSmithKline tt: TBI¥ & 7=k
TIOEIRA 72 BRAF ¥+ —FBHEHTHY, 77 /v =V UL OBEHEICLY, Z0E
MERET D, £7-, FIAF=T VAFARLRIY NI (LLF, FIAF=7) 13,
HAT X Z PE R Ut TR & 7= MEKI/MEK?2 OIEMAL B OV 26 —BiH M54 2wy

PORMWERMEEZ AT L7027 Y v 7ILEAITH S,
BT 77227 RO LT AF =T OFERNEE % Table 1-1 127,

Table 1-1 TS5 72=TRUMSAF=TOLEHNEE
HTTFTx2=T N AF=7
e ML X757 2=T AR M4 . b T AF=T DAF VAR F T RN
$i4, : Dabrafenib Mesilate #4, @ Trametinib Dimethyl Sulfoxide
ﬁj\%it Cy3H,0F3N50,S,; - CH405S Ca6Hp3FINsO4 - C,H6OS
{b¥%4 4 @ N-{3-[5-2-7 X /B YU IV A-AN)2-(1,1-V A Fif : N-3-{3-v 7 a7 u E)L-5-[(2-7 /A r-4-39—
FNVTZFN)-1,3-F7 /= IbbAf V]2- TV F B T 2= K7 x2=)7 3 /]68-TAF/N247-F) FF V-
NY2,6-C T NFaRB U ANVKR T I R—A R 3,4,6,7-7 b7 b Ka bty K43-dE ) I PU-12H)-1
ZIVIR PR MTZ 2=/)TERT I R—(AFNLANLT £ =)L) A
2 (1:1)
il . & _[ _ _5_ _ A
H4 1 N-{3-[5-(2-Aminopyrimidin-d-yl)-2-(1,1- S&4 : N-(3-{3-Cyclopropyl-5-[(2-fluoro-4
) K iodophenyl)amino]-6,8-dimethyl-2,4,7-trioxo-3,4,6,7-
dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyl }-2,6- . L
. . tetrahydropyrido[4,3-d]pyrimidin-1(2H)-
difluorobenzenesulfonamide monomethanesulfonate .
yl} phenyl)acetamide—(methylsulfinyl)methane (1:1)
ez 36

BRAF HIn T3 — R9 55 70k, MlaEias 7 F /REREE Td % MAPK #R{ K CEEZR
R Rl T AV A =0FF—ETHDH, BRAF X, 2 RN 600 DT X B THL/NY
VINER. (BRAF V600 BInTAR) 422 Lk viEEmicEiish, FRoMEst s 7
FAEIFF—+¥ (ERK) K OVEUEtER G ME(L 2 > 237 ¥ —E8/ERK ¥+ —+F (MEK) #iEk
b7 22 LT, MlRICAFEESEZ5ZRETLEEZH5N TS (Wellbrock et al. 2004, Wan et
al. 2004, Bello et al. 2013)

HT7T7T72=T RO T7AF=713ZFNFH BRAF L O MEK #[H5E$ 2% Z LI12X > T, BRAF
V600 ZEH AT HIEEOMIH A2 ME 35 &5 2 b, Rl MR AN 2 #INE & L CRR S
U, BUE (20174 11 A 30 HEER) , BARZEOZNZI 60 » [ELLEK 40 » ELLE, ¥7F
7x=T7/ 8T AF =T HERBREIZT 40 » EU ETHEGE STV S (Table 1-2)

BRAF V600 1= 72 1%, B/ liafifE (NSCLC) BETHLHMEINTEY, 2 IrT LB
Y, EMLA-ALK @G EIZ L RAED T A N—BIn FERTHDL ZENRBENTND Z LD,
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2757 x=7,/ T AF=THEAEEIL, BRAF V600 #Eis 128 B NSCLC BE 125t L TH
HARER R 0ED EEZ O,

Table 1-2 FITSTIZTRUNSIAFZITDONEE - R ERZEWRR

ShRE - 2R K el AA
P e BRAF 5 754444 2013 5 A& 201348 A/KE 2016 =3 /KA
kT A F =T HH| DIRIRUIBRANEE R R 2013 4E 5 AR 2014 4E 6 H KRR —
¥757x=7 /5 AF=7pm CEY 20144 1 AR 20154F 8 KR 2016 4F 3 F &R

a) HARDZRE - PR A7 L 7=,
K[E : BRAF V60OE #fn A2 A 2 UIBRAREUIEBEOEEREE (477 7 = =7 HH)
BRAF V600E/K 815125 ¥ % A 9 5 UIBR AR RE SRR oD T LA i
(FFAF=THH, ¥7572=7,/ I AF=THH)
BRI : BRAF V600 15 A B2 A3 5 IR RE TR o B B E

2 BRAF V600 5 FZEEBMHEDYIRRATEELEIT - BF D NSCLC

2.1 TR, DHEERUVEEH

WL, &, [REX, MilCRAET 5 ERMREEOEMEEE CH Y, /NlIEEE &
NSCLC @ 2 D2 KB &4, NSCLC 2MfifE D) 85%% b5 (14 il 2010) , 34, NSCLC T
D EHAL & OE B AR 52 B 59 5 ZIK & LC, EGFR, EML4-ALK, KRAS, PIK3CA KO
HER2 % OB B AR X ITHEEAREINTWD, MHEMY 7T VIRERE TH D
RAS/RAF/MEK/ERK ¥ 7 /Uit (MAPK #2#) O BRAF Bz FAERGZD 1 D>THY, LA
TOMBER NN T VAV ==y 7~ 2O RIS % BRAF V60OE s A RIT KT A
NR—BIFERTHDZ LR ENT, F£72, BRAF V600E EnFEENMMEO KT A N—Ef1
BHEEMRBIZHATH D Z &, WOIZ BRAF 2[lETHHX 7T 72 =720 Fiii?d> MEK %
BRET D b T AF =7 ORI ED BRAF V600E 115 T-28 B D NSCLC BE 12k L TE W
JEB N R % s LT ERRBROFE R D & 20 2 ENELT Bz, LA > T, NSCLC @ BRAF
BARFEROK) 50%% 15D 5 BRAF V60OE B2 5 (Marchetti et al. 2011, Cardarella et al. 2013)
I%, EML4A-ALK @l GBE T ERISED R A N—BIEFERTHD Z LRI NI,

o ERMBAILBITD FTAN—BEFEROMBBIIFEN : £ FPABLBFT —FX—2
(COSMIC) @ 40 T {ELL EDB s 28 R A MR L, DNAMK CEBEEICAONDE

L f &% [ R4 N—UsTOER] & L THOBLIERR, RAS B FAR, EML4-ALK
MG EL T L [FREIC, BRAF B AR [ RIANN—HBRTFOER] LoBSh, BAD
FEIE & WFERIRAfRICH D Z LR STz (Vogelstein et al. 2013)

o HAREHETOBRET : Focus Formation Assay O, ~ o A 3T3 #iEZEAIIEIZ BRAF B ETE(R
TEEANTDHIET, MENZEE L, S5IZ, BRAF V60OE Bin -2 HATHZ &
T, BRAF P4 & b XTI 2380 130 5480 L7 (Davies et al. 2002)



Novartis Confidential Page 5
CTD 1.5 BIRXIEHRDEER VK ORZE DRB436/TMT212

o FNIVARVz=wI<URTORE : R¥ ¥ A2V U &EIZLY, il ERZHNC BRAF
V600E #HBFHFETE D N T VAV 2=y /v U AZHWTEHRFO/RER, R¥oiba 70
Feh 16 M E TICTRTO~ U AEERFH I Sz, ZOEEE, R 270002
TAFIARSEIZ KV BRAF V60OE ORI Z I+ 2 2 & TK 73%#a/ LTz, £72, R¥ a7
U G- HIZ MEK FHESE (CI-1040) % 2 @& 535 2 & T, EENK 62%f/ L7z (i
etal. 2007) ,

o FHEHHMME : 9 D5 T (TP53, EGFR, KRAS, LKB1, EML4-ALK, PTEN, BRAF,
PIK3CA, ErbB2) ® 9556, 2 DL EOBEEFOLRBUCEAT 25 LE A X T F U v A LTk
£, BRAF, EGFR, EML4-ALK }2 (8 KRAS 23R4 2E &1L, RO b0 UTFEF I
K<, N6 450G OREITH AP TH 5 LR X L7 (Dearden et al. 2013)

o [EEZIE : BRAF V600E Efn 1A ¥ NSCLC 3 % %52 BRAF [HER Y 77 7 = =7
& MEK PRESE b 7 A F =7 OO FRIEL KRG L7z E2201 RBROFER, am-—FC 1 RiA
#) , adm— kB Q~4 KIHF) OFHE (ORR) 1FFNLIL 53.3%, 632%TH Y, BRAF
V600E 815728 B[54 NSCLC B3 O P& LCIERNRICET D HHMITHFEFITROENA TN D b
DD, 7 F 2 AD Intergroupe Francophone de Cancérologie Thoracique (IFCT) DJE3T — 4
TO 1 IRIEHE, 2 IR D ORR 1241 30.3%, 20.8% & H~_THEA -7 (IFCT data
2015) . F7z, ORR LSO EIMEICET 27HMIHE (S NI, ZZE TOHME) <
b, FIA =I5+ Th 5 EMLA-ALK &8s IS 4 b5 & 3 2 3641 &[RRI F44
(2, VOEEE N R DR BT,

o  MBADHEFHIZI I} D RAS/RAF/MEK/ERK ¥ 7' VGER K OEBE] : BNAOFHE - HEhiRFE
IZBWT RIA RN—BImFOEEPHREMORTE 26T &2 615,
RAS/RAF/MEK/ERK ¥ 7 F VAR B I L E B B O BRtG 2R 3720, D7 F
(RERB T OB FERIL, B RMREEOTTEEZFET D NI A N—f AR LE LT
FNHATUW 5 (Alberts et al. 2014, Vogelstein et al. 2013)

723, NSCLC % TiX BRAF V600 DIEIn AR ITIT L A EDV600E TH D H DD, V600E LA
HD V600 Bin AR HIME I TWD (Marchetti et al. 2011, Litvak et al. 2014, Gautschi et al.
2015) . FEMERAIETIE, BRAF V600E HEin 5L D BRAF V600 s F-Z# ¢, BRAF ¥ 7
—BIEME A U S E DI R L A ST Y,  BRAF V600K Ein -4 RGO MR A
JERF IR L TH 2 DOBAIRE, IO MEK FEHR K7 XA F =7 & OHFHFEIC L - TaEvW i
BRPDRIN TS (1.13.1-1 EERAMAGREEEER) . S5, BRAF HFETHL X T F
7 = =7 invitro FEERRRRICIB N T, v NEFEA BRAF V600E LISF D V600 s AR (K F
721E D) kLT hREERICE ¥ —BHEFEFEN AR L T\WD Z &5, BRAF V600 £Z# (T N
FTAN—ERLE L TORBEATLEELOND,
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EWNCOFEMMBREET 112 TN (BE76 HA, &PE3.6 5N, 2011 4) , FHETCH
B3R 73 5N (BYES3IHA, &th2.1 A, 20144F) THY, BEHEFEOT THLHRHILTEK
DEVEFETH D, £z, 2003405 2005 412 FEMERER & W SN2 BE O SRR AT
EEALOD 58.6%Ixf L, WiETIX29.7% L FHARTH D (DABER - Hal 2015) .

Jifif#s C D BRAF V60OE BT ARIL, 1FLAEMRIE THE SN TOWDEN, R LSO
JELISLCH — A S CuD [IFCTdata 2015, BRAF V600E iz 128 BB E 189 4 ORI
s 88.4% (167/189 4) , R L 1.1% (2/189 4) , JHlasE 2.6% (5/189 4) , Z it

7.9% (15/189 4) ]

NSCLC f£F 21T %5 BRAF V600E EinFEEGMESRIL, BOK A TIX Cardarella & D&

(Cardarella et al. 2013) T2.0% (18/883 4) , Marchetti &> D¥kE (Marchetti et al. 2011) T 2.0%

(211046 ) , AHARANTIZAE S OHE (Kinno et al. 2014) T 0.4% (8/2001 £4) , /IMALO#H
% (Kobayashi et al. 2011) T 0.3% (2/581 4) , #Ex K6 DAL (Sasaki et al. 2012) T 1.6%

(5/305 £4) THY, WTHOAFTHED TE, 2014 4FOBE A TIT HARANOfifEEE o
T 146000 N (EAET781748 A FHA 2014) , NSCLC OFIAIIHK 85% (v il 2010) & @&
SNTWNWDHZ LD, HARAND BRAF V600E Ein T4 E M NSCLC B30I 430 44 ~2040 4
EHEE S 41, BRAF B FAEEGIEOUIRRARE R HEIT « F5D NSCLC BEHEIZOWTILE HIZ[R
EIND,

2.2 BEROBK

RIAUIBRAHER IV H NSCLC B 2 %15 & L7k OBEYERY 72 1 BT A& A 2 ~— R L
L7ALZRIETH D, 1 IRIAIED ORR (X 15%~35%, MEEAFHIR (PFS) OHJfEix 4~7 »
H, 2AFHE (0S) OoFRfEIX 10~13 » A L8, +oRpRElfElEsE o Tnin

(Sandler et al. 2006, Scagliotti et al. 2008) , 2 IKIBEDIHEMFE D 0 Tid/e, XA ML F¥E
RUT REZ XL A2#E L7ZEED ORR 1X 10%AH, PFS OHRAEIX 2~3 » H, OS O RfE
X 5~8 » H &%\ (Fossella et al. 2000, Shepherd et al. 2000, Hanna et al. 2004) , F7=, 2 KIGHE
ELT=AN~T7 (Bl Filfiz) IS5, ORRIE19%, PFS O YLfEIZ23 » A, OS
DOHFIEIT 122 # ATH Y, ZOIEFEEAE S 53 Tl (Borghaei et al. 2015)

T4, NSCLC TS L& VG B 53 5 EKRIZS>WT, BT L~L TOfER
DHEATEY, BEGT 501 2REENET 52 L THREDROWMG T 2BEZH L0 LDk
EL, REEEZR ESED ZENAEELE o TS, FE, EGFR ZHEM L LIEHE (K7«
F=7, aAnF=7, TI77F=7) LEMI4-ALK #1E L LZiRE (7 U F=7) Tk
FEVE(LFIERYE & T NSCLC B 12X % ORR X<, A EZR PFS IERX QOL fE N il E
LT3 (Maemondo et al. 2010, Rosell et al. 2012, Sequist et al. 2013, Shaw etal. 2013) , Z DT
BT RACESE, ERNSNE I, R LB Tl EGFR Ein FA %R N Y EML4-ALK Eis 1
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HREDFHEZ & 5 CORE L7z ETIREBIRE SN TS (NCCN 2015, 2 ATA K7 A
> 2015) .

BRAF Hn FZRGME NSCLC B ISHT D1a5HRIE, SRR TIIW IO EIZIB VT H &R
SN TEHT, BRAF BEE AR NSCLC B3 2N/ 1 KIGHIX AR 2~ —
AL LTAbS R, 2 RIBFRIZA L& R, FeZFvr, =R~ 7 (Earfiz) »
BRI TV,

BRAF V600E E{nFAEPME NSCLC BHE O PROBEZNRICET 21FHITFEFIZR O TE
D, WEEHEGRH TRV, BRAF V600E Efn -8 BB ERME L, WMZBE L2V, Dk
BITOMFHIRE S LD B DD, T H~IV HO% D BRAF V600E s -2 HE 51 NSCLC A%

(N=21) TOMSFHAEFHH (DFS) K0S, BARINSCLC 38 (N=310) &I CTHEICH
< (Marchetti et al. 2011) , F7-, BRAF V600E i&{x 7-28 2[5 NSCLC 2 (N=7) TO 1 KA
¥ ORR 1%, B4R NSCLC 3 (N=79) & HA_TERWEOMENH 2 (Cardarella et al. 2013)

(Table 2-1) , £DO—FT, ENOHETIE, BRAF V600E #5728 BI5PE NSCLC #BE (N=26)
OIEFGR L O 0S 1%, AR NSCLC B (N=1975) L AERZEITRD Lo 72 (Kinno
etal. 2014) , F£7z, 77U ATHEMINHAESBENETH S IFCT O 1 #H~1V #Hd> BRAF
V600E B{n 125 BB5ME NSCLC B DT — X OFER TIiX, BRAF FHFEFHAKIGH O BRAF
V600E & {x1 & 851 NSCLC A TO 1 IRIAHI L O 2 IRTEHE D ORR 1L, £ £4130.3% (33/109
%) K1r20.8% (11/53 44) , BRAF V60OE BAx - EGMEEE TD OS O RAEIZ 152 » A Th
v, BT AREM (EGFR, KRAS, PI3K, HER2, BRAF Efs 1248 Bfait & Y EML4-ALK @hé
BIETBEME) NSCLC & & T 2 RIGHD ORR 1EHE<, OS FEWEANERD LN TN

(IFCT data 2015)

Table 2-1 BRAF V600E ;2 FZREIB1E NSCLC BEBICHITIABDRL TR
Marchetti et al; 2011 Cardarella et al. 2013 [FCT IFCT
TS HA I % I~1V #] NSCLC 4

I~IV #1 NSCLC &

I~IV ] NSCLC #4 I~V ] NSCLC &% (BRAF PHESERIEH)
BRAF BRAF BRAF BET BRAF BB BRAF BB
V600E g5 A= 7R V600E  Z58 ek » V600E 75 B[ B V600E 75 B[ B
N=21 N=310 N=18 N=257 N=189 N=10322 N=189 N=10322
1 I ORR
35(31.0) 1000(29.6) 33(30.3) 1000(29.6)
1 _ — ©) ©)
g;;(gﬁ 72097 79 38(48)7 113 [25.4-36.6] 3381 [28.6-30.6] 109 [21.6-38.9] 3381 [28.6-30.6]
0
2 IR ORR
ﬁ,”ﬁ%) o o . e 15034 oo 15985) o 11(208) oo 159(8.5)
[95% CI] [16.6-30.3] [7.7-9.4] [9.8-31.7] [7.7-9.4]
PFS
— — 7 419 79 679 — — — —
NLHIE(A)

oS

21 2939 310 7249 12 10.8° 214 159" 143 1729 4705  11.89 127 1529 4705 11.89
N HRAE(H )
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D, BERAEL AR T I 7 =T I AT T HAFEEOEIER RS ERE L
=AESE VI MEFEEE (BRF113220 #BaN— N C) OR, #7777 2=7 /7 AF =T HAE
HBiXS7 77 c =T BEARE LA TRVERDR A T2 rg a2 &, £z, BRAF
V60OE B TERBME Y F NSCLC H¥oMiatkz Anvi-fitrod, EEREAERH LRI
#7597 ==7/ b7 2F=sREEoEmErggsne - Lab, (Y cesER
FrEE AT L, 2~4 KIGEO NSCLC BEE MR F 77 7 2= (150mg bid) & h7 A F
=7 (2mg qd) EAEEOESEREIMEL BT 5HM (25— F B, BEHREREER 40 4)
EEBMLE, S5, 28— kB otEEr (F-20v v Q) orR £
F7 = b RAF =T HAREBEEETEERS S T T 7 o = T HAREE L S TENF S
mgsnes s, (@0 s EmstEE AT U, 1 kB O NSCLC B A 4T
BT 72=7 7 AF =T HAREORNMERCEZEEE I 2EM (25— F ¢, BiZ
PR E S 25 4) ABAI LT,

S, E2201 RBOBRICESX AT I 7227/ I A F = THABREOFENER RS
PHET SNz, NSCLC B# (25t 5 BRAF V60OE BT ERDBEMERIIE < BEESEEICD
RNFRPERTHEAZ L, #7777 2= b7 AF =7 HBEED ORR IFEBEFEEREON 23
BFThy, BEEEEZGELE L7 o F b e a0 L EENE TR S, 20
7=, FDA BRI EMA S OBESRER T 2, 704 MeiiER s Ed 3, BuvFiagshi
AR S AT BE2201 BB OFERAE L o T, RE T 2016 4 9 A TBRAF V60OE BT 7 & REEME
DOEFTIE N AE R (Advanced non-small cell lung cancer with a BRAF V600E mutation) | , BRI T
i1 2016 4E 7 A2 TBRAF V600 B 1im T RIS O#TIE/NIIENRE (Advanced non-small cell lung
cancer with a BRAF V600 mutation) | % FEZIAE - 1R L L THEE - DR EBM oSSR AR EE
—E AT RIS (M) AFEW L7, TO#%, BRAF V600E BIZFZEREHE NSCLC o
BE - RICHT AL T 77 =T RN AT =7 OfREERE LT, 2007FE2 A THICZZ T
FACRAOERRZRE L, BE (2017411 A 30 BRFA) £ TN (30 7EEE&Te) KUK
Ex&dr, & 38 YETEREIN TS, AF7RAFZVREOSA—IZBNTE, ¥777=2=7
NHFITLTABEZENTEY, FFAF=TZOo0TIEZHRERTH S, 28, NSCLC @%b
BE « DRICKTAF T T 72 =T T b T AF =T OEAERE L L COREREEIL, WihoE
BN THITo TR,

KETIE, F7772=7 7 7 AF =7 FHBEEIL breakthrough therapy (EIHIEY 72 {EHEE)
B OHVERAERERLCREESNTWD,

322 ERTOMRER

2012 #7725 BRAF V600E/K BEFERBHO B A GETERERE 408 L L2E 1 HHR
(BRF116056 3BE) T4 7 77 = =7 HAIWE (150me bid) , #F IHRABR (MEK114784 35)
Th7AF=T7HAWE 2mg qd) . B VI HEBRE (MEK1L688S ) T 777 =27
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(150mg bid) & F 7 AF =7 (2mgqd) OFAEEORZSMER CEENE, EEhE 2% Ui,
BRI & 72 D IREE G, dEfpEhee, AEMRCGEEE T o7 7 A VCERA TR E efEiEst
RN RO L, 2013 47 12 H LV EREEF AR (B2201 BBk OpsE S aka M
L7z, E2201 B TOHARABBRE OMEAILIL, 2 F—-FAT24H, :m~be1%&@E%
Thofed, WThoWBRE THLHIEEDR (2 - A O 2/ XEETZEYD (PR) , ah—
~ B O 1 AVEAEREE PRI RS B, ik,ﬁﬁk%ﬁ@fé@®@@$ﬁi&#oko

EfE CEMEEGEHE, NSCLC) M, EMfEREGETCOEMAOEMMERTEEEoE:, BT 43
—RETEEN S T AEATORIEORKROE ST A2 5 L, BRAF V60OE #{n T2 RIE
HIVHOHARANSCLC BEIZR LTS, #7597 2=7 /b7 AF=T7HARENERTHS
r#z nns 2 s, () - S - -
wgLr EHEHEDE G0 . o7 (D
G G 5T, S TBRAF V600 iz 128 B O MR RE /1T - BRO
e HINEREE ] & TEEE - PR E LT, DEEEMO—ERFLsERT AL L L, B, 4
777 2= RO ZAF =T I3 2016 9 HEHFPERAEEL L LTHEES TV,

Table 3-1 BERT—%2/13vir—2
B OoHE AR oF HEREE HE-H& B 4
BB FHA — (BT )
I E2201 #e=#e A 2 (RIEPELIME > BRAF V6OOE BEFHERE #7777 =7 150 mgbid 84 4
Hest HE S TV B NSCLC 2% SHHEFALA
g;ﬁ;)} HiE 2~4 RIBIRD BRAF V6OOE RIEFERE #4777 x=7 150mgbid 594
A= | i e o
—— M IV #i NSCLC &% b7 AF =7 2mgaqd SHHFEANA
C 1 #iBE @ BRAF VEOOE BEFEEBM #7577 ==7 150 mg bid M5
IV #I NSCLC &% k7 AF=7 2mgqd SBEHAEMNOA

2—h A TEETERE (F—Fhy R4 7 H2014FE4 ), Mature DOR SRR (F—F 2 v R4 7 H 2014 FE 11
A), RliEsmsEr (F—FH v hA 7 H2015F10 )

ak— hB: EEMARER (F—FH v hATH 2015410 8) , Maure DOR BHF#ER (F—F by b4 7 EIEE.FJ)
ak— b O TRENRR (F—2wy FATE015F 10 B) , TEENERE F—yue 7 EE

a) FEFERESOHANRERERIZI 24

3.3 REEHA, BEVDELUN TOHRRR
AEECEN T, BAREUCHEBEDREUAOBICEAHSE LT, UToEELRHBELS
TR R T TH B,

fohe - EieiE

BRAF V600E Z8 REEME SU3HT EGFR FEICTERIEME oS MERERE 2 S L Lo F 7 AF
=TT G T =T Ay A TR0, e, EHFROEERDE TR
5 A EBRILFEE U1 HEE (MEK116833 3B, CDRB436C2201 #E) #Ehb ThH s,
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EMRAE (FRWEBER)

BRAF V600 28 B EMERANE (XA U A7 T —7) (b 2k fiBhgis e LTx
7227 NI AF2THREE T TR ERET S T X M T EERERILFES 11 A
Bk (BRF115532 7R, CDRB436F2301 iB) % Efih Tdh 5,

4 HEERUVERY

X757 x=7,/ 7 AF =T O ARETLL T OREE OE HMEA A L, BRAF V600 s 128
FIGEDOUIBRAREZ2HELT « FFF8D NSCLC BEICKI LT, IBE7 A BT, @A Ak
RT&ED, ¥777==T/ FTAF=THFIEDONE T v FROY 27 OFEAIL, 2.5 B
IRIZB D BIFERHmIC R LTz,

H757x=T/ bS5 AF=THMAKANL BRAF V600 BIZFERBGIEDYIRTEELET - &
D NSCLC BEIZHLT, aEI>M/ vI&kbd, ARMARRERHICREVRERENRERL, £
OHMRIFRHICHI-5, -, RBETOMHCEFIMERICHTEE TS LMHFTES,
2 RIGRRUARE

e BRAF V600E & {n7Z8 S5 IV ] NSCLC #1253 2 2 WIRIR LA O IR BREAEEE [ &
ORR %, ¥ 77 7 = =7 HA#E (Monotherapy 2nd Line Plus : 32.1%) & T, ¥ 777
=7/ 87 AF =7 %L (Combination 2nd Line Plus : 63.2%) D525 E <, HEfEERA
i, FMREROFER LRI, #7577 2=7 /87 AF =T FHEIEIC L DFEED R HER
I7z (Table 4-1) .

*  BRAF V600E Efn 128 51 IV ] NSCLC B 2695 2~4 RIBIRO X 77 7 = =7/ b
7 A F =7 L (Combination 2nd Line Plus) DOIRERETLERIHIE ORR (95%CD 1%
63.2% (49.3%, 75.6%) TV, IFCTdata T2 WIAH & LT BRAF FLERLS OIRHE & %
fig L7284 D 20.8% (9.8%, 31.7%) & B~ THHEEMEIIR 3 i <, F£72 95%CL O T IRK
(49.3%) & IFCT 7—4 O LIRME (31.7%) Z#KR&< EEY, @OAZMEIRIR S L7,
NSCLC 3 TIE ORR /L PFS DIERIZFH 592 & H#E S TH Y (Blumenthal et al.

2015) , ZORROBARNERIIFHNEEZLD, SHIZ, DOR LU PFS OFRIEIZZNZEN
9.0 s A% 9.7 # HTH Y, PFS OHFRAEITARIGUIFRAHRE R TV ] NSCLC B 2 x5 & L7z
TERDIEERER) 72 2 WRIEIED 2~3 » A (Fossella et al. 2000, Shepherd et al. 2000, Hanna et al.
2004, Borghaeietal. 2015) &H_TR<, F72, BRAF HERTHLIRALAT 7 =2=TD 73
# H (Hymanetal. 2015) & HE_THLENSTZ,

o X757 x=7,/ K 7AF=70fHELE (Combination 2nd Line Plus) TiZ, THERE(T[EARY]
ETR—ATA VIFICHEFRIRA LA L, Mo —R T A %I 1 [RILL 58 ) 722 5 3 Al
DI S ALTC 54 40T 48 L ITHERYIRZAS DIEISEHE/ N Sad b v, 5 5 39 47T 30%LL EDfES;
fa/NSFE D BT,
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757 x=7,/ b7 AF =T (A% (Combination 2nd Line Plus) TZEZ) L 754
(N=36) @ Kaplan-Meier {% CHERE L7 WIEIZE40 £ TOWIM O RAE (95%CD X 1.4 (1.3,
1.5) # ATHY, EHETEDPGONTMRE DL o7,
HARNEETIE, ¥777x2=7 /7 AF =70 1L (Combination 2nd Line Plus) T 1
BITHKAEE PR DNFRO BN, ¥ 7T 7 = =7 HAEE (Monotherapy 2nd Line Plus) Ti, 2
4 L BICIRBRELEMHE CTPR MEE SN, £, WINbLRBETICLV Y 7T 7 =
=7/ NI AF =T PRI a A — =&, 14T r A4 —"—1% 56 » HlZblz
Y SD Z#EfF L, Combination 2nd Line Plus ® PFS & b2 LW H DD, REROIEEUE) 72 2
WIBHE & TRV PFS M5 bz,
Mature DOR fEHTOFERE, ik & [FEETH Y, BRAF V60OE i&fn -4 B5PED NSCLC B
XL, 2WIBIRLUIELE LCOE T T 7 227/ 7 A F =T R ARIEO A IIENHER SN
77

1 RIGHE

FARMATRES, 1 IRIBRE L COX T 77227/ 8T AF =7 (Combination 1st
Line-Efficacy) DIRBRELERTHIE ORR (95%CI) 1% 53.3% (26.6%, 78.7%) T&H Y, IFCT
data T 1 IR{EHE & L T BRAF [HEHELSNOTENR 4 Fl L 72 8F D 30.3% (21.6%, 38.9%) &
EERTEWANED R~ S (Table4-1)

TARMEATIE AL, TRBRELEMHE TR—A T 4 VIFICHIERREREZ A/ L, HoOX—RATA
BN 1 B BT A R A AN S S T 14 4B TCHEEARZ O R AR b, 9
B 11 47T 30%LL L ORISR N SFR D BTz,

FEMFTOF RS, EREFEBETH Y, BRAF V600E s T4 HEMED NSCLC B 12%f
L, 1KIGEELTOET T 7 =7/ 8T AF =7 RFEOR NS R ST,
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Table 4-1 BRAF V600E Bz FZEBZHED IVH NSCLC EETOEM
2 WA LL R 1 IR
E2201 Bk IFCT E2201 #ABk IECT
X753 7x=7 KT777x==7/ BRAFMERL | ¥7577x=7/ BRAF[HEHKLS
AR FIAF=T SO IR & FEli FFAF=T DR % FEhi L7
DF L Lz CiviiL3FS B
(2014/4/30 %) (2015/10/7) (2015/10/7)
v # IV I~IV v # I~IV
N=78 N=57 N=189 N=15 N=189
ORR n (%) 25 (32.1) 36 (63.2) 11(20.8) 8(53.3) 33(30.3)
95%C1 (21.9, 43.6) (49.3, 75.6) 9.8,31.7) (26.6,78.7) (21.6, 38.9)
DOR A 9.6 9.0 — — —
95%CI (5.4,15.2) (6.9, 18.3) — — —
TTR o g 1.4 1.4 — — _
95%CI 1.4, 1.7) (1.3, 1.5) — — —
PFS L fiE 5.5 9.7 — — —
95%C1 (3.4,7.3) (6.9, 19.6) — — —

Source : IFCTdata 2015 Table 6 bis, Table 7 bis, 5.3.5.2-1-E2201 #&5% Table 2.0010_a, Table 2.0060, Table 2.0061, Table 2.2050,
Table 2.4050, Table 2.4010 b, Table 2.2010 b, Table 2.7210, 5.3.5.3-3-Table 2.7240

E2201 BRDOFERIT EEFMIEE Th DIRBETEMHE O R E 7RI,

— R L

a) DOR J U} PFS 1% Mature DOR it 8 % 7§,

)29 DEH

E2201 75k D BRAF V60OE #&1n 28 R I5ME IV I NSCLC FBE CTH 7 7 7 = = 7 HLFIRIE, 47
77 x=7 /NI AF =T HHRERICRBL LA EFRONRT, EERAELE SR E L2
IRAABRAGRE & AEECd D, BRAF V600E R 128 SIS IV 1 NSCLC MH IR D224t Lok
&, BARNFFAORENE EOBRSITRO bienotz,

5 TEH

BRAF V600E i1 F-Z8 R[5 IV 1] NSCLC B x5 & L7z E2201 SBROFE RS, TBIRT A
VCEBT, X7 T T72=7 )/ NI AF =T HFREEO SRS ZIRIL ORR TRENT,
NSCLC ¥ TIX ORR [Z PFS DIERIZH G T 5 L b ME I TEY (Blumenthal etal. 2015) , =
DFERDOBERIERIIENEE XD, FE, E201 RBRO 2~ RIBROL T 57 2=7/ FF A
F =7 O HFIEIZI T S DOR O PFS O FIAEIZZ L4 9.0 » A X T*9.7 » A TH Y, PFS D
FPE AR TAEIBR A REZR IV ] NSCLC B 2 x5 & LR OIEER R 2 IRIBIED 2~3 » H

(Fossella et al. 2000, Shepherd et al. 2000, Hanna et al. 2004, Borghaei et al. 2015) & W~ TE<,
BRAF FAEH THLH LT 7 x2=7 D73 » A (Hymanetal 2015) LHA_THEN-T,

Fio, ¥777x2=7/ NI AF =7 HHFERICREIR LA EFRONET, BEERAEE
*G & UT- Wi BRpkAE & R CT& W, BRAF V600E i&Efm 128 B G IV 3] NSCLC & I2HiAH O
eV EORE, HARANFAOZEMN EOBRERITZRD b7 2 Eng, EERAEEE A~
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DI L AR R BIR E NBEIE U TCH T 7 7 2 =T XX N T AT =T ORECHE, 5
wmﬁﬁﬁ%%ﬁ5:kt;@,%@)xa%mmmﬁé:kﬂﬁ EEZ D,

LA &Y, BRAF V600 & RGO UIBRARE 2 HEIT « 538D NSCLC &I+ 2477
Trx=T ) NI ATF =T HARIEORR T 4y NIV R 2 ERBEEX, X777 =2=7,/h
T AF =T PERPRIE A B IR & U CERBIGICIR LT 272012, LUFITRTRNATH
RO —EHGELTLHZ L L LT
#752z=7
[FEgsHE]

o X7 4 T7—H7E/N50mg, 75mg
IR EESESNE N
e BRAF V600 BE{n -2 RIGEDO UIBRARE R HELT « FFF8 D I/ INH @ it

[HEROHE (%) ]

o IIAF=T OB NT, W, RAIZIIF 77 72=7L1LT1H150mg % 1
B2\, EERHCRO&LT 5, ok, BEOREICL D EEHET 5,

FSAF=T
(GEEEIERED
AF=A ME 0.5mg, 2mg
[ZhRE i3z % () ]

e BRAF V600 BE{n £ RGO UIBR AR - PR DI/ N R g
[HEEOHE (8B) ]

o ¥TTZT7x=T7LOPHIZENT, W, MAIKIZRN I AF=7LLTlH2mg% 1 H

ZEWERFICRR D595, 7235, BAEOWRIEIC XV EEHEET 5.
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NEIZEITLHERRRF

ﬁﬂ@@ﬁ%&i BRAF V600 i&fn AR 2 H 3 2 EIMEEAFOIGEIER S L T201345 A 29

WK ETRYIOAREZTIE L, BRINTE 2014 4E 6 A 30 HICHKAREZTE LT, HLE,

'J‘I‘IOD INCA—ANT VT, BT HE

KE, B

40 » [FELL ETHEREEIN TS (2017 4 11 ABLE) .

Fro, BANL, ¥777x=7 LOMAFEEL LT 2014 4 1 A 8 HIKE TR £ TG

L, BRINTH 2015 45 8 A 25 HITHAGRZEUS L7-, BFRPEEIL, KEOIEHN
40 » EHL ETHERINTWD
¥ 72, BRAF V600E &1x 2 E51E NSCLC DO%hEE

NI Z5%

A —ARZVUT,

(2017 4£ 11 HBUE)
R THE T T T 2= T RN T A

F=TOFRIEESE LT, 2017 4E 2 A 7 BIZ= 7 7 A TRYIOEAREZESG L, T0O%, BiE
(2017 45 11 H 30 HERS) FTITEIN G0 vEZGTe) KOKEZETe, FF 38 HETHERIN

TWb, B, IV T7RAZ KO~ —|
B0,

FHE TORGIRILE, Table 1-1 [Z7R7,

I, WIhoEIC

CTBWCIL, 797 2= DORFATLUTERRBEZEINT
T AF=TIZOWTIIHEEFR TH D, NSCLC DZhEE
X b T AF =T OHAFEEE L TORBHGE

cRICKT X T T T2 =T X
BWOTHITo TR,

Table 1-1 FEETOAX =X FOERERR
[ 4 544 KA H B FPA - A IEE « R
KIH MEKINIST R T4 bha—T ¢ HEVERANE
BAFIETE © 2013 > 75E - 0.5, - MEKINIST (%, FDA EKZROMALEIC L
5 H 2mg Y #iH X 4172 BRAF V60OE i3 V600K Z5
B IS < 2014 B A B IR RS AR A e B
1 5 R DRI HARE - LTINS
« MEKINIST I%, FDA EKZRBOMBAEIC K
Y i 7= BRAF V600E X 1T V600K Z5
B AHT B URANEE SRS M M B 0 il
B OTEPEIZ dabrafenib & OFEHMEEE L
THWA
AR /N4
201746 A MEKINIST %, FDA /&R OMAEIC
@méhthwvmmﬁﬂéﬁﬁéﬁﬁ
PEFE/ N it RS ORI dabrafenib &
OFFRFEE L THWD
PR Mekinist R T4 bha—T 4 HEEEANE
HAEE 2014 v 75E - 0.5, Trametinib 1%, HIME 5 H 5\ E dabrafenib
4 6 f 2mg L JEF R 5 S, BRAF V600 ZE % 44
B I < 2015 B IR HE S LI M FL D A B
E8 H F ORI HAIE, T trametinib & D
PrAEEE L THWD
JE/INA R e

FE/ N et
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2017 %3 H Trametinib I%, BRAF V600 ZE 54 A4 5 it
ATPEFE NI ITE O RN B3 DI
dabrafenib & L THWA,

H A A¥=AhK 201643 H T ANV AT —=T 4 BRAF BAGFERZ AT 2 RIBUIRRRE/R
#£ 0.5 mg, > IEE - 0.5, TR
2 mg 2 mg

2 NEDORHIXEFOHME

AL R JINVT 4 AT 7 —<fEDOFEFET — 4 > — F (CCDS /Basic Prescribing Information,
2017 4 11 HELET v8.3) , KIEWAT SCE R OB SCEA T 5,






HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
MEKINIST safely and effectively. See full prescribing information for
MEKINIST.

MEKINIST® (trametinib) tablets, for oral use

Initial U.S. Approval: 2013

RECENT MAJOR CHANGES----------mmemememeeee

Indications and Usage (1.2, 1.3) 6/2017
Dosage and Administration (2.1) 6/2017
Warnings and Precautions (5.3) 2/2017
Warnings and Precautions (5.1, 5.2,5.4,5.5,5.7,5.8,5.9,5.10)  6/2017

INDICATIONS AND USAGE----meemmermeemeeeee
MEKINIST is a kinase inhibitor indicated as a single agent for the treatment
of patients with unresectable or metastatic melanoma with BRAF V600E or
V600K mutations as detected by an FDA-approved test. (1.1)

MEKINIST is indicated, in combination with dabrafenib, for the treatment of

patients with:

. unresectable or metastatic melanoma with BRAF V600E or V600K
mutations as detected by an FDA-approved test. (1.1)

e metastatic non-small cell lung cancer (NSCLC) with BRAF V600E
mutation as detected by an FDA-approved test. (1.2)

Limitation of use: MEKINIST is not indicated for treatment of patients with
melanoma who have progressed on prior BRAF-inhibitor therapy. (1.3)

. Melanoma: Confirm the presence of BRAF V600E or V600K mutation
in tumor specimens prior to initiation of treatment with MEKINIST.
2.1

e NSCLC: Confirm the presence of BRAF V600E mutation in tumor
specimens prior to initiation of treatment with MEKINIST in
combination with dabrafenib. (2.1)

e The recommended dosage regimen of MEKINIST is 2 mg orally once
daily. Take MEKINIST at least 1 hour before or at least 2 hours after a
meal. (2.2)

Tablets: 0.5 mg and 2 mg (3)
CONTRAINDICA TIONS--mmmemmmmmmmmeemmeee

None (4)

WARNINGS AND PRECAUTIONS------------=----—-

e  New primary malignancies, cutaneous and non-cutaneous, can occur
when MEKINIST is used with dabrafenib. Monitor patients for new
malignancies prior to initiation of therapy, while on therapy, and
following discontinuation of treatment. (5.1, 2.3)

. Hemorrhage: Major hemorrhagic events can occur. Monitor for signs
and symptoms of bleeding (5.2, 2.3)

. Colitis and gastrointestinal perforation: Colitis and gastrointestinal
perforation can occur in patients receiving MEKINIST. (5.3)

. Venous thromboembolism: Deep vein thrombosis and pulmonary
embolism can occur in patients receiving MEKINIST. (5.4, 2.3)

. Cardiomyopathy: Assess LVEF before treatment, after one month of
treatment, then every 2 to 3 months thereafter. (5.5, 2.3)

. Ocular toxicities: Perform ophthalmologic evaluation for any visual
disturbances. For Retinal Vein Occlusion (RVO), permanently
discontinue MEKINIST. (5.6, 2.3)

e Interstitial lung disease (ILD): Withhold MEKINIST for new or
progressive unexplained pulmonary symptoms. Permanently discontinue
MEKINIST for treatment-related ILD or pneumonitis. (5.7, 2.3)

. Serious febrile reactions: Can occur when MEKINIST is used with
dabrafenib. (5.8, 2.3)

. Serious skin toxicity: Monitor for skin toxicities and for secondary
infections. Discontinue MEKINIST for intolerable Grade 2, or Grade 3
or 4 rash not improving within 3 weeks despite interruption of
MEKINIST. (5.9, 2.3)

e  Hyperglycemia: Monitor serum glucose levels in patients with pre-
existing diabetes or hyperglycemia. (5.10, 2.3)

e Embryo-fetal toxicity: MEKINIST can cause fetal harm. Advise
females of reproductive potential of potential risk to a fetus and to use
effective contraception. (5.11, 8.1, 8.3)

ADVERSE REACTIONS

Most common adverse reactions (>20%) for MEKINIST as a single agent

include rash, diarrhea, and lymphedema. (6.1)

Most common adverse reactions (>20%) for MEKINIST with dabrafenib

include:

. Melanoma: pyrexia, nausea, rash, chills, diarrhea, vomiting,
hypertension, and peripheral edema. (6.1)

. NSCLC: pyrexia, fatigue, nausea, vomiting, diarrhea, dry skin,
decreased appetite, edema, rash, chills, hemorrhage, cough, and dyspnea.
(6.1

To report SUSPECTED ADVERSE REACTIONS, contact Novartis
Pharmaceuticals Corporation at 1-888-669-6682 or FDA at 1-800-FDA-
1088 or www.fda.gov/medwatch.

USE IN SPECIFIC POPULATIONS-------mmmmmmmeeeem
. Lactation: Do not breast feed. (8.2)

e  Females and Males of Reproductive Potential: May impair fertility.
Counsel patients on pregnancy planning and prevention. (8.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 6/2017
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE
1.1 BRAF V600E or V600K Mutation-Positive Unresectable or Metastatic Melanoma

MEKINIST® is indicated, as a single agent or in combination with dabrafenib, for the treatment of patients with
unresectable or metastatic melanoma with BRAF V600E or V600K mutations, as detected by an FDA-approved
test [see Clinical Studies (14.1)].

1.2 BRAF V600E Mutation-Positive Metastatic NSCLC

MEKINIST is indicated, in combination with dabrafenib, for the treatment of patients with metastatic non-small
cell lung cancer (NSCLC) with BRAF V600E mutation as detected by an FDA-approved test [see Clinical
Studies (14.2)].

1.3 Limitation of Use

MEKINIST is not indicated for treatment of patients with melanoma who have progressed on prior BRAF-
inhibitor therapy [see Clinical Studies (14.3)].

2 DOSAGE AND ADMINISTRATION
2.1 Patient Selection
Melanoma

Confirm the presence of BRAF V600E or V600K mutation in tumor specimens prior to initiation of treatment
with MEKINIST and dabrafenib [see Clinical Studies (14.1)]. Information on FDA-approved tests for the
detection of BRAF V600 mutations in melanoma is available at: http://www.fda.gov/CompanionDiagnostics.

NSCLC

Confirm the presence of BRAF V600E mutation in tumor specimens prior to initiation of treatment with
MEKINIST and dabrafenib [see Clinical Studies (14.2)]. Information on FDA-approved tests for the detection
of BRAF V600E mutations in NSCLC is available at: http://www.fda.gov/CompanionDiagnostics.

2.2 Recommended Dosing

The recommended dosage regimen is MEKINIST 2 mg orally taken once daily at the same time each day as a
single agent or with dabrafenib. Continue treatment until disease progression or unacceptable toxicity occurs.

Take MEKINIST at least 1 hour before or 2 hours after a meal [see Clinical Pharmacology (12.3)]. Do not take
a missed dose of MEKINIST within 12 hours of the next dose of MEKINIST.

2.3 Dose Modifications

Review the Full Prescribing Information for dabrafenib for recommended dose modifications. Dose
modifications are not recommended for MEKINIST when administered with dabrafenib for the following
adverse reactions of dabrafenib: non-cutaneous malignancies and uveitis.

For New Primary Cutaneous Malignancies

No dose modifications are required.



Table 1. Recommended Dose Reductions

Dose Reductions for MEKINIST

First Dose Reduction

1.5 mg orally once daily

Second Dose Reduction

1 mg orally once daily

Subsequent Modification

Permanently discontinue if unable to tolerate MEKINIST
1 mg orally once daily

Table 2. Recommended Dose Modifications for MEKINIST

Severity of Adverse Reaction®

MEKINIST®

Febrile Drug Reaction

e Fever higher than 104°F

e Fever complicated by rigors, hypotension, dehydration,
or renal failure

Withhold MEKINIST until fever resolves. Then resume
MEKINIST at same or lower dose level.

Cutaneous

o Intolerable Grade 2 skin toxicity
e Grade 3 or 4 skin toxicity

Withhold MEKINIST for up to 3 weeks.
e If improved, resume at a lower dose level.
e [fnot improved, permanently discontinue.

Cardiac

e Asymptomatic, absolute decrease in left ventricular
ejection fraction (LVEF) of 10% or greater from
baseline and is below institutional lower limits of
normal (LLN) from pretreatment value

Withhold MEKINIST for up to 4 weeks.

e If improved to normal LVEF value, resume at a lower
dose level.

e Ifnot improved to normal LVEF value, permanently
discontinue.

e Symptomatic congestive heart failure

e Absolute decrease in LVEF of greater than 20% from
baseline that is below LLN

Permanently discontinue MEKINIST.

Venous Thromboembolism

e Uncomplicated DVT or PE

Withhold MEKINIST for up to 3 weeks.
e [fimproved to Grade 0-1, resume at a lower dose level.
e If not improved, permanently discontinue.

o Life threatening PE

Permanently discontinue MEKINIST.

Ocular Toxicities

o Retinal pigment epithelial detachments (RPED)

Withhold MEKINIST for up to 3 weeks.

e Ifimproved, resume MEKINIST at same or lower dose
level.

e If not improved, discontinue or resume at a lower dose.

e Retinal vein occlusion

Permanently discontinue MEKINIST.




Pulmonary

o Interstitial lung disease/pneumonitis Permanently discontinue MEKINIST.

Other

e Intolerable Grade 2 adverse reactions Withhold MEKINIST

¢ Any Grade 3 adverse reactions e If improved to Grade 0-1, resume at a lower dose level.
e [f not improved, permanently discontinue.

o First occurrence of any Grade 4 adverse reaction e Withhold MEKINIST until adverse reaction improves to

Grade 0-1. Then resume at a lower dose level.

Or

e Permanently discontinue.

e Recurrent Grade 4 adverse reaction Permanently discontinue MEKINIST.

National Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE) version 4.0.
> See Table 1 for recommended dose reductions of MEKINIST.

3 DOSAGE FORMS AND STRENGTHS

0.5 mg tablets: Yellow, modified oval, biconvex, film-coated tablets with ‘GS’ debossed on one face and ‘TFC’
on the opposing face.

2 mg tablets: Pink, round, biconvex, film-coated tablets with ‘GS’ debossed on one face and ‘HMJ’ on the
opposing face.

4 CONTRAINDICATIONS
None.
5 WARNINGS AND PRECAUTIONS

Review the Full Prescribing Information for dabrafenib for information on the serious risks of dabrafenib prior
to initiation of MEKINIST with dabrafenib.

5.1 New Primary Malignancies

New primary malignancies, cutaneous and non-cutaneous, can occur when MEKINIST is administered with
dabrafenib.

Cutaneous Malignancies

In the COMBI-d study in patients with melanoma, the incidence of basal cell carcinoma in patients receiving
MEKINIST and dabrafenib was 3.3% (7/209) compared with 6% (13/211) in patients receiving single-agent
dabrafenib. The median time to first diagnosis of basal cell carcinoma was 5.1 months (range: 2.8 to

23.9 months) in the MEKINIST plus dabrafenib arm and was 4.4 months (range: 29 days to 16.5 months) in the
dabrafenib arm. Among the 7 patients receiving MEKINIST with dabrafenib who developed basal cell
carcinoma, 2 (29%) experienced more than one occurrence (range: 1 to 3).

Cutaneous squamous cell carcinomas (cuSCC) and keratoacanthoma occurred in 3% of patients receiving
MEKINIST and dabrafenib and 10% of patients receiving single-agent dabrafenib. The median time to first
diagnosis of cuSCC was 7.3 months (range: 1.8 to 16.8 months) in the MEKINIST plus dabrafenib arm and was
2 months (range: 9 days to 20.9 months) in the dabrafenib arm.

New primary melanoma occurred in 0.5% (1/209) of patients receiving MEKINIST and dabrafenib and in 1.9%
(4/211) of patients receiving dabrafenib alone.

In Study BRF113928 in patients with NSCLC, cuSCC occurred in 3.2% (3/93) of patients with NSCLC
receiving MEKINIST plus dabrafenib with a time to onset of the first occurrence of 25 days, 3.5 months, and
12.3 months.




Perform dermatologic evaluations prior to initiation of MEKINIST when used with dabrafenib, every 2 months
while on therapy, and for up to 6 months following discontinuation of the combination. No dose modifications
of MEKINIST are recommended in patients who develop new primary cutaneous malignancies.

Non-Cutaneous Malignancies

Based on its mechanism of action, dabrafenib may promote growth and development of malignancies with
activation of RAS through mutation or other mechanisms [refer to the Full Prescribing Information for
dabrafenib]. In the COMBI-d study, non-cutaneous malignancies occurred in 1.4% (3/209) of patients receiving
MEKINIST plus dabrafenib and in 2.8% (6/211) of patients receiving single-agent dabrafenib. In Study
BRF113928, non-cutaneous malignancies occurred in 1.1% (1/93) of patients receiving MEKINIST with
dabrafenib.

Monitor patients receiving MEKINIST and dabrafenib closely for signs or symptoms of non-cutaneous
malignancies. No dose modification is required for MEKINIST in patients who develop non-cutaneous
malignancies [see Dosage and Administration (2.3)].

5.2  Hemorrhage

Hemorrhages, including major hemorrhages defined as symptomatic bleeding in a critical area or organ, can
occur with MEKINIST.

In the COMBI-d study, the incidence of hemorrhagic events in patients receiving MEKINIST and dabrafenib
was 19% (40/209) compared with 15% (32/211) of patients receiving dabrafenib alone. Gastrointestinal
hemorrhage occurred in 6% (12/209) of patients receiving MEKINIST in combination with dabrafenib
compared with 2.8% (6/211) of patients receiving single-agent dabrafenib. In the COMBI-d study, 1.4% (3/209)
of patients receiving MEKINIST and dabrafenib developed fatal intracranial hemorrhage compared with none
of the patients receiving single-agent dabrafenib alone. In Study BRF113928, fatal hemorrhagic events occurred
in 2.2% (2/93) of patients receiving MEKINIST with dabrafenib; these events were retroperitoneal hemorrhage
and subarachnoid hemorrhage.

Permanently discontinue MEKINIST for all Grade 4 hemorrhagic events and for any Grade 3 hemorrhagic
events that do not improve. Withhold MEKINIST for Grade 3 hemorrhagic events; if improved, resume at the
next lower dose level.

5.3  Colitis and Gastrointestinal Perforation
Colitis and gastrointestinal perforation can occur with MEKINIST.

Colitis and gastrointestinal perforation, including fatal outcomes, have been reported in patients taking
MEKINIST as a single-agent and when administered with dabrafenib. Across clinical trials of MEKINIST
administered as a single agent (N = 329) and MEKINIST administered with dabrafenib (N = 559), colitis
occurred in 0.6% of patients and gastrointestinal perforation occurred in 0.3% of patients.

Monitor patients closely for colitis and gastrointestinal perforations.
5.4  Venous Thromboembolism
Venous thromboembolism can occur with MEKINIST.

In the COMBI-d study, deep venous thrombosis (DVT) and pulmonary embolism (PE) occurred in 2.8%
(6/209) of patients receiving MEKINIST and dabrafenib compared with 0.9% (2/211) of patients receiving
single-agent dabrafenib. In Study BRF113928, DVT and PE occurred in 4.3% (4/93) of patients receiving
MEKINIST and dabrafenib.

Advise patients to immediately seek medical care if they develop symptoms of DVT or PE, such as shortness of
breath, chest pain, or arm or leg swelling. Permanently discontinue MEKINIST for life threatening PE.
Withhold MEKINIST for uncomplicated DVT and PE for up to 3 weeks; if improved, MEKINIST may be
resumed at a lower dose level [see Dosage and Administration (2.3)].



5.5 Cardiomyopathy
Cardiomyopathy, including cardiac failure, can occur with MEKINIST.

In clinical trials of MEKINIST, all patients were required to have an echocardiogram at baseline to document
normal LVEF and repeat echocardiograms at Week 4, Week 12, and every 12 weeks thereafter.

In the METRIC study in patients with melanoma, cardiomyopathy [defined as cardiac failure, left ventricular
dysfunction, or decreased left ventricular ejection fraction (LVEF)] occurred in 7% (14/211) of patients
receiving MEKINIST; no chemotherapy-treated patient developed cardiomyopathy. The median time to onset
of cardiomyopathy in patients receiving MEKINIST was 2.1 months (range: 16 days to 5.1 months);
cardiomyopathy was identified within the first month of receiving MEKINIST in five of these 14 patients. Four
percent of patients required discontinuation (4/211) and/or dose reduction (7/211) of MEKINIST.
Cardiomyopathy resolved in 10 of these 14 (71%) patients.

Across clinical trials of MEKINIST as a single agent (N = 329), 11% of patients developed evidence of
cardiomyopathy [decrease in LVEF below institutional lower limits of normal (LLN) with an absolute decrease
in LVEF >10% below baseline] and 5% demonstrated a decrease in LVEF below institutional LLN with an
absolute decrease in LVEF of >20% below baseline.

In the COMBI-d study, evidence of cardiomyopathy (decrease in LVEF below the institutional LLN with an
absolute decrease in LVEF >10% below baseline) occurred in 6% (12/206) of patients receiving MEKINIST
and dabrafenib and in 2.9% (6/207) of patients receiving single-agent dabrafenib. The median time to onset of
cardiomyopathy in patients receiving MEKINIST and dabrafenib was 8.2 months (range: 28 days to

24.9 months); cardiomyopathy was identified within the first month of receiving MEKINIST and dabrafenib in
2 of these 12 patients. In patients receiving MEKINIST and dabrafenib, cardiomyopathy resulted in dose
interruption (4.4%), dose reduction (2.4%), and permanent discontinuation (1.5%) of MEKINIST.
Cardiomyopathy resolved in 10 of 12 patients receiving MEKINIST and dabrafenib.

In Study BRF113298, all patients were required to have an echocardiogram at baseline to document normal left
ventricular ejection fraction (LVEF) and serial echocardiograms at Week 6, Week 15, and then every 9 weeks
thereafter. Cardiomyopathy, defined as a decrease in LVEF below the institutional lower limit of normal with
an absolute decrease in LVEF >10% below baseline, occurred in 9% (8/93) of patients receiving MEKINIST
with dabrafenib. The median time to onset of cardiomyopathy was 6.7 months (range: 1.4 months to

14.1 months). Cardiomyopathy in patients receiving MEKINIST and dabrafenib resulted in dose interruption
and permanent discontinuation of MEKINIST in 5% and 2.2%, respectively. Cardiomyopathy resolved in 4 of 8
patients receiving MEKINIST and dabrafenib.

Assess LVEF by echocardiogram or multigated acquisition (MUGA) scan before initiation of MEKINIST as a
single agent or with dabrafenib, one month after initiation, and then at 2- to 3-month intervals while on
treatment. Withhold MEKINIST for up to 4 weeks if absolute LVEF value decreases by 10% from pretreatment
values and is less than the lower limit of normal. For symptomatic cardiomyopathy or persistent, asymptomatic
LV dysfunction of >20% from baseline that is below LLN that does not resolve within 4 weeks, permanently
discontinue MEKINIST [see Dosage and Administration (2.3)].

5.6 Ocular Toxicities
Retinal Vein Occlusion (RVO)

Across clinical trials with MEKINIST, the incidence of RVO was 0.2% (4/1,749). RVO may lead to macular
edema, decreased visual function, neovascularization, and glaucoma.

Urgently (within 24 hours) perform ophthalmological evaluation for patient-reported loss of vision or other
visual disturbances. Permanently discontinue MEKINIST in patients with documented RVO [see Dosage and
Administration (2.3)].



Retinal Pigment Epithelial Detachment (RPED)

Retinal pigment epithelial detachment (RPED) can occur with MEKINIST administration. Retinal detachments
may be bilateral and multifocal, occurring in the central macular region of the retina or elsewhere in the retina.
In melanoma and NSCLC trials, routine monitoring of patients to detect asymptomatic RPED was not
conducted; therefore, the true incidence of this finding is unknown.

Perform ophthalmological evaluation periodically and at any time a patient reports visual disturbances.
Withhold MEKINIST if RPED is diagnosed. If resolution of the RPED is documented on repeat
ophthalmological evaluation within 3 weeks, resume MEKINIST. Reduce the dose or discontinue MEKINIST
if no improvement after 3 weeks [see Dosage and Administration (2.3)].

5.7  Interstitial Lung Disease

In clinical trials of single-agent MEKINIST (N = 329), ILD or pneumonitis occurred in 2% of patients. In the
METRIC study, 2.4% (5/211) of patients treated with MEKINIST developed ILD or pneumonitis; all five
patients required hospitalization. The median time to first presentation of ILD or pneumonitis was 5.3 months
(range: 2 to 5.7 months). In the COMBI-d study, 1.0% (2/209) of patients receiving MEKINIST and dabrafenib
developed pneumonitis compared with none of the patients receiving single-agent dabrafenib. In Study
BRF113928, 2.2% (2/93) of patients receiving MEKINIST and dabrafenib developed pneumonitis.

Withhold MEKINIST in patients presenting with new or progressive pulmonary symptoms and findings
including cough, dyspnea, hypoxia, pleural effusion, or infiltrates, pending clinical investigations. Permanently
discontinue MEKINIST for patients diagnosed with treatment-related ILD or pneumonitis [see Dosage and
Administration (2.3)].

5.8 Serious Febrile Reactions

Serious febrile reactions and fever of any severity accompanied by hypotension, rigors or chills, dehydration, or
renal failure, can occur when MEKINIST is administered with dabrafenib.

Fever (serious and non-serious) occurred in 57% (119/209) of patients with melanoma receiving MEKINIST
and dabrafenib and in 33% (69/211) of patients receiving dabrafenib alone in the COMBI-d study. The median
time to initial onset of fever was 1.2 months (range: 1 day to 23.5 months) with a median duration of fever of
3 days (range: 1 day to 1.7 months) on the MEKINIST plus dabrafenib arm compared with a median time to
initial onset of fever of 20 days (range: 1 day to 22.9 months) and median duration of fever of 3 days (range:

1 day to 1.9 months) on the dabrafenib arm. Approximately one-half of the patients who received MEKINIST
and dabrafenib and experienced pyrexia had three or more discrete episodes.

Across clinical trials of MEKINIST administered with dabrafenib in patients with melanoma, serious febrile
reactions or fever of any severity complicated by severe rigors/chills, hypotension, dehydration, renal failure, or
syncope, occurred in 17% (93/559) of patients receiving MEKINIST and dabrafenib. Fever was complicated by
severe chills/rigors in 0.4% (2/559), dehydration in 1.8% (10/559), renal failure in 0.5% (3/559), and syncope in
0.7% (4/559) of patients.

Withhold MEKINIST for fever higher than 104°F or for serious febrile reactions or fever accompanied by
hypotension, rigors or chills, dehydration, or renal failure, and evaluate for signs and symptoms of infection.
Monitor serum creatinine and other evidence of renal function during and following severe pyrexia. Refer to
Table 2 for recommended dose modifications for adverse reactions [see Dosage and Administration (2.3)].
Administer antipyretics as secondary prophylaxis when resuming MEKINIST if patient had a prior episode of
severe febrile reaction or fever associated with complications. Administer corticosteroids (e.g., prednisone

10 mg daily) for at least 5 days for second or subsequent pyrexia if temperature does not return to baseline
within 3 days of onset of pyrexia, or for pyrexia associated with complications such as dehydration, hypotension
renal failure, or severe chills/rigors, and there is no evidence of active infection.



5.9 Serious Skin Toxicity
Serious skin toxicity can occur with MEKINIST.

In the METRIC study, the overall incidence of any skin toxicity, the most common of which were rash,
dermatitis acneiform rash, palmar-plantar erythrodysesthesia syndrome, and erythema, was 87% in patients
receiving MEKINIST and 13% in chemotherapy-treated patients. Severe skin toxicity occurred in 12% of
patients treated with MEKINIST. Skin toxicity requiring hospitalization occurred in 6% of patients treated with
MEKINIST, most commonly for secondary infections of the skin requiring intravenous antibiotics or severe
skin toxicity without secondary infection. In comparison, no patients treated with chemotherapy required
hospitalization for severe skin toxicity or infections of the skin. The median time to initial onset of skin toxicity
in patients treated with MEKINIST was 15 days (range: 1 day to 7.3 months) and median time to resolution of
skin toxicity was 1.6 months (range: 1 day to 9.3 months). Reductions in the dose of MEKINIST were required
in 12% and permanent discontinuation of MEKINIST was required in 1% of patients with skin toxicity.

In the COMBI-d study, the overall incidence of any skin toxicity was 55% for patients receiving MEKINIST
and dabrafenib compared with 55% for patients receiving single-agent dabrafenib. No serious or severe cases of
skin toxicity occurred in patients treated with MEKINIST and dabrafenib. The median time to initial onset of
skin toxicity for patients receiving MEKINIST with dabrafenib was 1.9 months (range: 1 day to 22.1 months)
and median time to resolution of skin toxicity for patients receiving MEKINIST with dabrafenib was

1.2 months (range: 1 day to 24.4 months). Reductions in the dose of MEKINIST were required in 5% of
patients receiving MEKINIST and dabrafenib and no patients required permanent discontinuation of
MEKINIST for skin toxicity.

Across clinical trials of MEKINIST administered with dabrafenib (N = 559) in patients with melanoma, serious
skin toxicity occurred in 0.7% (4/559) of patients.

Withhold MEKINIST for intolerable or severe skin toxicity. Resume MEKINIST at reduced doses in patients
with improvement or recovery from skin toxicity within 3 weeks [see Dosage and Administration (2.3)].

5.10 Hyperglycemia

Hyperglycemia requiring an increase in the dose of,, or initiation of insulin or oral hypoglycemic agent therapy
can occur when MEKINIST is administered with dabrafenib.

In the COMBI-d study, 27% (4/15) of patients with a history of diabetes who received MEKINIST and
dabrafenib and 13% (2/16) of patients with a history of diabetes who received single-agent dabrafenib required
more intensive hypoglycemic therapy. Grade 3 and Grade 4 hyperglycemia based on laboratory values occurred
in 5% (11/208) and 0.5% (1/208) of patients receiving MEKINIST and dabrafenib, respectively, compared with
4.3% (9/209) for Grade 3 hyperglycemia and no patients with Grade 4 hyperglycemia for patients receiving
single-agent dabrafenib.

Monitor serum glucose levels upon initiation and as clinically appropriate when MEKINIST is administered
with dabrafenib in patients with pre-existing diabetes or hyperglycemia.

5.11 Embryo-Fetal Toxicity

Based on findings from animal studies and its mechanism of action, MEKINIST can cause fetal harm when
administered to a pregnant woman. Trametinib was embryotoxic and abortifacient in rabbits at doses greater
than or equal to those resulting in exposures approximately 0.3 times the human exposure at the recommended
clinical dose. If MEKINIST is used during pregnancy, or if the patient becomes pregnant while taking
MEKINIST, advise the patient of the potential risk to a fetus [See Use in Specific Populations (8.1)].

Advise female patients of reproductive potential to use effective contraception during treatment with
MEKINIST and for 4 months after treatment. Advise patients to contact their healthcare provider if they
become pregnant, or if pregnancy is suspected, while taking MEKINIST [see Use in Specific Populations (8.1,
8.3)].



6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in another section of the label:
e New Primary Malignancies [see Warnings and Precautions (5.1)]

e Hemorrhage [see Warnings and Precautions (5.2)]

e Colitis and Gastrointestinal Perforation [see Warnings and Precautions (5.3)]
e Venous Thromboembolism [see Warnings and Precautions (5.4)]

e Cardiomyopathy [see Warnings and Precautions (5.5)]

e Ocular Toxicities [see Warnings and Precautions (5.6)]

e Interstitial Lung Disease [see Warnings and Precautions (5.7)]

e Serious Febrile Reactions [see Warnings and Precautions (5.8)]

e Serious Skin Toxicity [see Warnings and Precautions (5.9)]

e Hyperglycemia [see Warnings and Precautions (5.10)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

The data described in the Warnings and Precautions section reflect exposure to MEKINIST administered as a
single agent in 329 patients with various solid tumors and exposure to MEKINIST administered with dabrafenib
in 559 patients with melanoma and 93 patients with NSCLC. MEKINIST as a single agent was evaluated in 329
patients including 107 (33%) exposed for greater than or equal to 6 months and 30 (9%) exposed for greater
than or equal to one year. MEKINIST as a single agent was studied in open-label, single-arm trials (N = 118)
and in an open-label, randomized, active-controlled trial (N = 211; the METRIC study). The median age was

54 years, 60% were male, >99% were White, and all patients had metastatic melanoma. All patients received

2 mg once-daily doses of MEKINIST.

Unresectable or Metastatic BRAF V600E Mutation Positive Melanoma
MEKINIST Administered as a Single Agent

Table 3 presents adverse reactions identified from analyses of the METRIC study, a randomized, open-label
trial of patients with BRAF V600E or V600K mutation-positive melanoma receiving MEKINIST (N =211)

2 mg orallgl once daily or chemotherapy (N = 99) (either dacarbazine 1,000 mg/m2 every 3 weeks or paclitaxel
175 mg/m” every 3 weeks) [see Clinical Studies (14.1)]. Patients with abnormal LVEF, history of acute
coronary syndrome within 6 months, or current evidence of Class Il or greater congestive heart failure (New
York Heart Association) were excluded. The median duration of treatment with MEKINIST was 4.3 months. In
this study, 9% of patients receiving MEKINIST experienced adverse reactions resulting in permanent
discontinuation of trial medication. The most common adverse reactions resulting in permanent discontinuation
of MEKINIST were decreased left ventricular ejection fraction (LVEF), pneumonitis, renal failure, diarrhea,
and rash. Adverse reactions led to dose reductions in 27% of patients treated with MEKINIST. Rash and
decreased LVEF were the most common reasons cited for dose reductions of MEKINIST.




Table 3. Selected Adverse Reactions Occurring in >210% of Patients Receiving MEKINIST in the
METRIC Study and at a Higher Incidence (=5%) than in the Chemotherapy Arm or >2% (Grades 3 or
4) Adverse Reactions

MEKINIST Chemotherapy
N =211 N =99
All Grades All Grades
Adverse Reactions Grades” 3 and 4" Grades” 3 and 4"
Skin and subcutaneous tissue
Rash 57 8 10 0
Acneiform dermatitis 19 <1 1 0
Dry skin 11 0 0 0
Pruritus 10 2 1 0
Paronychia 10 0 1 0
Gastrointestinal
Diarrhea 43 0 16 2
Stomatitis® 15 2 2 0
Abdominal pain® 13 1 5 1
Vascular
Lymphedema® 32 1 4 0
Hypertension 15 12 7 3
Hemorrhage' 13 <1 0 0
® National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.0.
®  Grade 4 adverse reactions limited to rash (n = 1) in trametinib arm and diarrhea (n = 1) in chemotherapy arm.
¢ Includes stomatitis, aphthous stomatitis, mouth ulceration, and mucosal inflammation.
¢ Includes abdominal pain, lower abdominal pain, upper abdominal pain, and abdominal tenderness.
; Includes lymphedema, edema, and peripheral edema.

hematuria, and conjunctival hemorrhage.

Other clinically important adverse reactions observed in less than or equal to 10% of patients (N = 329) treated

with MEKINIST were:
Cardiac Disorders: Bradycardia
Gastrointestinal Disorders: Dry mouth

Infections and Infestations: Folliculitis, rash pustular, cellulitis

Musculoskeletal and Connective Tissue Disorders: Rhabdomyolysis

Nervous System Disorders: Dizziness, dysgeusia

Ocular Disorders: Blurred vision, dry eye

Includes epistaxis, gingival bleeding, hematochezia, rectal hemorrhage, melena, vaginal hemorrhage, hemorrhoidal hemorrhage,




Table 4. Percent-Patient Incidence of Laboratory Abnormalities Occurring at a Higher Incidence in
Patients Treated with MEKINIST in the METRIC Study [Between-arm Difference of >5% (All Grades)
or >2% (Grades 3 or 4)]

MEKINIST Chemotherapy
N=211 N=99

All Grades All Grades

Test Grades 3and 4 Grades 3and 4
Increased aspartate aminotransferase (AST) 60 2 16 1
Hypoalbuminemia 42 2 23 1
Increased alanine aminotransferase (ALT) 39 3 20 3
Anemia 38 2 26 3
Increased alkaline phosphatase 24 2 18 3

* No Grade 4 events were reported in either treatment arm.
MEKINIST Administered with Dabrafenib

The safety of MEKINIST, administered with dabrafenib, was evaluated in 559 patients with previously
untreated, unresectable or metastatic, BRAF V600 mutation-positive melanoma who received MEKINIST in
two trials, the COMBI-d study (n = 209), a multicenter, double-blind, randomized (1:1), active-controlled trial
and the COMBI-v study (n = 350), a multicenter, open-label, randomized (1:1), active-controlled trial. In both
trials, patients received MEKINIST 2 mg orally once daily and dabrafenib 150 mg orally twice daily until
disease progression or unacceptable toxicity. The trials excluded patients with abnormal left ventricular ejection
fraction, history of acute coronary syndrome within 6 months, history of Class II or greater congestive heart
failure (New York Heart Association), history of RVO or RPED, QTcB interval >480 msec, uncontrolled
hypertension, uncontrolled arrhythmias, active brain metastases, or known history of G6PD deficiency.

Among these 559 patients, 197 (35%) were exposed to MEKINIST for >6 months to 12 months while 185
(33%) were exposed to MEKINIST for >1 year. The median age was 55 years (range: 18 to 91), 57% were
male, and 98% were White, 72% had baseline ECOG performance status 0 and 28% had ECOG performance
status 1, 64% had M1c stage disease, 35% had elevated LDH at baseline, and 0.5% had a history of brain
metastases.

The most commonly occurring adverse reactions (>20%) for MEKINIST in patients receiving MEKINIST plus
dabrafenib were: pyrexia, nausea, rash, chills, diarrhea, vomiting, hypertension, and peripheral edema.

The demographics and baseline tumor characteristics of patients enrolled in the COMBI-d study are
summarized in Clinical Studies [see Clinical Studies (14.1)]. Patients receiving MEKINIST plus dabrafenib had
a median duration of exposure of 11 months (range: 3 days to 30 months) to MEKINIST. Among the 209
patients receiving MEKINIST plus dabrafenib, 26% were exposed to MEKINIST for >6 months to 12 months
while 46% were exposed to MEKINIST for >1 year.

In the COMBI-d study, adverse reactions leading to discontinuation of MEKINIST occurred in 11% of patients
receiving MEKINIST plus dabrafenib; the most common were pyrexia (1.4%) and decreased ejection fraction
(1.4%). Adverse reactions leading to dose reductions of MEKINIST occurred in 18% of patients receiving
MEKINIST plus dabrafenib; the most common were pyrexia (2.9%), neutropenia (1.9%), decreased ejection
fraction (1.9%), and rash (1.9%). Adverse reactions leading to dose interruptions of MEKINIST occurred in
46% of patients receiving MEKINIST plus dabrafenib; the most common were pyrexia (18%), chills (7%),
vomiting (6%) and decreased ejection fraction (4.8%).

Table 5 and Table 6 present selected adverse drug reactions and laboratory abnormalities, respectively, of
MEKINIST observed in the COMBI-d study.



Table S. Incidence of Adverse Reactions Occurring in >10% (All Grades) of Patients Receiving
MEKINIST with Dabrafenib and at a Higher Incidence* than in Patients Receiving Single-Agent
Dabrafenib in the COMBI-d Study”

Pooled MEKINIST plus COMBI-d Study
Dabrafenib MEKINIST plus Dabrafenib
N =559 Dabrafenib N = 209 N =211
All Grades All Grades All Grades
Grades 3and 4 Grades 3and 4 Grades 3and 4

Adverse Reactions (%) (%) (%) (%) (%) (%)
General disorders and administrative site conditions

Pyrexia 54 5 57 7 33 1.9

Chills 31 0.5 31 0 17 0.5

Edema peripheralb 21 0.7 25 1.4 11 0.5
Gastrointestinal

Nausea 35 0.4 34 0.5 27 1.4

Diarrhea 31 1.3 30 1.4 16 0.9

Vomiting 27 1.1 25 1.0 14 0.5

Abdominal pain® 18 0.9 26 1.0 14 2.4
Nervous system

Dizziness 11 0.2 14 0 7 0
Vascular

Hypertension 26 11 25 6 16 6

Hemorrhage* 18 2.0 19 1.9 15 1.9
Skin

Rash® 32 1.1 42 0 27 1.4

* >5% for All Grades or >2% for Grades 3—4 incidence in patients receiving MEKINIST with dabrafenib compared with patients
receiving dabrafenib as a single agent

o o

o

National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.0.

Includes peripheral edema, edema, lymphedema, localized edema, and generalized edema.

Includes abdominal pain, upper abdominal pain, lower abdominal pain, and abdominal discomfort.

Most common events (>1%) include epistaxis, hematochezia, decreased hemoglobin, purpura, and rectal hemorrhage. Grade 4

events were limited to hepatic hematoma and duodenal ulcer hemorrhage (each n = 1 in the pooled combination arm).

folliculitis rash.

Includes rash, generalized rash, pruritic rash, erythematous rash, papular rash, vesicular rash, macular rash, maculo-papular, and

Other clinically important adverse reactions for MEKINIST observed in less than 10% of patients receiving

MEKINIST in combination with dabrafenib (N = 559) were:

Cardiac Disorders: Bradycardia

Musculoskeletal Disorders: Rhabdomyolysis




Table 6. Treatment-Emergent Laboratory Abnormalities Occurring at >10% (All Grades) of Patients
Receiving MEKINIST with Dabrafenib and at a Higher Incidence* than in Patients Receiving Single-
Agent Dabrafenib in the COMBI-d Study

COMBI-d Study

Pooled MEKINIST MEKINIST plus
plus Dabrafenib Dabrafenib Dabrafenib
N = 559* N =209 N=211"
All Grades All Grades All Grades
Grades | 3and4° | Grades | 3and4° | Grades | 3 and 4°
Test (%) (%) (%) (%) (%) (%)

Hematology

Neutropenia 46 7 50 6 16 1.9

Anemia 43 2.3 43 2.4 38 4.3

Lymphopenia 32 8 38 9 28 7

Thrombocytopenia 21 0.7 19 0.5 10 0.5
Liver Function Tests

Increased AST 59 4.1 60 4.3 21 1.0

Increased blood alkaline 49 2.7 50 1.0 25 0.5

phosphatase

Increased ALT 48 4.5 44 3.8 28 1.0
Chemistry

Hyperglycemia 60 4.7 65 6 57 4.3

Hypoalbuminemia 48 1.1 53 1.4 27 0

Hyponatremia 25 8 24 6 14 2.9

* >5% for All Grades or >2% for Grades 3—4 incidence in patients receiving MEKINIST with dabrafenib compared with patients

receiving dabrafenib as a single agent

AST Aspartate aminotransferase; ALT = Alanine aminotransferase.
For these laboratory tests the denominator is 556.

b

C

For these laboratory tests the denominator is 208 for the combination arm, 207-209 for the dabrafenib arm.
Grade 4 adverse reactions limited to lymphopenia and hyperglycemia (each n = 4), increased ALT and increased AST (each n = 3),

neutropenia (n = 2), and hyponatremia (n = 1), in the pooled combination arm; neutropenia, lymphopenia, increased ALT,
increased AST, hyperglycemia (each n = 1) in the COMBI-d study combination arm; neutropenia, thrombocytopenia, increased
ALT, and increased AST (each n = 1) in the dabrafenib arm.

Metastatic, BRAF V600E Mutation-Positive NSCLC

The safety of MEKINIST when administered with dabrafenib was evaluated in 93 patients with previously
untreated (n = 36) and previously treated (n = 57) metastatic BRAF V600E mutation-positive NSCLC in a
multicenter, multi-cohort, non-randomized, open-label trial (Study BRF113928). Patients received MEKINIST
2 mg orally once daily and dabrafenib 150 mg orally twice daily until disease progression or unacceptable
toxicity. The trial excluded patients with abnormal left ventricular ejection fraction, history of acute coronary
syndrome within 6 months, history of Class II or greater congestive heart failure (New York Heart Association),
QTec interval >480 msec, treatment refractory hypertension, uncontrolled arrhythmias, active brain metastases,
history of interstitial lung disease or pneumonitis, or history or current retinal vein occlusion [see Clinical

Studies (14.2)].




Among these 93 patients, 53 (57%) were exposed to MEKINIST and dabrafenib for >6 months and 27 (29%)
were exposed to MEKINIST and dabrafenib for >1 year. The median age was 65 years (range: 41 to 91), 46%
were male, 85% were White; 32% had baseline ECOG performance status 0 and 61% had ECOG performance
status 1; 98% had non-squamous histology; and 12% were current smokers, 60% were former smokers, and
28% had never smoked.

The most commonly occurring adverse reactions (>20%) in these 93 patients were: pyrexia, fatigue, nausea,
vomiting, diarrhea, dry skin, decreased appetite, edema, rash, chills, hemorrhage, cough, and dyspnea.

Adverse reactions resulting in discontinuation of MEKINIST occurred in 19% of patients; the most common
were pyrexia (2.2%), ejection fraction decreased (2.2%), and respiratory distress (2.2%). Adverse reactions
leading to dose reductions of MEKINIST occurred in 30% of patients receiving MEKINIST plus dabrafenib;
the most common were pyrexia (5%), nausea (4.3%), vomiting (4.3%), diarrhea (3.2%), and neutropenia
(3.2%). Adverse reactions leading to dose interruptions of MEKINIST occurred in 57% of patients receiving
MEKINIST plus dabrafenib; the most common were pyrexia (16%), vomiting (10%), neutropenia (8%), nausea
(5%), and ejection fraction decreased (5%).

Table 7 and Table 8 present adverse drug reactions and laboratory abnormalities, respectively, of MEKINIST in
Study BRF113928.

Table 7. Adverse Reactions Occurring in >20% (All Grades) of Patients Treated with MEKINIST plus
Dabrafenib in Study BRF113928"

MEKINIST plus Dabrafenib
N=93
All Grades
Grades 3and 4"
Adverse Reactions (%) (%)

General

Pyrexia 55 5

Fatigue” 51

Edema® 28

Chills 23 1.1
Gastrointestinal

Nausea 45 0

Vomiting 33 3.2

Diarrhea 32 2.2

Decreased appetite 29 0
Respiratory system

Cough 22

Dyspnea 20 5
Skin

Dry skin 31 1.1

Rash* 28 3.2
Vascular

Hemorrhage* 23 3.2

NCI CTCAE version 4.0.

Includes fatigue, malaise, and asthenia.

Includes peripheral edema, edema, and generalized edema.

Includes rash, rash generalized, rash papular, rash macular, rash maculo-papular, and rash pustular.

Includes hemoptysis, hematoma, epistaxis, purpura, hematuria, subarachnoid hemorrhage, gastric hemorrhage, urinary bladder
hemorrhage, contusion, hematochezia, injection site hemorrhage, pulmonary hemorrhage, and retroperitoneal hemorrhage.

o A o o




Table 8. Treatment-Emergent Laboratory Abnormalities Occurring in >220% (All Grades) of Patients
Receiving MEKINIST plus Dabrafenib in Study BRF113928

MEKINIST plus Dabrafenib
N=93
All Grades
Grades 3and 4
Test (%) (%)
Hematology”
Leukopenia 48 8
Anemia 46 10
Neutropenia 44 8
Lymphopenia 42 14
Liver Function Tests"
Increased blood alkaline phosphatase 64 0
Increased AST 61 4.4
Increased ALT 32 6
Chemistryb
Hyperglycemia 71 9
Hyponatremia 57 17
Hypophosphatemia 36 7
Increased creatinine 21 1.1

a

b

For these laboratory tests the denominator is 91.
For these laboratory tests the denominator is 90.

7 DRUG INTERACTIONS

No formal clinical trials have been conducted to evaluate human cytochrome P450 (CYP) enzyme-mediated
drug interactions with trametinib [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Based on its mechanism of action and findings from animal reproduction studies, MEKINIST can cause fetal
harm when administered to a pregnant woman [see Clinical Pharmacology (12.1)]. There is insufficient data in
pregnant women exposed to MEKINIST to assess the risks. Trametinib was embryotoxic and abortifacient in
rabbits at doses greater than or equal to those resulting in exposures approximately 0.3 times the human
exposure at the recommended clinical dose [see Data]. If MEKINIST is used during pregnancy, or if the patient
becomes pregnant while taking MEKINIST, advise the patient of the potential risk to the fetus.

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data

Animal Data: In reproductive toxicity studies, administration of trametinib to rats during the period of
organogenesis resulted in decreased fetal weights at doses greater than or equal to 0.031 mg/kg/day
(approximately 0.3 times the human exposure based on AUC at the recommended dose). In rats, at a dose
resulting in exposures 1.8-fold higher than the human exposure at the recommended dose, there was maternal
toxicity and an increase in post-implantation loss.




In pregnant rabbits, administration of trametinib during the period of organogenesis resulted in decreased fetal
body weight and increased incidence of variations in ossification at doses greater than or equal to

0.039 mg/kg/day (approximately 0.08 times the human exposure at the recommended dose based on AUC). In
rabbits administered trametinib at 0.15 mg/kg/day (approximately 0.3 times the human exposure at the
recommended dose based on AUC) there was an increase in post-implantation loss, including total loss of
pregnancy, compared with control animals.

8.2 Lactation

Risk Summary

There are no data on the presence of trametinib in human milk, or the effects of trametinib on the breastfed
infant, or on milk production. Because of the potential for serious adverse reactions in breastfed infants from
MEKINIST, advise women not to breastfeed during treatment with MEKINIST and for 4 months following the
last dose.

8.3 Females and Males of Reproductive Potential

Based on its mechanism of action and findings from animal reproduction studies, MEKINIST can cause fetal
harm when administered to pregnant women [see Use in Specific Populations (8.1)].

Contraception

Females: Advise female patients of reproductive potential to use effective contraception during treatment with
MEKINIST and for 4 months after the last dose. Advise patients to contact their healthcare provider if they
become pregnant, or if pregnancy is suspected, while taking MEKINIST.

Infertility

Females: Advise female patients of reproductive potential that MEKINIST may impair fertility. Increased
follicular cysts and decreased corpora lutea were observed in female rats at dose exposures equivalent to 0.3
times the human exposure at the recommended dose [see Nonclinical Toxicology (13.1)].

8.4 Pediatric Use

The safety and effectiveness of MEKINIST as a single agent or in combination with dabrafenib have not been
established in pediatric patients.

Juvenile Animal Data

In a repeat-dose toxicity study in juvenile rats, decreased bone length and corneal dystrophy were observed at
doses resulting in exposures as low as 0.3 times the human exposure at the recommended adult dose based on
AUC. Additionally, a delay in sexual maturation was noted at doses resulting in exposures as low as 1.6 times
the human exposure at the recommended adult dose based on AUC.

8.5 Geriatric Use

Clinical trials of MEKINIST as a single agent did not include sufficient numbers of subjects aged 65 and older
to determine whether they respond differently from younger subjects.

Of the 559 patients with melanoma randomized to receive MEKINIST plus dabrafenib in clinical trials, 24%
were aged 65 years and older and 6% patients aged 75 years and older. No overall differences in the
effectiveness of MEKINIST plus dabrafenib were observed in elderly patients as compared to younger patients.
The incidences of peripheral edema (26% vs. 12%) and anorexia (21% vs. 9%) increased in elderly patients as
compared to younger patients.

Clinical studies of MEKINIST in NSCLC did not include sufficient numbers of subjects aged 65 and over to
determine whether they respond differently from younger subjects.



8.6 Hepatic Impairment

No dedicated clinical trial has been conducted to evaluate the effect of hepatic impairment on the
pharmacokinetics of trametinib. No dose adjustment is recommended in patients with mild hepatic impairment
based on a population pharmacokinetic analysis [see Clinical Pharmacology (12.3)].

The appropriate dose of MEKINIST has not been established in patients with moderate or severe hepatic
impairment.

8.7 Renal Impairment

No formal clinical trial has been conducted to evaluate the effect of renal impairment on the pharmacokinetics
of trametinib. No dose adjustment is recommended in patients with mild or moderate renal impairment based on
a population pharmacokinetic analysis [see Clinical Pharmacology (12.3)]. The appropriate dose of MEKINIST
has not been established in patients with severe renal impairment.

10 OVERDOSAGE

The highest doses of MEKINIST evaluated in clinical trials were 4 mg orally once daily and 10 mg
administered orally once daily on 2 consecutive days followed by 3 mg once daily. In seven patients treated on
one of these two schedules, there were two cases of retinal pigment epithelial detachments for an incidence of
28%.

Since trametinib is highly bound to plasma proteins, hemodialysis is likely to be ineffective in the treatment of
overdose with MEKINIST.

11 DESCRIPTION

Trametinib dimethyl sulfoxide is a kinase inhibitor. The chemical name is acetamide, N-[3-[3-cyclopropyl-5-
[(2-fluoro-4- iodophenyl)amino]-3,4,6,7-tetrahydro-6,8-dimethyl- 2,4,7-trioxopyrido[4,3-d]pyrimidin-1(2H)-
yl]phenyl]-, compound with 1,1’-sulfinylbis[methane] (1:1). It has a molecular formula C;sH»;FINsO40C,HsOS
with a molecular mass of 693.53. Trametinib dimethyl sulfoxide has the following chemical structure:

Trametinib dimethyl sulfoxide is a white to almost white powder. It is practically insoluble in the pH range of 2
to 8 in aqueous media.

MEKINIST (trametinib) tablets are supplied as 0.5 mg and 2 mg tablets for oral administration. Each 0.5 mg
tablet contains 0.5635 mg trametinib dimethyl sulfoxide equivalent to 0.5 mg of trametinib non-solvated parent.
Each 2 mg tablet contains 2.254 mg trametinib dimethyl sulfoxide equivalent to 2 mg of trametinib non-
solvated parent.

The inactive ingredients of MEKINIST tablets are: Tablet Core: colloidal silicon dioxide, croscarmellose
sodium, hypromellose, magnesium stearate (vegetable source), mannitol, microcrystalline cellulose, sodium
lauryl sulfate. Coating: hypromellose, iron oxide red (2 mg tablets), iron oxide yellow (0.5 mg tablets),
polyethylene glycol, polysorbate 80 (2 mg tablets), titanium dioxide.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Trametinib is a reversible inhibitor of mitogen-activated extracellular signal-regulated kinase 1 (MEK1) and
MEK?2 activation and of MEK1 and MEK2 kinase activity. MEK proteins are upstream regulators of the



extracellular signal-related kinase (ERK) pathway, which promotes cellular proliferation. BRAF V600E
mutations result in constitutive activation of the BRAF pathway which includes MEK1 and MEK2. Trametinib
inhibits cell growth of various BRAF V600 mutation-positive tumors in vitro and in vivo.

Trametinib and dabrafenib target two different kinases in the RAS/RAF/MEK/ERK pathway. Use of trametinib
and dabrafenib in combination resulted in greater growth inhibition of BRAF V600 mutation-positive tumor cell
lines in vitro and prolonged inhibition of tumor growth in BRAF V600 mutation positive tumor xenografts
compared with either drug alone.

12.2 Pharmacodynamics

Administration of 1 mg and 2 mg MEKINIST to patients with BRAF V600 mutation-positive melanoma
resulted in dose-dependent changes in tumor biomarkers including inhibition of phosphorylated ERK, inhibition
of Ki67 (a marker of cell proliferation), and increases in p27 (a marker of apoptosis).

Cardiac Electrophysiology

The heart rate-corrected QT (QTc) prolongation potential of trametinib was assessed in a dedicated study in 32
patients who received placebo on day 1 and MEKINIST 2 mg once daily on days 2-14 followed by MEKINIST
3 mg on day 15. No clinically relevant QTc prolongation was detected in the study.

In clinical trials in patients receiving MEKINIST plus dabrafenib, QTc prolongation >500 ms occurred in 0.8%
(2/264) of patients, and QTc increased by >60 ms from baseline in 3.8% (10/264) of patients.

12.3 Pharmacokinetics

The pharmacokinetics (PK) of trametinib were characterized following single- and repeat-oral administration in
patients with solid tumors and BRAF V600 mutation-positive metastatic melanoma.

Absorption

After oral administration of MEKINIST, the median time to achieve peak plasma concentrations (Tpay) 1S

1.5 hours post-dose. The mean absolute bioavailability of a single 2 mg oral dose of MEKINIST is 72%. The
increase in Cp,x was dose proportional after a single dose of 0.125 to 10 mg while the increase in AUC was
greater than dose proportional. After repeat doses of 0.125 to 4 mg daily, both Cpax and AUC increase
proportionally with dose. Inter-subject variability in AUC and C,,,x at steady state is 22% and 28%,
respectively.

Administration of a single dose of MEKINIST with a high-fat, high-calorie meal decreased trametinib AUC by
24%, Cax by 70%, and delayed Tax by approximately 4 hours as compared with fasted conditions [see Dosage
and Administration (2.2)].

Distribution
Trametinib is 97.4% bound to human plasma proteins. The apparent volume of distribution (V./F) is 214 L.
Metabolism

Trametinib is metabolized predominantly via deacetylation alone or with mono-oxygenation or in combination
with glucuronidation biotransformation pathways in vitro. Deacetylation is mediated by carboxylesterases (i.e.,
carboxylesterase 1b/c and 2) and may also be mediated by other hydrolytic enzymes.

Following a single dose of ['*C]-trametinib, approximately 50% of circulating radioactivity is represented as the
parent compound. However, based on metabolite profiling after repeat dosing of trametinib, >75% of drug-
related material in plasma is the parent compound.

Elimination

The estimated elimination half-life of trametinib based on the population PK model is 3.9 to 4.8 days. The
apparent clearance is 4.9 L/h.



Following oral administration of ['*C]-trametinib, greater than 80% of excreted radioactivity was recovered in
the feces while less than 20% of excreted radioactivity was recovered in the urine with less than 0.1% of the
excreted dose as parent.

Specific Populations

Age, Body Weight, and Gender: Based on a population pharmacokinetic analysis, age, sex, and body weight do
not have a clinically important effect on the exposure of trametinib. There are insufficient data to evaluate
potential differences in the exposure of trametinib by race or ethnicity.

Hepatic Impairment: Based on a population pharmacokinetic analysis in 64 patients with mild hepatic
impairment (total bilirubin < ULN and AST > ULN or total bilirubin greater than 1.0 to 1.5 x ULN and any
AST), mild hepatic impairment has no clinically important effect on the systemic exposure of trametinib. The
pharmacokinetics of trametinib have not been studied in patients with moderate or severe hepatic impairment
[see Use in Specific Populations (8.6)].

Renal Impairment: As renal excretion of trametinib is low (less than 20%), renal impairment is unlikely to have
a clinically important effect on the exposure of trametinib. Based on a population PK analysis in 223 patients
with mild renal impairment (GFR 60 to 89 mL/min/1.73 m?) and 35 patients with moderate renal impairment
(GFR 30 to 59 mL/min/1.73 m?), mild and moderate renal impairment have no clinically important effects on
the systemic exposure of trametinib. The pharmacokinetics of trametinib have not been studied in patients with
severe renal impairment [see Use in Specific Populations (8.7)].

Pediatrics: No trials have been conducted to evaluate the pharmacokinetics of trametinib in pediatric patients.

Drug Interactions

Effect of CYP Enzymes on Trametinib: Trametinib is not a substrate of CYP enzymes in vitro.

Effect of Trametinib on CYP Substrates: Based on in vitro studies, trametinib is an inhibitor of CYP2CS, but is
not an inhibitor of CYP1A2, CYP2A6, CYP2B6, CYP2C9, CYP2C19, CYP2D6, or CYP3A4 at a clinically
relevant systemic concentration of 0.04 uM. Trametinib is an inducer of CYP3A in vitro. Based on cross-study
comparisons, oral administration of MEKINIST 2 mg once daily with a sensitive CYP3A4 substrate had no
clinically important effect on the AUC and Cy,,y of the sensitive CYP3A4 substrate.

Effect of Transporters on Trametinib: Trametinib is a substrate of P-glycoprotein (P-gp) and bile salt extrusion
pump (BSEP). Inhibition of P-gp is unlikely to result in a clinically important increase in trametinib
concentrations as trametinib exhibits high passive permeability and bioavailability. Trametinib is not a substrate
of breast cancer resistance protein (BCRP), organic anion transporting polypeptide (OATP1B1, OATP1B3,
OATP2B1), organic cation transporter 1 (OCT1), multidrug resistance protein 2 (MRP2), or multidrug and
toxin extrusion 1 (MATE]) in vitro.

Effect of Trametinib on Transporters: Based on in vitro studies, trametinib is not an inhibitor of P-gp, BCRP,
OATP1B1, OATP1B3, organic anion transporter (OAT1, OAT3), OCT2, BSEP, MRP2, or MATEI at a
clinically relevant systemic concentration of 0.04 uM.

Effect of Dabrafenib on Trametinib: Coadministration of trametinib 2 mg daily with dabrafenib 150 mg twice
daily resulted in no change in AUC of trametinib as compared with administration of trametinib.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies with trametinib have not been conducted. Trametinib was not genotoxic in studies
evaluating reverse mutations in bacteria, chromosomal aberrations in mammalian cells, and micronuclei in the
bone marrow of rats.

Trametinib may impair fertility in humans. In female rats given trametinib for up to 13 weeks, increased
follicular cysts and decreased corpora lutea were observed at doses >0.016 mg/kg/day (approximately 0.3 times
the human exposure at the recommended dose based on AUC). In rat and dog toxicity studies up to 13 weeks in



duration, there were no treatment effects observed on male reproductive tissues [see Use in Specific Populations
(8.3)].

14 CLINICAL STUDIES

14.1 BRAF V600E or V600K Mutation-Positive Unresectable or Metastatic Melanoma

MEKINIST as a Single Agent

The safety and efficacy of MEKINIST were evaluated in an international, multicenter, randomized (2:1), open-
label, active-controlled trial (the METRIC study; NCT01245062) in 322 patients with BRAF V600E or V600K
mutation-positive, unresectable or metastatic melanoma.

In the METRIC study, patients were not permitted to have more than one prior chemotherapy regimen for
advanced or metastatic disease; prior treatment with a BRAF inhibitor or MEK inhibitor was not permitted. The
primary efficacy outcome measure was progression-free survival (PFS). Patients were randomized to receive
MEKINIST 2 mg orally once daily (N = 214) or chemotherapy (N = 108) consisting of either dacarbazine

1,000 mg/m? intravenously every 3 weeks or paclitaxel 175 mg/m? intravenously every 3 weeks. Treatment
continued until disease progression or unacceptable toxicity. Randomization was stratified according to prior
use of chemotherapy for advanced or metastatic disease (yes versus no) and lactate dehydrogenase level
(normal versus greater than upper limit of normal). Tumor tissue was evaluated for BRAF mutations at a central
testing site using a clinical trial assay. Tumor samples from 289 patients (196 patients treated with MEKINIST
and 93 chemotherapy-treated patients) were also tested retrospectively using an FDA-approved companion
diagnostic test, THXxID™-BRAF assay.

The median age for randomized patients was 54 years, 54% were male, greater than 99% were White, and all
patients had baseline ECOG performance status of 0 or 1. Most patients had metastatic disease (94%), were
Stage M1c (64%), had elevated LDH (36%), had no history of brain metastasis (97%), and received no prior
chemotherapy for advanced or metastatic disease (66%). The distribution of BRAF V600 mutations was BRAF
V600E (87%), V600K (12%), or both (less than 1%). The median durations of follow-up prior to initiation of
alternative treatment were 4.9 months for patients treated with MEKINIST and 3.1 months for patients treated
with chemotherapy. Fifty-one (47%) patients crossed over from the chemotherapy arm at the time of disease
progression to receive MEKINIST.

The METRIC study demonstrated a statistically significant increase in progression-free survival in the patients
treated with MEKINIST. Table 9 and Figure 1 summarize the PFS results.



Table 9. Investigator-Assessed Progression-Free Survival and Confirmed Objective Response Results in

the METRIC Study

MEKINIST Chemotherapy
Investigator-Assessed Endpoints’ N =214 N = 108
Progression-Free Survival
Number of Events (%) 117 (55%) 77 (71%)
Progressive Disease 107 (50%) 70 (65%)
Death 10 (5%) 7 (6%)
Median, months (95% CI) 4.8 (4.3,4.9) 1.5(1.4,2.7)
HR® (95% CI) 0.47 (0.34, 0.65)
P value (log-rank test) <0.0001
Confirmed Tumor Responses
Objective Response Rate 22% 8%
(95% CI) (17, 28) (4, 15)
CR, n (%) 4 (2%) 0
PR, n (%) 43 (20%) 9 (8%)
Duration of Response
Median, months (95% CI) 55(4.1,5.9) NR (3.5, NR)

T CI = Confidence interval; HR = Hazard ratio; CR = Complete response; PR = Partial response; NR = Not reached.

Pike estimator.




Figure 1. Kaplan-Meier Curves of Investigator-Assessed Progression-Free Survival (ITT Population) in
the METRIC Study

In supportive analyses based on independent radiologic review committee (IRRC) assessment, the PFS results
were consistent with those of the primary efficacy analysis.

MEKINIST with Dabrafenib

The safety and efficacy of MEKINIST administered with dabrafenib were evaluated in an international,
randomized, double-blind, active-controlled trial (the COMBI-d study; NCT01584648). The COMBI-d study
compared dabrafenib plus MEKINIST to dabrafenib plus placebo as first-line treatment for patients with
unresectable (Stage Illc) or metastatic (Stage IV) BRAF V600E or V600K mutation-positive cutaneous
melanoma. Patients were randomized (1:1) to receive MEKINIST 2 mg once daily plus dabrafenib 150 mg
twice daily or dabrafenib 150 mg twice daily plus matching placebo. Randomization was stratified by lactate
dehydrogenase (LDH) level (greater than the upper limit of normal (ULN) vs. < ULN) and BRAF mutation
subtype (V600E vs. V600K). The major efficacy outcome was investigator-assessed progression-free survival
(PFS) per RECIST vl.1 with additional efficacy outcome measures of overall survival (OS) and confirmed
overall response rate (ORR).

In the COMBI-d study, 423 patients were randomized to MEKINIST plus dabrafenib (n =211) or dabrafenib
plus placebo (n =212). The median age was 56 years (range: 22 to 89 years), 53% were male, >99% were
White, 72% had ECOG performance status of 0, 4% had Stage Illc, 66% had M1c disease, 65% had a normal
LDH, and 2 patients had a history of brain metastases. All patients had tumor containing BRAF V600E or
V600K mutations as determined by centralized testing with the FDA-approved companion diagnostic test; 85%
had BRAF V600E mutation-positive melanoma and 15% had BRAF V600K mutation-positive melanoma.

The COMBI-d study demonstrated statistically significant improvements in PFS and OS (see Table 10 and
Figure 2).



Table 10. Efficacy Results in the COMBI-d Study

MEKINIST plus Dabrafenib

Endpoint’ Dabrafenib plus Placebo

N =211 N=212

Progression-Free Survival (PFS)*

Number of events (%) 102 (48%) 109 (51%)
Median, months 9.3 8.8
(95% CI) (7.7, 11.1) (5.9, 10.9)
HR (95% CI) 0.75 (0.57, 0.99)

P value” 0.035
Overall Survival
Number of deaths (%) 99 (47% ) 123 (58%)
Median, months 25.1 18.7
(95% CI) (19.2, NR) (15.2,23.1)
HR (95% CI) 0.71 (0.55, 0.92)
P value” 0.01
Overall Response Rate (ORR)”
ORR, %
66 (60, 73) 51 (44, 58)
(95% CI)
P value <0.001
CR, % 10 8
PR, % 56 42
N o e | 924N 0205,

CI = Confidence interval, HR = Hazard ratio; CR = Complete response; PR = Partial response; NR = Not reached.
PFS and ORR were assessed by investigator.
Based on stratified log-rank test.



Figure 2. Kaplan Meier Curves of Overall Survival in the COMBI-d Study
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14.2 BRAF V600E Mutation-Positive Metastatic Non-Small Cell Lung Cancer (NSCLC)

In Study BRF113928 (NCT01336634), the safety and efficacy of dabrafenib alone or administered with
MEKINIST were evaluated in a multicenter, three-cohort, non-randomized, activity-estimating, open-label trial.
Key eligibility criteria were locally confirmed BRAF V600E mutation-positive metastatic NSCLC, no prior
exposure to BRAF or MEK inhibitor, and absence of EGFR mutation or ALK rearrangement (unless patients
had progression on prior tyrosine kinase inhibitor therapy). Patients enrolled in Cohorts A and B were required
to have received at least one previous platinum-based chemotherapy regimen with demonstrated disease
progression but no more than three prior systemic regimens. Patients in Cohort C could not have received prior
systemic therapy for metastatic disease. Patients in Cohort A received dabrafenib 150 mg twice daily. Patients
in Cohorts B and C received MEKINIST 2 mg once daily and dabrafenib 150 mg twice daily. The major
efficacy outcome was overall response rate (ORR) per RECIST v1.1 as assessed by independent review
committee (IRC) and duration of response.

There were a total of 171 patients enrolled, which included 78 patients enrolled in Cohort A, 57 patients
enrolled in Cohort B, and 36 patients enrolled in Cohort C. The characteristics of the population were: a median
age of 66 years; 48% male; 81% White, 14% Asian, 3% Black and 2% Hispanic; 60% former smokers, 32%
never smokers, and 8% current smokers; 27% had ECOG performance status (PS) of 0, 63% had ECOG PS of
1, and 11% had ECOG PS of 2; 99% had metastatic disease of which 6% had brain metastasis at baseline and
14% had liver metastasis at baseline; 11% had systemic anti-cancer therapy in the adjuvant setting, 58% of the
135 previously treated patients had only one line of prior systemic therapy for metastatic disease; 98% had non-
squamous histology.

Efficacy results are summarized in Table 11.



Table 11. Efficacy Results Based on Independent Review in Study BRF113928

Treatment Dabrafenib Dabrafenib + Trametinib
Population Previously Treated | Previously Treated | Treatment Naive
n=78 n=57 n=36

Overall Response Rate (95% CI)* 27% (18%, 38%) 63% (49%, 76%) 61% (44%, 77%)

Complete response 1% 4% 3%

Partial response 26% 60% 58%
Duration of Response (DOR) n=21 n=36 n=22
Median DOR, months (95% CI)* 9.9 (4.2, NE") 12.6 (5.8, NE) NE (6.9, NE)
% Responders with DOR >6 months 52% 64% 59%

dConfidence interval

®Not estimable

In a subgroup analysis of patients with retrospectively centrally confirmed BRAF V600E mutation-positive
NSCLC with the Oncomine™ Dx Target Test, the ORR results were similar to those presented in Table 11.

14.3 Lack of Clinical Activity in Metastatic Melanoma Following BRAF-Inhibitor Therapy

The clinical activity of MEKINIST as a single agent was evaluated in a single-arm, multicenter, international
trial in 40 patients with BRAF V600E or V600K mutation-positive, unresectable or metastatic melanoma who
had received prior treatment with a BRAF inhibitor. All patients received MEKINIST at a dose of 2 mg orally
once daily until disease progression or unacceptable toxicity.

The median age was 58 years, 63% were male, all were White, 98% had baseline ECOG PS of 0 or 1, and the
distribution of BRAF V600 mutations was V600E (83%), V600K (10%), and the remaining patients had
multiple V600 mutations (5%), or unknown mutational status (2%). No patient achieved a confirmed partial or
complete response as determined by the clinical investigators.

16 HOW SUPPLIED/STORAGE AND HANDLING

0.5 mg tablets: Yellow, modified oval, biconvex, film-coated tablets with ‘GS’ debossed on one face and ‘TFC’
on the opposing face and are available in bottles of 30 (NDC 0078-0666-15).

2 mg tablets: Pink, round, biconvex, film-coated tablets with ‘GS’ debossed on one face and ‘HMJ’ on the
opposing face and are available in bottles of 30 (NDC 0078-0668-15).

Store refrigerated at 2°C to 8°C (36°F to 46°F). Do not freeze. Dispense in original bottle. Do not remove
desiccant. Protect from moisture and light. Do not place medication in pill boxes.

17 PATIENT COUNSELING INFORMATION

Adpvise the patient to read the FDA-approved patient labeling (Patient Information).
Inform patients of the following:

Confirmation of BRAF V600E or V600K mutation

Evidence of BRAF V600E or V600K mutation within the tumor specimen is necessary to identify patients for
whom treatment with MEKINIST is indicated [see Dosage and Administration (2.1)].




New cutaneous and non-cutaneous malignancies

MEKINIST administered with dabrafenib can result in the development of new primary cutaneous and non-
cutaneous malignancies. Advise patients to contact their doctor immediately for any new lesions, changes to
existing lesions on their skin, or other signs and symptoms of malignancies [see Warnings and Precautions

(6.1)].
Hemorrhage

MEKINIST administered with dabrafenib increases the risk of intracranial and gastrointestinal hemorrhage.
Advise patients to contact their healthcare provider to seek immediate medical attention for signs or symptoms
of unusual bleeding or hemorrhage [see Warnings and Precautions (5.2)].

Colitis and gastrointestinal perforation

MEKINIST can cause colitis and gastrointestinal perforation. Advise patients to contact their healthcare
provider for signs or symptoms of colitis or gastrointestinal perforation [see Warnings and Precautions (5.3)].

Venous thrombosis

MEKINIST administered with dabrafenib increases the risks of pulmonary embolism and deep venous
thrombosis. Advise patients to seek immediate medical attention for sudden onset of difficulty breathing, leg
pain, or swelling [see Warnings and Precautions (5.4)].

Cardiomyopathy

MEKINIST can cause cardiomyopathy. Advise patients to immediately report any signs or symptoms of heart
failure to their healthcare provider [see Warnings and Precautions (5.5)].

Retinal Pigment Epithelial Detachment

MEKINIST can cause severe visual disturbances that can lead to blindness. Advise patients to contact their
healthcare provider if they experience any changes in their vision [see Warnings and Precautions (5.6)].

Interstitial lung disease

MEKINIST can cause interstitial lung disease (or pneumonitis). Advise patients to contact their healthcare
provider as soon as possible if they experience signs such as cough or dyspnea [see Warnings and Precautions

(5.7)].

Serious febrile reactions

MEKINIST administered with dabrafenib can cause serious febrile reactions. Instruct patients to contact their
healthcare provider if they develop fever while taking MEKINIST with dabrafenib [see Warnings and
Precautions (5.8)].

Serious skin toxicities

MEKINIST can cause serious skin toxicities which may require hospitalization. Advise patients to contact their
healthcare provider for progressive or intolerable rash [see Warnings and Precautions (5.9)].

Hypertension

MEKINIST can cause hypertension. Advise patients that they need to undergo blood pressure monitoring and to
contact their healthcare provider if they develop symptoms of hypertension such as severe headache, blurry
vision, or dizziness.

Diarrhea

MEKINIST often causes diarrhea which may be severe in some cases. Inform patients of the need to contact
their healthcare provider if severe diarrhea occurs during treatment.



Embryo-fetal Toxicity

MEKINIST can cause fetal harm if taken during pregnancy. Advise a pregnant woman of the potential risk to a
fetus [see Warnings and Precautions (5.11), Use in Specific Populations (8.1, 8.3)].

Females and males of reproductive potential

Instruct females of reproductive potential to use highly effective contraception during treatment with
MEKINIST and for 4 months after the last dose. Advise patients to contact their healthcare provider if they
become pregnant, or if pregnancy is suspected, while taking MEKINIST [see Warnings and Precautions (5.11),
Use in Specific Populations (8.1, 8.3)].

Lactation
Advise women not to breastfeed during treatment with MEKINIST and for 4 months after the last dose [see Use
in Specific Populations (8.2)].

Infertility

Advise males and females of reproductive potential of the potential risk for impaired fertility [see Use in
Specific Populations (8.3)].

Instructions for taking MEKINIST

MEKINIST should be taken at least 1 hour before or at least 2 hours after a meal [see Dosage and
Administration (2.2)].

THXID BRAF " assay is a trademark of bioMérieux.

Oncomine™ Dx Target Test is a trademark of Life Technologies Corporation, a part of Thermo Fisher
Scientific Inc.

Distributed by:
Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936

© Novartis

T2017-70
June 2017



Patient Information
MEKINIST® (MEK-in-ist)
(trametinib)
Tablets

If your healthcare provider prescribes MEKINIST for you to be taken with dabrafenib, also read the Medication Guide
that comes with dabrafenib.

What is the most important information | should know about MEKINIST?
MEKINIST, when used with dabrafenib, may cause:
¢ atype of skin cancer, called cutaneous squamous cell carcinoma (cuSCC)

e new cancers including basal cell carcinoma.

Talk to your healthcare provider about your risk for these cancers.

Check your skin and tell your healthcare provider right away about any skin changes including a:
e new wart

e skin sore or reddish bump that bleeds or does not heal

¢ change in size or color of a mole

Your healthcare provider should check your skin before treatment with MEKINIST and dabrafenib, every two months
during treatment with MEKINIST and dabrafenib and for up to 6 months after you stop taking MEKINIST and dabrafenib
to look for any new skin cancers.

Your healthcare provider should also check for cancers that may not occur on the skin. Tell your healthcare provider
about any new symptoms that develop during treatment with MEKINIST with dabrafenib.

See "What are the possible side effects of MEKINIST?" for more information about side effects.

What is MEKINIST?

MEKINIST is a prescription medicine used:
¢ alone or in combination with a medicine called dabrafenib to treat people with a type of skin cancer called melanoma:
o that has spread to other parts of the body or cannot be removed by surgery, and
o that has a certain type of abnormal “BRAF” gene.
MEKINIST should not be used to treat people who already have received a BRAF inhibitor for treatment of their
melanoma, and it did not work or is no longer working.

¢ in combination with dabrafenib to treat a type of lung cancer called non-small cell lung cancer (NSCLC)
o that has spread to other parts of the body (metastatic NSCLC), and

o that has a certain type of abnormal “BRAF V600E” gene

Your healthcare provider will perform a test to make sure that MEKINIST is right for you.
It is not known if MEKINIST alone or MEKINIST with dabrafenib is safe and effective in children.

What should I tell my healthcare provider before taking MEKINIST?
Before you take MEKINIST, tell your healthcare provider if you:
¢ have had bleeding problems or blood clots

¢ have stomach problems

¢ have inflammation of the colon

¢ have heart problems

¢ have eye problems

¢ have lung or breathing problems

¢ have high blood pressure (hypertension)
o have liver or kidney problems

e have any other medical conditions

e are pregnant or plan to become pregnant. MEKINIST can harm your unborn baby.




o Females who are able to become pregnant should use effective birth control (contraception) during treatment with
MEKINIST and for 4 months after your last dose of MEKINIST.

o Talk to your healthcare provider about birth control methods that may be right for you during this time.

o Tell your healthcare provider right away if you become pregnant or think you might be pregnant during treatment
with MEKINIST.

o are breastfeeding or plan to breastfeed. It is not known if MEKINIST passes into your breast milk.

o Do not breastfeed during treatment and for 4 months after your last dose of MEKINIST. Talk to your healthcare
provider about the best way to feed your baby during this time.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements.

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a new
medicine.

How should | take MEKINIST?

o Take MEKINIST exactly as your healthcare provider tells you to take it. Do not change your dose or stop MEKINIST
unless your healthcare provider tells you.

e Take MEKINIST one time a day, at the same time each day.
e Take MEKINIST at least 1 hour before or 2 hours after a meal.

¢ If you miss a dose, take it as soon as you remember. If it is less than 12 hours before your next scheduled dose, skip
the missed dose. Just take the next dose at your regular time.

What are the possible side effects of MEKINIST?
MEKINIST may cause serious side effects, including:
e See “What is the most important information | should know about MEKINIST?”

e bleeding problems. MEKINIST can cause serious bleeding problems, especially in your brain or stomach, and can
lead to death. Call your healthcare provider and get medical help right away if you have any signs of bleeding,
including:

o headaches, dizziness, or feeling weak

o cough up blood or blood clots

o vomit blood or your vomit looks like “coffee grounds”
o red or black stools that look like tar

¢ inflammation of the intestines, or tears (perforation) of the stomach or intestines. MEKINIST can cause
inflammation of your intestines, or tears in the stomach or intestines that can lead to death. Tell your healthcare
provider immediately if you have any of the following symptoms:
o Dbleeding. see “Bleeding problems” above

o diarrhea (loose stools) or more bowel movements than usual
o stomach-area (abdomen) pain or tenderness

o fever

o nausea

e blood clots. MEKINIST can cause blood clots in your arms or legs, which can travel to your lungs and can lead to
death. Get medical help right away if you have the following symptoms:

o chest pain

o sudden shortness of breath or trouble breathing
o pain in your legs with or without swelling

o swelling in your arms or legs

o acool pale arm or leg




¢ heart problems, including heart failure. Your healthcare provider should check your heart function before and during
treatment with MEKINIST. Call your healthcare provider right away if you have any of the following signs and
symptoms of a heart problem:

o feeling like your heart is pounding or racing
o shortness of breath

o swelling of your ankles and feet

o feeling lightheaded

o eye problems. MEKINIST can cause severe eye problems that might lead to blindness. Call your healthcare
provider right away if you get these symptoms of eye problems:

o blurred vision, loss of vision, or other vision changes
o see color dots

o halo (seeing blurred outline around objects)

o eye pain, swelling, or redness

¢ lung or breathing problems. MEKINIST can cause lung or breathing problems. Tell your healthcare provider if you
have any new or worsening symptoms of lung or breathing problems, including:

o shortness of breath
o cough

e fever. Fever is common during treatment with MEKINIST and dabrafenib, but it may also be serious. When taking
MEKINIST with dabrafenib, fever may happen more often or may be more severe. In some cases, chills or shaking
chills, too much fluid loss (dehydration), low blood pressure, dizziness, or kidney problems may happen with the
fever. Call your healthcare provider right away if you get a fever during treatment with MEKINIST.

¢ serious skin reactions. Rash is a common side effect of MEKINIST. MEKINIST can also cause other skin
reactions. In some cases these rashes and other skin reactions can be severe or serious, and may need to be
treated in a hospital. Call your healthcare provider if you get any of the following symptoms:

o skin rash that bothers you or does not go away

o acne

o redness, swelling, peeling, or tenderness of hands or feet
o skin redness

e increased blood sugar (hyperglycemia). Some people may develop high blood sugar or worsening diabetes
during treatment with MEKINIST and dabrafenib. If you are diabetic, your healthcare provider should check your
blood sugar levels closely during treatment with MEKINIST and dabrafenib. Your diabetes medicine may need to be
changed. Tell your healthcare provider if you have any of the following symptoms of severe high blood sugar:

o increased thirst
o urinating more often than normal or urinating an increased amount of urine
The most common side effects of MEKINIST when taken alone include:

e diarrhea. Call your healthcare provider if you get severe diarrhea.
o swelling of the face, arms, or legs

Common side effects of MEKINIST when taken with dabrafenib in people with melanoma include:

o fever e diarrhea
e rash e vomiting
e nausea ¢ high blood pressure (hypertension)

e chills ¢ swelling of the face, arms, or legs




Common side effects of MEKINIST when taken with dabrafenib in people with NSCLC include:

o fever e rash

o fatigue o swelling of face, arms, and legs
e nausea e chills

e vomiting e Dbleeding

e diarrhea e cough

e dryskin e shortness of breath

e decreased appetite

MEKINIST can cause new or worsening high blood pressure (hypertension). Your healthcare provider should check
your blood pressure during treatment with MEKINIST. Call your healthcare provider right away if you develop high blood
pressure, your blood pressure worsens, or you have severe headache, lightheadedness, or dizziness.

MEKINIST may cause fertility problems in females. This could affect your ability to become pregnant. Talk to your
healthcare provider if this is a concern for you.

Tell your healthcare provider if you have any side effect that bothers you or that does not go away.

These are not all the possible side effects of MEKINIST. For more information, ask your healthcare provider or
pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088. You may
also report side effects to Novartis Pharmaceuticals Corporation at 1-888-669-6682.

How should | store MEKINIST?
e Store MEKINIST in the refrigerator between 36°F to 46°F (2°C to 8°C). Do not freeze.

o Keep MEKINIST dry and away from moisture and light.

e The bottle of MEKINIST contains a desiccant packet to help keep your medicine dry. Do not throw away the desiccant
packet.

o Keep MEKINIST in its original bottle. Do not place tablets in a pill box.
o Safely throw away MEKINIST that is out of date or no longer needed.
Keep MEKINIST and all medicine out of the reach of children.

General information about the safe and effective use of MEKINIST.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use
MEKINIST for a condition for which it was not prescribed. Do not give MEKINIST to other people, even if they have the
same symptoms that you have. It may harm them. You can ask your healthcare provider or pharmacist for information
about MEKINIST that is written for health professionals.

For more information, go to www.MEKINIST.com or call 1-888-669-6682.

What are the ingredients in MEKINIST?
Active ingredient: trametinib
Inactive ingredients:

Tablet Core: colloidal silicon dioxide, croscarmellose sodium, hypromellose, magnesium stearate (vegetable source),
mannitol, microcrystalline cellulose, sodium lauryl sulfate.

Tablet Coating: hypromellose, iron oxide red (2 mg tablets), iron oxide yellow (0.5 mg tablets), polyethylene glycol,
polysorbate 80 (2 mg tablets), titanium dioxide.

Novartis Pharmaceuticals Corporation, East Hanover, New Jersey 07936
© Novartis
T2017-70/T2017-71

This Patient Information has been approved by the U.S. Food and Drug Administration. Revised: June 2017




ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Mekinist 0.5 mg film-coated tablets

Mekinist 2 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Mekinist 0.5 mg film-coated tablets
Each film-coated tablet contains trametinib dimethyl sulfoxide equivalent to 0.5 mg of trametinib.

Mekinist 2 mg film-coated tablets
Each film-coated tablet contains trametinib dimethyl sulfoxide equivalent to 2 mg of trametinib.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet
Mekinist 0.5 mg film-coated tablets

Yellow, modified oval, biconvex, film-coated tablets, approximately 4.8 x 8.9 mm, with “GS”
debossed on one face and “TFC” on the opposing face.

Mekinist 2 mg film-coated tablets
Pink, round, biconvex, film-coated tablets, approximately 7.5 mm, with “GS” debossed on one face
and “HMJ” on the opposing face.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Melanoma

Trametinib as monotherapy or in combination with dabrafenib is indicated for the treatment of adult
patients with unresectable or metastatic melanoma with a BRAF V600 mutation (see sections 4.4 and

5.1).

Trametinib monotherapy has not demonstrated clinical activity in patients who have progressed on a
prior BRAF inhibitor therapy (see section 5.1).

Non-small cell lung cancer (NSCLC)

Trametinib in combination with dabrafenib is indicated for the treatment of adult patients with
advanced non-small cell lung cancer with a BRAF V600 mutation.

4.2 Posology and method of administration

Treatment with trametinib should only be initiated and supervised by a physician experienced in the
administration of anti-cancer medicinal products.



Before taking trametinib, patients must have confirmation of BRAF V600 mutation using a validated
test.

Posology
The recommended dose of trametinib, either used as monotherapy or in combination with dabrafenib,
is 2 mg once daily. The recommended dose of dabrafenib, when used in combination with trametinib,

is 150 mg twice daily.

Duration of treatment

It is recommended that patients continue treatment with trametinib until patients no longer derive
benefit or the development of unacceptable toxicity.

Missed doses

If a dose of trametinib is missed, it should only be taken if it is more than 12 hours until the next
scheduled dose.

If a dose of dabrafenib is missed, when trametinib is given in combination with dabrafenib, the dose of
dabrafenib should only be taken if it is more than 6 hours until the next scheduled dose.

Dose modification

The management of adverse reactions may require dose reduction, treatment interruption or treatment
discontinuation (see Tables 1 and 2).

Dose modifications are not recommended for adverse reactions of cutaneous squamous cell carcinoma
(cuSCC) or new primary melanoma (see dabrafenib SmPC for further details).

Table 1 Recommended dose level reductions
Dose level Trametinib dose Dabrafenib dose*
Used as monotherapy or in Only when used in combination with
combination with dabrafenib trametinib

Starting dose 2 mg once daily 150 mg twice daily

Ist dose reduction 1.5 mg once daily 100 mg twice daily

2nd dose reduction 1 mg once daily 75 mg twice daily

3rd dose reduction 1 mg once daily 50 mg twice daily
(combination only)

Dose adjustment for trametinib below 1 mg once daily is not recommended, whether used as
monotherapy or in combination with dabrafenib. Dose adjustment for dabrafenib below 50 mg twice
daily is not recommended when used in combination with trametinib.

*Please refer to the dabrafenib SmPC, Posology and method of administration, for dosing instructions for
treatment with dabrafenib monotherapy.




Table 2 Dose modification schedule based on the grade of any Adverse Events (AE)

Grade (CTC-AE)* Recommended trametinib dose modifications
Used as monotherapy or in combination with dabrafenib
Grade 1 or Grade 2 Continue treatment and monitor as clinically indicated.
(Tolerable)
Grade 2 (Intolerable) or | Interrupt therapy until toxicity is Grade 0 to 1 and reduce by one dose
Grade 3 level when resuming therapy.
Grade 4 Discontinue permanently, or interrupt therapy until Grade 0 to 1 and
reduce by one dose level when resuming therapy.
* The intensity of clinical adverse events graded by the Common Terminology Criteria for Adverse Events v4.0
(CTC-AE)

When an individual’s adverse reactions are under effective management, dose re-escalation following
the same dosing steps as de-escalation may be considered. The trametinib dose should not exceed
2 mg once daily.

If treatment-related toxicities occur when trametinib is used in combination with dabrafenib, then both
treatments should be simultaneously dose reduced, interrupted or discontinued. Exceptions where dose
modifications are necessary for only one of the two treatments are detailed below for pyrexia, uveitis,
RAS mutation positive non-cutaneous malignancies (primarily related to dabrafenib), left ventricular
ejection fraction (LVEF) reduction, retinal vein occlusion (RVO), retinal pigment epithelial
detachment (RPED) and interstitial lung disease (ILD)/pneumonitis (primarily related to trametinib).

Dose modification exceptions (where only one of the two therapies is dose reduced) for selected
adverse reactions

Pyrexia

When trametinib is used in combination with dabrafenib and the patient’s temperature is >38.5°C
please refer to the dabrafenib SmPC (section 4.2) for dose modifications for dabrafenib. No dose
modification of trametinib is required when taken in combination with dabrafenib.

Uveitis

No dose modifications are required for uveitis as long as effective local therapies can control ocular
inflammation. If uveitis does not respond to local ocular therapy, dabrafenib should be withheld until
resolution of ocular inflammation and then dabrafenib should be restarted reduced by one dose level.
No dose modification of trametinib is required when taken in combination with dabrafenib (see
section 4.4).

RAS-mutation-positive non-cutaneous malignancies

Consider the benefits and risks before continuing treatment with dabrafenib in patients with a non-
cutaneous malignancy that has a RAS mutation. No dose modification of trametinib is required when
taken in combination with dabrafenib.

Left ventricular ejection fraction (LVEF) reduction/Left ventricular dysfunction

Trametinib should be interrupted in patients who have an asymptomatic, absolute decrease of >10% in
LVEF compared to baseline and the ejection fraction is below the institution’s lower limit of normal
(LLN) (see section 4.4). No dose modification of dabrafenib is required when trametinib is taken in
combination with dabrafenib. If the LVEF recovers, treatment with trametinib may be restarted, but
the dose should be reduced by one dose level with careful monitoring (see section 4.4).

Trametinib should be permanently discontinued in patients with Grade 3 or 4 left ventricular cardiac
dysfunction or clinically significant LVEF reduction which does not recover within 4 weeks (see

section 4.4).

Retinal vein occlusion (RVO) and Retinal pigment epithelial detachment (RPED)
If patients report new visual disturbances such as diminished central vision, blurred vision, or loss of

4



vision at any time while on trametinib therapy, a prompt ophthalmological assessment is
recommended. In patients who are diagnosed with RVO, treatment with trametinib, whether given as
monotherapy or in combination with dabrafenib, should be permanently discontinued. No dose
modification of dabrafenib is required when trametinib is taken in combination with dabrafenib. If
RPED is diagnosed, follow the dose modification schedule in Table 3 below for trametinib (see
section 4.4).

Table 3 Recommended dose modifications for trametinib for RPED

Grade 1 RPED Continue treatment with retinal evaluation monthly until
resolution. If RPED worsens follow instructions below
and withhold trametinib for up to 3 weeks.

Grade 2-3 RPED Withhold trametinib for up to 3 weeks.

Grade 2-3 RPED that improves to Resume trametinib at a lower dose (reduced by 0.5 mg) or

Grade 0-1 within 3 weeks discontinue trametinib in patients taking trametinib 1 mg
daily.

Grade 2-3 RPED that does not improve | Permanently discontinue trametinib.
to at least Grade 1 within 3 weeks

Interstitial lung disease (ILD)/Pneumonitis

Withhold trametinib in patients with suspected ILD or pneumonitis, including patients presenting with
new or progressive pulmonary symptoms and findings including cough, dyspnoea, hypoxia, pleural
effusion, or infiltrates, pending clinical investigations. Permanently discontinue trametinib for patients
diagnosed with treatment-related ILD or pneumonitis. No dose modification of dabrafenib is required
when trametinib is taken in combination with dabrafenib for cases of ILD or pneumonitis.

Renal impairment

No dosage adjustment is required in patients with mild or moderate renal impairment (see section 5.2).
There are no data with trametinib in patients with severe renal impairment; therefore, the potential
need for starting dose adjustment cannot be determined. Trametinib should be used with caution in
patients with severe renal impairment when administered as monotherapy or in combination with
dabrafenib.

Hepatic impairment

No dosage adjustment is required in patients with mild hepatic impairment (see section 5.2). There are
no clinical data in patients with moderate or severe hepatic impairment; therefore, the potential need
for starting dose adjustment cannot be determined. Trametinib should be used with caution in patients
with moderate or severe hepatic impairment when administered as monotherapy or in combination
with dabrafenib.

Non-Caucasian patients

The safety and efficacy of trametinib in non-Caucasian patients have not been established. No data are
available.

Elderly

No initial dose adjustment is required in patients >65 years of age. More frequent dose adjustments
(see Tables 1 and 2 above) may be required in patients >65 years of age (see section 4.8).

Paediatric population

The safety and efficacy of trametinib has not been established in children and adolescents (<18 years).
No data are available. Studies in juvenile animals have shown adverse effects of trametinib which had
not been observed in adult animals (see section 5.3).



Method of administration

Trametinib should be taken orally with a full glass of water. Trametinib tablets should not be chewed
or crushed. Trametinib should be taken without food, at least 1 hour before or 2 hours after a meal.

It is recommended that the dose of trametinib is taken at a similar time every day. When trametinib
and dabrafenib are taken in combination, the once-daily dose of trametinib should be taken at the same

time each day with either the morning dose or the evening dose of dabrafenib.

If a patient vomits after taking trametinib, the patient should not retake the dose and should take the
next scheduled dose.

Please refer to dabrafenib SmPC for information on method of administration when given in
combination with trametinib.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

When trametinib is given in combination with dabrafenib, the SmPC of dabrafenib must be consulted
prior to initiation of treatment. For additional information on warnings and precautions associated with

dabrafenib treatment, please refer to the dabrafenib SmPC.

BRAF V600 testing

The efficacy and safety of trametinib have not been evaluated in patients whose melanoma tested
negative for the BRAF V600 mutation.

Trametinib monotherapy compared to BRAF inhibitors

Trametinib monotherapy has not been compared with a BRAF inhibitor in a clinical study in patients
with BRAF V600 mutation positive unresectable or metastatic melanoma. Based on cross-study
comparisons, overall survival and progression-free survival data appear to show similar effectiveness
between trametinib and BRAF inhibitors; however, overall response rates were lower in patients
treated with trametinib than those reported in patients treated with BRAF inhibitors.

Trametinib in combination with dabrafenib in patients with melanoma who have progressed on a
BRAF inhibitor

There are limited data in patients taking the combination of trametinib with dabrafenib who have
progressed on a prior BRAF inhibitor. These data show that the efficacy of the combination will be
lower in these patients (see section 5.1). Therefore other treatment options should be considered before
treatment with the combination in this prior BRAF inhibitor treated population. The sequencing of
treatments following progression on a BRAF inhibitor therapy has not been established.

Trametinib in combination with dabrafenib in patients with brain metastases

The safety and efficacy of the combination of trametinib and dabrafenib have not been evaluated in
patients with a BRAF V600 mutation-positive melanoma which has metastasised to the brain.

New malignancies

New malignancies, cutaneous and non-cutaneous, can occur when trametinib is used in combination
with dabrafenib.



Cutaneous squamous cell carcinoma (cuSCC)

Cases of cuSCC (including keratoacanthoma) have been reported in patients treated with trametinib in
combination with dabrafenib. Cases of cuSCC can be managed with excision and do not require
treatment modification. Please refer to the dabrafenib SmPC (section 4.4).

New primary melanoma

New primary melanoma was reported in patients receiving trametinib in combination with dabrafenib.
Cases of new primary melanoma can be managed with excision and do not require treatment
modification. Please refer to the dabrafenib SmPC (section 4.4).

Non-cutaneous malignancy

Based on its mechanism of action, dabrafenib may increase the risk of non-cutaneous malignancies
when RAS mutations are present. When trametinib is used in combination with dabrafenib please refer
to the dabrafenib SmPC (section 4.4). No dose modification of trametinib is required for RAS
mutation positive malignancies when taken in combination with dabrafenib.

Haemorrhage

Haemorrhagic events, including major haemorrhagic events and fatal haemorrhages, occurred in
patients taking trametinib as monotherapy and in combination with dabrafenib (see section 4.8). The
potential for these events in patients with unstable and/or symptomatic brain metastases or low
platelets (<75,000) is not established as patients with these conditions were excluded from clinical
trials. The risk of haemorrhage may be increased with concomitant use of antiplatelet or anticoagulant
therapy. If haemorrhage occurs, patients should be treated as clinically indicated.

LVEF reduction/Left ventricular dysfunction

Trametinib has been reported to decrease LVEF, when used as monotherapy or in combination with
dabrafenib (see section 4.8). In clinical trials, the median time to onset of the first occurrence of left
ventricular dysfunction, cardiac failure and LVEF decrease was between 2 and 5 months.

Trametinib should be used with caution in patients with impaired left ventricular function. Patients
with left ventricular dysfunction, New York Heart Association Class II, III, or IV heart failure, acute
coronary syndrome within the past 6 months, clinically significant uncontrolled arrhythmias, and
uncontrolled hypertension were excluded from clinical trials; safety of use in this population is
therefore unknown. LVEF should be evaluated in all patients prior to initiation of treatment with
trametinib, one month after initiation of therapy, and then at approximately 3-monthly intervals while
on treatment (see section 4.2 regarding dose modification).

In patients receiving trametinib in combination with dabrafenib, there have been occasional reports of
acute, severe left ventricular dysfunction due to myocarditis. Full recovery was observed when
stopping treatment. Physicians should be alert to the possibility of myocarditis in patients who develop
new or worsening cardiac signs or symptoms.

Pyrexia

Fever has been reported in clinical trials with trametinib as monotherapy and in combination with
dabrafenib (see section 4.8). The incidence and severity of pyrexia are increased with the combination
therapy (see dabrafenib SmPC section 4.4). In patients receiving trametinib in combination with
dabrafenib, pyrexia may be accompanied by severe rigors, dehydration, and hypotension which in
some cases can lead to acute renal insufficiency.

When trametinib is used in combination with dabrafenib and the patient’s temperature is >38.5°C
please refer to the dabrafenib SmPC (section 4.2) for dose modifications for dabrafenib. No dose



modification of trametinib is required when taken in combination with dabrafenib.

Hypertension

Elevations in blood pressure have been reported in association with trametinib as monotherapy and in
combination with dabrafenib, in patients with or without pre-existing hypertension (see section 4.8).
Blood pressure should be measured at baseline and monitored during treatment with trametinib, with
control of hypertension by standard therapy as appropriate.

Interstitial lung disease (ILD)/Pneumonitis

In a Phase 11 trial, 2.4% (5/211) of patients treated with trametinib monotherapy developed ILD or
pneumonitis; all five patients required hospitalisation. The median time to first presentation of ILD or
pneumonitis was 160 days (range: 60 to 172 days). In studies MEK 115306 and MEK 116513 <1%
(2/209) and 1 % (4/350), respectively, of patients treated with trametinib in combination with
dabrafenib developed pneumonitis or ILD (see section 4.8).

Trametinib should be withheld in patients with suspected ILD or pneumonitis, including patients
presenting with new or progressive pulmonary symptoms and findings including cough, dyspnoea,
hypoxia, pleural effusion, or infiltrates, pending clinical investigations. Trametinib should be
permanently discontinued for patients diagnosed with treatment-related ILD or pneumonitis (see
section 4.2). If trametinib is being used in combination with dabrafenib then therapy with dabrafenib
may be continued at the same dose.

Visual impairment

Disorders associated with visual disturbance, including RPED and RVO, may occur with trametinib as
monotherapy and in combination with dabrafenib. Symptoms such as blurred vision, decreased acuity,
and other visual phenomena have been reported in the clinical trials with trametinib (see section 4.8).
In clinical trials uveitis and iridocyclitis have also been reported in patients treated with trametinib in
combination with dabrafenib.

Trametinib is not recommended in patients with a history of RVO. The safety of trametinib in subjects
with predisposing factors for RVO, including uncontrolled glaucoma or ocular hypertension,
uncontrolled hypertension, uncontrolled diabetes mellitus, or a history of hyperviscosity or
hypercoagulability syndromes, has not been established.

If patients report new visual disturbances, such as diminished central vision, blurred vision or loss of
vision at any time while on trametinib therapy, a prompt ophthalmological assessment is
recommended. If RPED is diagnosed, the dose modification schedule in Table 3 should be followed
(see section 4.2); if uveitis is diagnosed, please refer to dabrafenib SmPC section 4.4. In patients who
are diagnosed with RVO, treatment with trametinib should be permanently discontinued. No dose
modification of dabrafenib is required when taken in combination with trametinib following diagnosis
of RVO or RPED. No dose modification of trametinib is required when taken in combination with
dabrafenib following diagnosis of uveitis.

Rash

Rash has been observed in about 60% of patients in trametinib monotherapy studies and in about 25%
of patients in trametinib and dabrafenib combination studies MEK 115306 and MEK 116513 (see
section 4.8). The majority of these cases were Grade 1 or 2 and did not require any dose interruptions

or dose reductions.

Rhabdomyolysis

Rhabdomyolysis has been reported in patients taking trametinib as monotherapy or in combination
with dabrafenib (see section 4.8). In some cases, patients were able to continue trametinib. In more



severe cases hospitalisation, interruption or permanent discontinuation of trametinib or trametinib and
dabrafenib combination was required. Signs or symptoms of rhabdomyolysis should warrant an
appropriate clinical evaluation and treatment as indicated.

Renal failure

Renal failure has been identified in patients treated with trametinib in combination with dabrafenib in
clinical studies. Please refer to the dabrafenib SmPC (section 4.4).

Pancreatitis

Pancreatitis has been reported in patients treated with trametinib in combination with dabrafenib in
clinical studies. Please refer to the dabrafenib SmPC (section 4.4).

Hepatic events

Hepatic adverse events have been reported in clinical trials with trametinib as monotherapy and in
combination with dabrafenib (see section 4.8). It is recommended that patients receiving treatment
with trametinib monotherapy or in combination with dabrafenib have liver function monitored every
four weeks for 6 months after treatment initiation with trametinib. Liver monitoring may be continued
thereafter as clinically indicated.

Hepatic impairment

As metabolism and biliary excretion are the primary routes of elimination of trametinib, administration
of trametinib should be undertaken with caution in patients with moderate to severe hepatic
impairment (see sections 4.2 and 5.2).

Deep vein thrombosis (DVT)/Pulmonary embolism (PE)

Pulmonary embolism or deep vein thrombosis can occur when trametinib is used as monotherapy or in
combination with dabrafenib. If patients develop symptoms of pulmonary embolism or deep vein
thrombosis such as shortness of breath, chest pain, or arm or leg swelling, they should immediately
seek medical care. Permanently discontinue trametinib and dabrafenib for life-threatening pulmonary
embolism.

Gastrointestinal disorders

Colitis and gastrointestinal perforation, including fatal outcome, have been reported in patients taking
trametinib as monotherapy and in combination with dabrafenib (see section 4.8). Treatment with
trametinib monotherapy or in combination with dabrafenib should be used with caution in patients
with risk factors for gastrointestinal perforation, including history of diverticulitis, metastases to the
gastrointestinal tract and concomitant use of medications with a recognised risk of gastrointestinal
perforation.

4.5 Interaction with other medicinal products and other forms of interaction

Effect of other medicinal products on trametinib

As trametinib is metabolised predominantly via deacetylation mediated by hydrolytic enzymes (e.g.
carboxyl-esterases), its pharmacokinetics are unlikely to be affected by other agents through metabolic
interactions (see section 5.2). Drug-drug interactions via these hydrolytic enzymes cannot be ruled out
and could influence the exposure to trametinib.

Trametinib is an in vitro substrate of the efflux transporter P-gp. As it cannot be excluded that strong
inhibition of hepatic P-gp may result in increased levels of trametinib, caution is advised when co-
administering trametininb with medicinal products that are strong inhibitors of P-gp (e.g. verapamil,



cyclosporine, ritonavir, quinidine, itraconazole).

Effect of trametinib on other medicinal products

Based on in vitro and in vivo data, trametinib is unlikely to significantly affect the pharmacokinetics of
other medicinal products via interaction with CYP enzymes or transporters (see section 5.2).
Trametinib may result in transient inhibition of BCRP substrates (e.g. pitavastatin) in the gut, which
may be minimised with staggered dosing (2 hours apart) of these agents and trametinib.

Combination with dabrafenib

When trametinib is used in combination with dabrafenib see sections 4.4 and 4.5 of the dabrafenib
SmPC for interactions.

Effect of food on trametinib

Patients should take trametinib as monotherapy or in combination with dabrafenib at least one hour
prior to or two hours after a meal due to the effect of food on trametinib absorption (see section 4.2
and 5.2).

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in females

Advise female patients of reproductive potential to use highly effective contraception during treatment
with trametinib and for 4 months after treatment.

It is currently unknown if hormonal contraceptives are affected by trametinib. To prevent pregnancy,
female patients using hormonal contraception are advised to use an additional or alternative method
during treatment and for 4 months following discontinuation of trametinib.

Use with dabrafenib may render hormonal contraceptives less effective and therefore an alternative
method of contraception, such as a barrier method, should be used when trametinib is used in
combination with dabrafenib. Refer to the dabrafenib SmPC for further information.

Pregnancy

There are no adequate and well-controlled studies of trametinib in pregnant women. Animal studies
have shown reproductive toxicity (see section 5.3). Trametinib should not be administered to pregnant
women or nursing mothers. If trametinib is used during pregnancy, or if the patient becomes pregnant
while taking trametinib, the patient should be informed of the potential hazard to the foetus.

Breast-feeding

It is not known whether trametinib is excreted in human milk. Because many medicinal products are
excreted in human milk, a risk to the breast-feeding infant cannot be excluded. A decision should be
made whether to discontinue breast-feeding or discontinue trametinib, taking into account the benefit
of breast-feeding for the child and the benefit of therapy for the woman.

Fertility
There are no data in humans for trametinib as monotherapy or in combination with dabrafenib. In

animals, no fertility studies have been performed, but adverse effects were seen on female
reproductive organs (see section 5.3). Trametinib may impair fertility in humans.
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Men taking trametinib in combination with dabrafenib

Effects on spermatogenesis have been observed in animals given dabrafenib. Male patients taking
trametinib in combination with dabrafenib should be informed of the potential risk for impaired
spermatogenesis, which may be irreversible. Refer to the dabrafenib SmPC for further information.

4.7 Effects on ability to drive and use machines

Trametinib has minor influence on the ability to drive or use machines. The clinical status of the
patient and the adverse reaction profile should be borne in mind when considering the patient’s ability
to perform tasks that require judgement, motor and cognitive skills. Patients should be made aware of
potential for fatigue, dizziness or eye problems that might affect these activities.

4.8 Undesirable effects

Summary of the safety profile

The safety of trametinib monotherapy has been evaluated in the integrated safety population of

329 patients with BRAF V600 mutant unresectable or metastatic melanoma treated with trametinib

2 mg once daily. Of these patients, 211 were treated with trametinib for BRAF V600 mutant
melanoma in the randomised open label phase I1I study MEK 114267 (METRIC) (see section 5.1). The
most common adverse reactions (incidence >20%) for trametinib were rash, diarrhoea, fatigue,
oedema peripheral, nausea, and dermatitis acneiform.

The safety of trametinib in combination with dabrafenib has been evaluated in the integrated safety
population of 641 patients with BRAF V600 mutant unresectable or metastatic melanoma and
advanced NSCLC treated with trametinib 2 mg once daily and dabrafenib 150 mg twice daily. Of
these patients, 559 were treated with the combination for BRAF V600 mutant melanoma in two
randomised Phase III studies, MEK 115306 (COMBI-d) and MEK 116513 (COMBI-v), and 82 were
treated with the combination for BRAF V600 mutant NSCLC in a multi-cohort, non-randomised
Phase II study BRF113928 (see section 5.1).

The most common adverse reactions (incidence >20%) for trametinib in combination with dabrafenib
were: pyrexia, nausea, diarrhoea, fatigue, chills, headache, vomiting, arthralgia, hypertension, rash and

cough.

Tabulated summary of adverse reactions

Adverse reactions are listed below by MedDRA body system organ class.
The following convention has been utilised for the classification of frequency:

Very common >1/10

Common >1/100 to <1/10

Uncommon >1/1,000 to <1/100

Rare >1/10,000 to <1/1,000

Not known (cannot be estimated from the available data)

Categories have been assigned based on absolute frequencies in the clinical trial data. Within each
frequency grouping, adverse reactions are presented in order of decreasing seriousness.
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Table 4 Adverse reactions reported in the integrated safety population of trametinib monotherapy
(n=329)
System Organ Class Frequency (all Adverse Reactions
grades)
Folliculitis
. ) . Paronychia
Infections and infestation Common —
Cellulitis
Rash pustular
B.lood and lymphatic system Common Anaemia
disorders
Immune system disorders Common Hypersensitivity®
Metabolism and nutrition Common Dehydration
disorders
Vision blurred
Common Periorbital oedema
Visual impairment
Eye disorders Chorioretinopathy
U Papilloedema
fieominion Retinal detachment
Retinal vein occlusion
Left ventricular dysfunction
. . Common Ejection fraction decreased
Cardiac disorders ;
Bradycardia
Uncommon Cardiac failure
Hypertension
Vascular disorders Very common Hz:f:)morrhageb
Common Lymphoedema
Very common Cough
Respiratory, thoracic and Dyspnoea
mediastinal disorders Common Pneumonitis
Uncommon Interstitial lung disease
Diarrhoea
Nausea
Vomiting
Very common Constipation
Gastrointestinal disorders Abdominal pain
Dry mouth
Common Stomatitis
Uncommon Gastrointestinal perforation
Colitis
Rash
Dermatitis acneiform
Very common Dry skin
Pruritus
Skin and subcutaneous Alopecia
disorders Erythema
Palmar-plantar erythrodysaesthesia
Common syndrome
Skin fissures
Skin chapped
Musculoskeletal and Uncommon Rhabdomyolysis

connective tissue disorders
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General disorders and
administration site

Very common

Fatigue

Oedema peripheral

Pyrexia

Face oedema

conditions Common Mucosal inflammation
Asthenia
Very common Aspartate aminotransferase increased
. L. Alanine aminotransferase increased
Investigations

Common

Blood alkaline phosphatase increased

Blood creatine phosphokinase increased

* May present with symptoms such as fever, rash, increased liver transaminases, and visual disturbances
b Events include but are not limited to: epistaxis, haematochezia, gingival bleeding, haematuria, and rectal,
haemorrhoidal, gastric, vaginal, conjunctival, intracranial and post procedural haemorrhage.

Table 5

combination with dabrafenib (n=641)

Adverse reactions reported in the integrated safety population of trametinib in

System Organ Class

Frequency (all
grades)

Adverse Reactions

Very common

Urinary tract infection

Nasopharyngitis
Celluliti
Infections and Infestations s T8
Folliculitis
Common -
Paronychia
Rash pustular
Cutaneous squamous cell carcinoma?®
Neoplasms benign, Common Papilloma®
malignant and unspecified Seborrhoeic keratosis
incl cysts and pol i
(incl cysts and polyps) Uncommon New primary me?anoma
Acrochordon (skin tags)
Very common Neutropenia
Blood and lymphatic system Anaemia
disorders Common Thrombocytopenia
Leukopenia
Immune system disorders Uncommon Hypersensitivity®
Very common Decreased appetite
. .. Dehydration
Metabolism and nutrition -
. Hyponatraemia
disorders Common -
Hypophosphataemia
Hyperglycaemia
Headach
Nervous system disorders Very common catav e
Dizziness

Vision blurred

Common - - -
Visual impairment
Eye disorders Cho_ri_oretinopathy
Uncommon UVe'ltIS
Retinal detachment
Periorbital oedema
Common Ejection fraction decreased
Cardiac disorders Uncommon Bradycardia
Unknown Myocarditis
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Vascular disorders

Very common

Hypertension

Haemorrhage!

Common

Hypotension

Lymphoedema

Respiratory, thoracic and
mediastinal disorders

Very common

Cough

Common

Dyspnoea

Pneumonitis

Gastrointestinal disorders

Very common

Abdominal pain

Constipation

Diarrhoea

Nausea

Vomiting

Common

Dry mouth

Stomatitis

Uncommon

Pancreatitis

Gastrointestinal perforation

Colitis

Skin and subcutaneous
disorders

Very common

Dry skin

Pruritus

Rash

Erythema

Common

Dermatitis acneiform

Actinic keratosis

Night sweats

Hyperkeratosis

Alopecia

Palmar-plantar erythrodysaesthesia
syndrome

Skin lesion

Hyperhidrosis

Panniculitis

Skin fissures

Photosensitivity reaction

Musculoskeletal and
connective tissue disorders

Very common

Arthralgia

Myalgia

Pain in extremity

Muscle spasms

Renal and urinary disorders

Common

Renal failure

Uncommon

Nephritis

General disorders and
administration site
conditions

Very common

Fatigue

Chills

Asthenia

Oedema peripheral

Pyrexia

Common

Mucosal inflammation

Influenza-like illness

Face oedema
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Alanine aminotransferase increased

Very common - -
vy Aspartate aminotransferase increased

Investigations Blood alkaline phosphatase increased

Common Gamma-glutamyltransferase increased

Blood creatine phosphokinase increased

2 cu SCC: SCC, SCC of'the skin, SCC in situ (Bowen’s disease) and keratoacanthoma
b Papilloma, skin papilloma

¢ Includes drug hypersensitivity

4 Bleeding from various sites, including intracranial bleeding and fatal bleeding

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

Description of selected adverse reactions

New malignancies

New malignancies, cutaneous and non-cutaneous, can occur when trametinib is used in combination
with dabrafenib. Please refer to the dabrafenib SmPC.

Haemorrhage

Haemorrhagic events, including major haemorrhagic events and fatal haemorrhages occurred in
patients taking trametinib as monotherapy and in combination with dabrafenib. The majority of
bleeding events were mild. Fatal intracranial haemorrhages occurred in the integrated safety
population of trametinib in combination with dabrafenib in 1% (8/641) of patients. The median time to
onset of the first occurrence of haemorrhagic events for the combination of trametinib and dabrafenib
was 94 days in the melanoma Phase III studies and 75 days in the NSCLC study for the patients who
had received prior anti-cancer therapy.

The risk of haemorrhage may be increased with concomitant use of antiplatelet or anticoagulant
therapy. If haemorrhage occurs, treat as clinically indicated (see section 4.4).

LVEF reduction/Left ventricular dysfunction

Trametinib has been reported to decrease LVEF when used as monotherapy or in combination with
dabrafenib. In clinical trials, the median time to first occurrence of left ventricular dysfunction, cardiac
failure and LVEF decrease was between 2 to 5 months. In the integrated safety population of
trametinib in combination with dabrafenib, decreased LVEF has been reported in 8% (54/641) of
patients with most cases being asymptomatic and reversible. Patients with LVEF lower than the
institutional lower limit of normal were not included in clinical trials with trametinib. Trametinib
should be used with caution in patients with conditions that could impair left ventricular function (see
sections 4.2 and 4.4).

Pyrexia

Pyrexia has been reported in clinical trials with trametinib as monotherapy and in combination with
dabrafenib; however, the incidence and severity of pyrexia are increased with the combination
therapy. Please refer to sections 4.4 and 4.8 of the dabrafenib SmPC.

Hepatic events

Hepatic adverse events have been reported in clinical trials with trametinib as monotherapy and in
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combination with dabrafenib. Of the hepatic AEs, increased ALT and AST were the most common
events and the majority were either Grade 1 or 2. For trametinib monotherapy, more than 90% of these
liver events occurred within the first 6 months of treatment. Liver events were detected in clinical
trials with monitoring every four weeks. It is recommended that patients receiving treatment with
trametinib monotherapy or in combination with dabrafenib have liver function monitored every four
weeks for 6 months. Liver monitoring may be continued thereafter as clinically indicated (see

section 4.4).

Hypertension

Elevations in blood pressure have been reported in association with trametinib as monotherapy and in
combination with dabrafenib, in patients with or without pre-existing hypertension. Blood pressure
should be measured at baseline and monitored during treatment, with control of hypertension by
standard therapy as appropriate (see section 4.4).

Interstitial lung disease (ILD)/Pneumonitis

Patients treated with trametinib or combination with dabrafenib may develop ILD or pneumonitis.
Trametinib should be withheld in patients with suspected ILD or pneumonitis, including patients
presenting with new or progressive pulmonary symptoms and findings including cough, dyspnoea,
hypoxia, pleural effusion, or infiltrates, pending clinical investigations. For patients diagnosed with
treatment-related ILD or pneumonitis trametinib should be permanently discontinued (see sections 4.2
and 4.4).

Visual impairment

Disorders associated with visual disturbances, including RPED and RVO, have been observed with
trametinib. Symptoms such as blurred vision, decreased acuity, and other visual disturbances have
been reported in the clinical trials with trametinib (see sections 4.2 and 4.4).

Rash

Rash has been observed in about 60% of patients when given as monotherapy and in about 25% of
patients in trametinib and dabrafenib combination studies in the integrated safety population. The
majority of these cases were Grade 1 or 2 and did not require any dose interruptions or dose reductions
(see sections 4.2 and 4.4).

Rhabdomyolysis

Rhabdomyolysis has been reported in patients taking trametinib alone or in combination with
dabrafenib. Signs or symptoms of rhabdomyolysis should warrant an appropriate clinical evaluation
and treatment as indicated (see section 4.4).

Pancreatitis

Pancreatitis has been reported with dabrafenib in combination with trametinib. Please see the
dabrafenib SmPC.

Renal failure

Renal failure has been reported with dabrafenib in combination with trametinib. Please see the
dabrafenib SmPC.
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Special populations

Elderly

In the phase III study with trametinib in patients with unresectable or metastatic melanoma (n=211),
49 patients (23%) were >65 years of age, and 9 patients (4%) were >75 years of age. The proportion of
subjects experiencing adverse events (AE) and serious adverse events (SAE) was similar in the
subjects aged <65 years and those aged >65 years. Patients >65 years were more likely to experience
AEs leading to permanent discontinuation of medicinal product, dose reduction and dose interruption
than those <65 years.

In the integrated safety population of trametinib in combination with dabrafenib (n=641) 180 patients
(28%) were >65 years of age; 50 patients (8%) were >75 years of age. The proportion of patients
experiencing AEs was similar in those aged <65 years and those aged >65 years in all studies. Patients
>65 years were more likely to experience SAEs and AEs leading to permanent discontinuation of
medicinal product, dose reduction and dose interruption than those <65 years.

Renal impairment

No dosage adjustment is required in patients with mild or moderate renal impairment (see section 5.2).
Trametinib should be used with caution in patients with severe renal impairment (see sections 4.2 and
4.4).

Hepatic impairment

No dosage adjustment is required in patients with mild hepatic impairment (see section 5.2).
Trametinib should be used with caution in patients with moderate or severe hepatic impairment (see
sections 4.2 and 4.4)

4.9 Overdose

In clinical trials with trametinib monotherapy one case of accidental overdose was reported; a single
dose of 4 mg. No AEs were reported following this event of trametinib overdose. In clinical trials with
the combination of trametinib and dabrafenib 11 patients reported trametinib overdose (4 mg); no
SAEs were reported. There is no specific treatment for overdose. If overdose occurs, the patient should
be treated supportively with appropriate monitoring as necessary.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, protein kinase inhibitor, ATC code: LO1XE25

Mechanism of action

Trametinib is a reversible, highly selective, allosteric inhibitor of mitogen-activated extracellular
signal regulated kinase 1 (MEK1) and MEK2 activation and kinase activity. MEK proteins are
components of the extracellular signal-related kinase (ERK) pathway. In melanoma and other cancers,
this pathway is often activated by mutated forms of BRAF which activates MEK. Trametinib inhibits
activation of MEK by BRAF and inhibits MEK kinase activity. Trametinib inhibits growth of BRAF
V600 mutant melanoma cell lines and demonstrates anti-tumour effects in BRAF V600 mutant
melanoma animal models.

Combination with dabrafenib

Dabrafenib is an inhibitor of RAF kinases. Oncogenic mutations in BRAF lead to constitutive
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activation of the RAS/RAF/MEK/ERK pathway. Thus, trametinib and dabrafenib inhibit two kinases
in this pathway, MEK and RAF, and therefore the combination provides concomitant inhibition of the
pathway. The combination of trametinib with dabrafenib has shown anti-tumour activity in BRAF
V600 mutation positive melanoma cell lines in vitro and delays the emergence of resistance in vivo in
BRAF V600 mutation positive melanoma xenografts.

Determination of BRAF mutation status

Before taking trametinib or the combination with dabrafenib, patients must have BRAF V600
mutation-positive tumour status confirmed by a validated test.

In clinical trials, central testing for BRAF V600 mutation using a BRAF mutation assay was
conducted on the most recent tumour sample available. Primary tumour or tumour from a metastatic
site was tested with a validated polymerase chain reaction (PCR) assay developed by Response
Genetics Inc. The assay was specifically designed to differentiate between the V60OE and V600K
mutations. Only patients with BRAF V600E or V600K mutation positive tumours were eligible for
study participation.

Subsequently, all patient samples were re-tested using the CE-marked bioMerieux (bMx) THxID
BRAF validated assay. The bMx THxID BRAF assay is an allele-specific PCR performed on DNA
extracted from FFPE tumour tissue. The assay was designed to detect the BRAF V600E and V600K
mutations with high sensitivity (down to 5% V600E and V600K sequence in a background of wild-
type sequence using DNA extracted from FFPE tissue). Non-clinical and clinical studies with
retrospective bi-directional Sanger sequencing analyses have shown that the test also detects the less
common BRAF V600D mutation and V60OE/K601E mutation with lower sensitivity. Of the
specimens from the non-clinical and clinical studies (n=876) that were mutation positive by the
THxID BRAF assay and subsequently were sequenced using the reference method, the specificity of
the assay was 94%.

Pharmacodynamic effects

Trametinib suppressed levels of phosphorylated ERK in BRAF mutant melanoma tumour cell lines
and melanoma xenograft models.

In patients with BRAF and NRAS mutation positive melanoma, administration of trametinib resulted
in dose-dependent changes in tumour biomarkers including inhibition of phosphorylated ERK,
inhibition of Ki67 (a marker of cell proliferation), and increases in p27 (a marker of apoptosis). The
mean trametinib concentrations observed following repeat dose administration of 2 mg once daily
exceeds the preclinical target concentration over the 24-hr dosing interval, thereby providing sustained
inhibition of the MEK pathway.

Clinical efficacy and safety

Melanoma

In the clinical studies only patients with cutaneous melanoma were studied. Efficacy in patients with
ocular or mucosal melanoma has not been assessed.

. Trametinib in combination with dabrafenib

Treatment naive patients

The efficacy and safety of the recommended dose of trametinib (2 mg once daily) in combination with
dabrafenib (150 mg twice daily) for the treatment of adult patients with unresectable or metastatic
melanoma with a BRAF V600 mutation was studied in two Phase III studies and one supportive Phase
/1T study.
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MEK115306 (COMBI-d):

MEKT115306 was a Phase III, randomised, double-blinded study comparing the combination of
dabrafenib and trametinib to dabrafenib and placebo in first-line therapy for subjects with unresectable
(Stage IIIC) or metastatic (Stage IV) BRAF V600E/K mutation-positive cutaneous melanoma. The
primary endpoint of the study was progression-free survival (PFS), with a key secondary endpoint of
overall survival (OS). Subjects were stratified by lactate dehydrogenase (LDH) level (> the upper limit
of normal (ULN) versus <ULN) and BRAF mutation (V600E versus V600K).

A total of 423 subjects were randomised 1:1 to either combination (N=211) or dabrafenib (N=212).
Most subjects were Caucasian (>99%) and male (53%), with a median age of 56 years (28% were

>65 years). The majority of subjects had Stage IVM1c¢ disease (67%). Most subjects had LDH <ULN
(65%), Eastern Cooperative Oncology Group (ECOG) performance status of 0 (72%), and visceral
disease (73%) at baseline. The majority of subjects had a BRAF V600E mutation (85%). Subjects with
brain metastases were not included in the trial.

The final OS analysis (12 January 2015) demonstrated a statistically significant improvement in OS
for the combination compared with dabrafenib monotherapy (Figure 1). The 1-year (74%) and 2-year
(51%) OS estimates for the combination arm were greater than those for dabrafenib monotherapy
(68% and 42% respectively).

Figure 1 Kaplan-Meier overall survival curves for Study MEK 115306 (ITT population)

Dabrafenib + Dabrafenib +
trametinib (N=211) placebo (N=212)

Overall Survival 12 January 2015

Number of events (%) 99 (47%) 123 (58%)
Median OS (months) 25.1 18.7
Adjusted Hazard Ratio (95% ClI) 0.71 (0.55, 0.92)
Stratified Log-Rank P-Value 0.011
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Statistically significant improvements were observed for the primary endpoint of PFS and secondary
endpoint of overall response rate (ORR). A longer duration of response (DoR) is also observed

(Table 6).

Table 6 Efficacy results for Study MEK 115306 (COMBI-d)

Endpoint Dabrafenib + Dabrafenib + Dabrafenib + Dabrafenib +
Trametinib Placebo Trametinib Placebo

(N=211) (N=212) (N=211) (N=212)

Data cut-off date 26 August 2013 12 January 2015

PFS®

Progressive disease or 102 (48) 109 (51) 139 (66) 162 (76)

death, n (%)

Median PFS (months) 9.3 8.8 11.0 8.8

(95% CI) (7.7,11.1) (5.9,10.9) (8.0,13.9) (5.9,9.3)

Hazard Ratio 0.75 0.67

(95% CI) (0.57, 0.99) (0.53, 0.84)

P value 0.035 <0.001

ORR® 67 51 69 53

(95% CI) (59.9, 73.0) (44.5, 58.4) (61.8,74.8) (46.3, 60.2)

ORR difference 15¢ 15¢

(95% CI) (5.9,24.5) (6.0, 24.5)

P value 0.0015 0.0014

DoR* (months)

Median 9.2¢ 10.24 12.9 10.6

(95% CI) (7.4, NR) (7.5, NR) (9.4,19.5) (9.1, 13.8)

a — Progression-free survival (investigator assessed)
b — Overall Response Rate = Complete Response + Partial Response

¢ — Duration of response

d — At the time of the reporting the majority (>59%) of investigator-assessed responses were still ongoing
e — ORR difference calculated based on the ORR result not rounded

NR = Not reached

MEK116513 (COMBI-v):

Study MEK 116513 was a 2-arm, randomised, open-label, Phase III study comparing dabrafenib and
trametinib combination therapy with vemurafenib monotherapy in BRAF V600 mutation-positive
metastatic melanoma. The primary endpoint of the study was OS with a key secondary endpoint of
PFS. Subjects were stratified by lactate dehydrogenase (LDH) level (> the upper limit of normal

(ULN) versus <ULN) and BRAF mutation (V600E versus V600K).

A total of 704 subjects were randomised 1:1 to either combination or vemurafenib. Most subjects were
Caucasian (>96%) and male (55%), with a median age of 55 years (24% were >65 years). The
majority of subjects had Stage IV M1c disease (61% overall). Most subjects had LDH <ULN (67%),
ECOG performance status of 0 (70%), and visceral disease (78%) at baseline. Overall, 54% of subjects
had <3 disease sites at baseline. The majority of subjects had BRAF V600E mutation-positive
melanoma (89%). Subjects with brain metastases were not included in the trial.

The updated OS analysis (13 March 2015) demonstrated a statistically significant improvement in OS
for the combination compared with vemurafenib monotherapy (Figure 2). The 12-month OS estimate
was 72% for combination therapy and 65% for vemurafenib.
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Figure 2

Kaplan-Meier curves Updated OS analysis for Study MEK 116513

Dabrafenib +
trametinib (N=

352)

Vemurafenib
(N=352)

Overall Survival 13 March 2015

Number of events (%)

155 (44%)

195 (55%)

Median OS (months) 25.6

18.0

Statistically significant improvements are observed for the secondary endpoints of PFS and ORR. A

Adjusted Hazard Ratio (95% ClI)

0.66 (0.53, 0.81)

Stratified Log-Rank P-Value

<0.001

longer DoR is also observed (Table 7).

Table 7 Efficacy results for Study MEK116513 (COMBI-v)
Endpoint Dabrafenib + Trametinib Vemurafenib
(N=352) (N=352)

PFS
Progressive disease or death, 166 (47) 217 (62)
n (%)
Median PFS (months) 11.4 7.3
(95% CI) (9.9, 14.9) (5.8,7.8)
Hazard Ratio 0.56
(95% CI) (0.46, 0.69)

P value <0.001
ORR 226 (64) 180 (51)
(95% CI) (59.1,69.4) (46.1, 56.8)
ORR difference 13
(95% CI) (5.7,20.2)

P value 0.0005
DoR (months)
Median 13.8 7.5
(95% CI) (11.0, NR) (7.3,9.3)
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Prior BRAF inhibitor therapy
There are limited data in patients taking the combination of trametinib with dabrafenib who have
progressed on a prior BRAF inhibitor.

Part B of study BRF113220 included a cohort of 26 patients that had progressed on a BRAF inhibitor.
The trametinib 2 mg once daily and dabrafenib 150 mg twice daily combination demonstrated limited
clinical activity in patients who had progressed on a BRAF inhibitor (see section 4.4). The
investigator-assessed confirmed response rate was 15% (95% CI: 4.4, 34.9) and the median PFS was
3.6 months (95% CI: 1.9, 5.2). Similar results were seen in the 45 patients who crossed over from
dabrafenib monotherapy to the trametinib 2 mg once daily and dabrafenib 150 mg twice daily
combination in Part C of this study. In these patients a 13% (95% CI: 5.0, 27.0) confirmed response
rate was observed with a median PFS of 3.6 months (95% CI: 2, 4).

. Trametinib monotherapy

Treatment naive patients

The efficacy and safety of trametinib in patients with BRAF mutant melanoma (V600E and V600K)
were evaluated in a randomised open-label Phase III study (MEK 114267 [METRIC]). Measurement
of patients’ BRAF V600 mutation status was required.

Patients (N=322) who were treatment naive or may have received one prior chemotherapy treatment in
the metastatic setting [Intent to Treat (ITT) population] were randomised 2:1 to receive trametinib

2 mg once daily or chemotherapy (dacarbazine 1000 mg/m? every 3 weeks or paclitaxel 175 mg/m?
every 3 weeks). Treatment for all patients continued until disease progression, death or withdrawal.

The primary endpoint of the study was to evaluate the efficacy of trametinib compared to
chemotherapy with respect to PFS in patients with advanced/metastatic BRAF V600E/K
mutation-positive melanoma without a prior history of brain metastases (N=273) which is considered
the primary efficacy population. The secondary endpoints were PFS in the ITT population and OS,
ORR, and DoR in the primary efficacy population and ITT population. Patients in the chemotherapy
arm were allowed to cross-over to the trametinib arm after independent confirmation of progression.
Of the patients with confirmed disease progression in the chemotherapy arm, a total of 51 (47%)
crossed over to receive trametinib.

Baseline characteristics were balanced between treatment groups in the primary efficacy population
and the ITT population. In the ITT population, 54% of patients were male and all were Caucasian. The
median age was 54 years (22% were >65 years); all patients had an ECOG performance score of 0 or
1; and 3 % had history of brain metastases. Most patients (87%) in the ITT population had BRAF
V600E mutation and 12% of patients had BRAF V600K. Most patients (66%) received no prior
chemotherapy for advanced or metastatic disease.

The efficacy results in the primary efficacy population were consistent with those in the ITT

population; therefore, only the efficacy data for the ITT population are presented in Table 8. Kaplan-
Meier curves of investigator assessed OS (post-hoc analysis 20 May 2013) is presented in Figure 3.
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Table 8 Investigator assessed efficacy results (ITT population)

Endpoint Trametinib Chemotherapy?*
Progression-Free Survival (N=214) (N=108)
Median PFS (months) 4.8 1.5

(95% CI) (4.3,4.9) (1.4,2.7)
Hazard Ratio 0.45

(95% CI) (0.33,0.63)

P value <0.0001
Overall Response Rate (%) 22 | 8

ITT = Intent to Treat; PFS = Progression-free survival; CI = confidence interval.
a Chemotherapy included patients on dacarbazine (DTIC) 1000 mg/m?every 3 weeks or paclitaxel
175 mg/m? every 3 weeks.

The PFS result was consistent in the subgroup of patients with V600K mutation positive melanoma
(HR=0.50; [95% CI: 0.18, 1.35], p=0.0788).

An additional OS analysis was undertaken based upon the 20 May 2013 data cut, see Table 9.

For October 2011, 47% of subjects had crossed over, while for May 2013, 65% of subjects had
crossed over.

Table 9 Survival data from the primary and post-hoc analyses
Cut-off Treatment Number | Median months | Hazard ratio Percent
dates of deaths | OS (95% CI) (95% CI) survival at
(%) 12 months
(95% CI)
October 26, | Chemotherapy | 29 (27) NR NR
2011 (n=108) 0.54 (0.32,0.92)
Trametinib 35(16) NR NR
(n=214)
May 20, Chemotherapy | 67 (62) 11.3 (7.2, 14.8) 50 (39,59)
2013 (n=108) 0.78 (0.57, 1.06)
Trametinib 137 (64) 15.6 (14.0, 17.4) 61(54, 67)
(n=214)

NR=not reached
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Figure 3 Kaplan-Meier curves of overall survival (OS —ad hoc analysis 20 May 2013)

Prior BRAF inhibitor therapy

In a single-arm Phase II study, designed to evaluate the objective response rate, safety, and
pharmacokinetics following dosing of trametinib at 2 mg once daily in patients with BRAF V600E,
V600K, or V600D mutation-positive metastatic melanoma (MEK113583), two separate cohorts were
enrolled: Cohort A: patients with prior treatment with a BRAF inhibitor either with or without other
prior therapy, Cohort B: patients with at least 1 prior chemotherapy or immunotherapy, without prior
treatment with a BRAF inhibitor.

In Cohort A of this study, trametinib did not demonstrate clinical activity in patients who had
progressed on a prior BRAF inhibitor therapy.

Non-small cell lung cancer

Study BRF113928

The efficacy and safety of trametinib in combination with dabrafenib was studied in a Phase II,
three-cohort, multicentre, non-randomised and open-label study in which patients with stage [V BRAF
V600E mutant NSCLC were enrolled. The primary endpoint was ORR using the ‘Response
Evaluation Criteria In Solid Tumors’ (RECIST 1.1) assessed by the investigator. Secondary endpoints
included DoR, PFS, OS, safety and population pharmacokinetics. ORR, DoR and PFS were also
assessed by an Independent Review Committee (IRC) as a sensitivity analysis.

Cohorts were enrolled sequentially:

o Cohort A: Monotherapy (dabrafenib 150 mg twice daily), 84 patients enrolled. 78 patients had
previous systemic treatment for their metastatic disease.
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o Cohort B: Combination therapy (dabrafenib 150 mg twice daily and trametinib 2 mg once daily),
59 patients enrolled. 57 patients had 1-3 lines of previous systemic treatment for their metastatic
disease. 2 patients had no previous systemic treatment and were included in the analysis for
patients enrolled in Cohort C.

o Cohort C: Combination therapy (dabrafenib 150 mg twice daily and trametinib 2 mg once daily),
34 patients. All patients received study medication as first-line treatment for metastatic disease.

Among the total of 93 patients who were enrolled in the combination therapy cohorts B and C, most
patients were Caucasian (>90%), and similar female versus male (54% versus 46%), with a median
age of 64 years in second line or higher patients and 68 years in the first line patients. Most patients
(94%) enrolled in the combination therapy treated cohorts had an ECOG performance status of 0 or 1.
26 (28%) had never smoked. The majority of patients had a non-squamous histology. In the previously
treated population, 38 patients (67%) had one line of systemic anti-cancer therapy for metastatic
disease.

For the primary endpoint of investigator-assessed ORR, the ORR in the first line population was
61.1% (95% CI, 43.5%, 76.9%) and in the previously treated population was 66.7% (95% CI, 52.9%,
78.6%). These met the statistical significance to reject the null hypothesis that the ORR of dabrafenib
in combination with trametinib for this NSCLC population was less than or equal to 30%. The ORR
results assessed by IRC were consistent with the investigator assessment. The response was durable
with median DoR in the previously treated population reaching 9.8 months (95% CI, 6.9, 16.0) by
investigator assessment. In the first line population, 68% of patients had not progressed after 9 months.
The median DoR and PFS were not yet estimable (Table 10).

Table 10  Summary of efficacy in the combination treatment cohorts based on investigator and
independent radiology review

Endpoint Analysis Combination 1° Line Combination 2" Line Plus
N=36' N=57"

Overall confirmed By Investigator 22 (61.1%) 38 (66.7%)
response n (%) (43.5,76.9) (52.9, 78.6)
(95% CI) By IRC 22 (61.1%) 36 (63.2%)

(43.5,76.9) (49.3,75.6)
Median DoR By Investigator NE? (8.3, NE) 9.8 (6.9, 16.0)
Months (95% CI) By IRC NE (6.9, NE) 12.6 (5.8, NE)
Median PFS By Investigator 3 10.2 (6.9, 16.7)
Months (95% CI) By IRC 3 8.6 (5.2,16.8)
Median OS - 24.6 (11.7, NE)* 18.2 (14.3, NE)
Months (95% CI)

! Data cut-off: 8" August 2016
2NE: Not Evaluable
3 Median PFS currently not estimable

4 Event rate for OS calculation was 28% and hence the defined median value still needs to mature

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
trametinib in all subsets of the paediatric population in melanoma and malignant neoplasms
(see section 4.2 for information on paediatric use).
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5.2 Pharmacokinetic properties

Absorption

Trametinib is absorbed orally with median time to achieve peak concentrations of 1.5 hours post-dose.
The mean absolute bioavailability of a single 2 mg tablet dose is 72% relative to an intravenous (IV)
microdose. The increase in exposure (Cmax and AUC) was dose-proportional following repeat dosing.
Following administration of 2 mg once daily, steady-state geometric mean Cpmax, AUC(o.r) and predose
concentration were 22.2 ng/ml, 370 ng*hr/ml and 12.1 ng/ml, respectively with a low peak:trough
ratio (1.8). Inter-subject variability at steady state was low (<28%).

Trametinib accumulates with repeat daily dosing with a mean accumulation ratio of 6.0 at 2 mg once
daily dose. Steady-state was achieved by Day 15.

Administration of a single dose of trametinib with a high-fat, high-calorie meal resulted in a 70% and
10% decrease in Cnax and AUC, respectively compared to fasted conditions (see sections 4.2 and 4.5).

Distribution

Binding of trametinib to human plasma proteins is 97.4%. Trametinib has a volume of distribution of
approximately 1200 L determined following administration of a 5 pug intravenous microdose.

Biotransformation

In vitro and in vivo studies demonstrated that trametinib is metabolised predominantly via
deacetylation alone or in combination with mono-oxygenation. The deacetylated metabolite was
further metabolised by glucuronidation. CYP3A4 oxidation is considered a minor pathway of
metabolism. The deacetylation is mediated by the carboxyl-esterases 1b, 1c and 2, with possible
contributions by other hydrolytic enzymes.

Following single and repeated doses of trametinib, trametinib as parent is the main circulating
component in plasma.

Elimination

Mean terminal half-life is 127 hours (5.3 days) after single dose administration. Trametinib plasma IV
clearance is 3.21 L/hr.

Total dose recovery was low after a 10-day collection period (<50%) following administration of a
single oral dose of radiolabelled trametinib as a solution, due to the long elimination half-life.
Drug-related material was excreted predominantly in the faeces (>80% of recovered radioactivity) and
to a minor extent in urine (<19%). Less than 0.1% of the excreted dose was recovered as parent in
urine.

Special patient populations

Hepatic impairment

A population pharmacokinetic analysis indicates that mildly elevated bilirubin and/or AST levels
(based on National Cancer Institute [NCI] classification) do not significantly affect trametinib oral
clearance. No data are available in patients with moderate or severe hepatic impairment. As
metabolism and biliary excretion are the primary routes of elimination of trametinib, administration of
trametinib should be undertaken with caution in patients with moderate to severe hepatic impairment
(see section 4.2).
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Renal impairment

Renal impairment is unlikely to have a clinically relevant effect on trametinib pharmacokinetics given
the low renal excretion of trametinib. The pharmacokinetics of trametinib were characterised in

223 patients enrolled in clinical trials with trametinib who had mild renal impairment and 35 patients
with moderate renal impairment using a population pharmacokinetic analysis. Mild and moderate
renal impairment had no effect on trametinib exposure (<6% for either group). No data are available in
patients with severe renal impairment (see section 4.2).

Elderly

Based on the population pharmacokinetics analysis (range 19 to 92 years), age had no relevant clinical
effect on trametinib pharmacokinetics. Safety data in patients >75 years is limited (see section 4.8).

Race

There are insufficient data to evaluate the potential effect of race on trametinib pharmacokinetics as
clinical experience is limited to Caucasians.

Paediatric population

No studies have been conducted to investigate the pharmacokinetics of trametinib in paediatric
patients.

Body weight and gender

Based on a population pharmacokinetic analysis, gender and body weight were found to influence
trametinib oral clearance. Although smaller female subjects are predicted to have higher exposure than
heavier male subjects, these differences are unlikely to be clinically relevant and no dosage adjustment
is warranted.

Medicinal product interactions

Effects of trametinib on drug-metabolising enzymes and transporters: In vitro and in vivo data suggest
that trametinib is unlikely to affect the pharmacokinetics of other medicinal products. Based on in
vitro studies, trametinib is not an inhibitor of CYP1A2, CYP2A6, CYP2B6, CYP2D6 and CYP3A4.
Trametinib was found to be an in vitro inhibitor of CYP2CS8, CYP2C9 and CYP2C19, an inducer of
CYP3A4 and an inhibitor of the transporters OAT1, OAT3, OCT2, MATE1, OATP1B1, OATP1B3,
Pgp and BCRP. However, based on the low dose and low clinical systemic exposure relative to the in
vitro potency of inhibition or induction values, trametinib is not considered to be an in vivo inhibitor or
inducer of these enzymes or transporters, although transient inhibition of BCRP substrates in the gut
may occur (see section 4.5).

Effects of other drugs on trametinib: In vivo and in vitro data suggest that the pharmacokinetics of
trametinib are unlikely to be affected by other medicinal products. Trametinib is not a substrate of
CYP enzymes or of the transporters BCRP, OATP1B1, OATP1B3, OATP2B1, OCT1, MRP2, and
MATEI. Trametinib is an in vitro substrate of BSEP and the efflux transporter P-gp. Although
trametinib exposure is unlikely to be affected by inhibition of BSEP, increased levels of trametinib
upon strong inhibition of hepatic P-gp cannot be excluded (see section 4.5).

5.3 Preclinical safety data
Carcinogenicity studies with trametinib have not been conducted. Trametinib was not genotoxic in
studies evaluating reverse mutations in bacteria, chromosomal aberrations in mammalian cells and

micronuclei in the bone marrow of rats.

Trametinib may impair female fertility in humans, as in repeat-dose studies, increases in cystic
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follicles and decreases in corpora lutea were observed in female rats at exposures below the human
clinical exposure based on AUC.

Additionally, in juvenile rats given trametinib, decreased ovarian weights, slight delays in hallmarks of
female sexual maturation (vaginal opening and increased incidence of prominent terminal end buds
within the mammary gland) and slight hypertrophy of the surface epithelium of the uterus were
observed. All of these effects were reversible following an off-treatment period and attributable to
pharmacology. However, in rat and dog toxicity studies up to 13 weeks in duration, there were no
treatment effects observed in male reproductive tissues.

In embryo-foetal developmental toxicity studies in rats and rabbits, trametinib induced maternal and
developmental toxicity. In rats decreased foetal weights-and increased post-implantation loss were
seen at exposures below or slightly above the clinical exposures based on AUC. In an embryo-foetal
developmental toxicity study with rabbits, decreased foetal body weight, increased abortions,
increased incidence of incomplete ossification and skeletal malformations were seen at sub-clinical
exposures based on AUC).

In repeat-dose studies the effects seen after trametinib exposure are found mainly in the skin,
gastrointestinal tract, haematological system, bone and liver. Most of the findings are reversible after
drug-free recovery. In rats, hepatocellular necrosis and transaminase elevations were seen after

8 weeks at >0.062 mg/kg/day (approximately 0.8 times human clinical exposure based on AUC).

In mice, lower heart rate, heart weight and left ventricular function were observed without cardiac
histopathology after 3 weeks at >0.25 mg/kg/day trametinib (approximately 3 times human clinical
exposure based on AUC) for up to 3 weeks. In adult rats, mineralisation of multiple organs was
associated with increased serum phosphorus and was closely associated with necrosis in heart, liver
and kidney and haemorrhage in the lung at exposures comparable to the human clinical exposure. In
rats, hypertrophy of the physis and increased bone turnover were observed, but the physeal
hypertrophy is not expected to be clinically relevant for adult humans. In rats and dogs given
trametinib at or below clinical exposures, bone marrow necrosis, lymphoid atrophy in thymus and
GALT and lymphoid necrosis in lymph nodes, spleen and thymus were observed, which have the
potential to impair immune function. In juvenile rats, increased heart weight with no histopathology
was observed at 0.35 mg/kg/day (approximately twice the adult human clinical exposure based on
AUC).

Trametinib was phototoxic in an in vitro mouse fibroblast 3T3 Neutral Red Uptake (NRU) assay at
significantly higher concentrations than clinical exposures (ICso at 2.92 pg/ml, >130 times the clinical
exposure based on Cpax), indicating that there is low risk for phototoxicity to patients taking
trametinib.

Combination with dabrafenib

In a study in dogs in which trametinib and dabrafenib were given in combination for 4 weeks, signs of
gastro-intestinal toxicity and decreased lymphoid cellularity of the thymus were observed at lower
exposures than in dogs given trametinib alone. Otherwise, similar toxicities were observed as in
comparable monotherapy studies.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Mekinist 0.5 mg film-coated tablets
Tablet core

Mannitol (E421)

Microcrystalline cellulose (E460)
Hypromellose (E464)
Croscarmellose sodium (E468)
Magnesium stearate (E470b)
Sodium laurilsulfate

Colloidal silicon dioxide(E551)

Tablet film-coat
Hypromellose (E464)
Titanium dioxide (E171)
Polyethylene glycol
Iron oxide yellow(E172)

Mekinist 2 mg film-coated tablets
Tablet core

Mannitol (E421)

Microcrystalline cellulose (E460)
Hypromellose (E464)
Croscarmellose sodium (E468)
Magnesium stearate (E470b)
Sodium laurilsulfate

Colloidal silicon dioxide(ES551)

Tablet film-coat
Hypromellose (E464)
Titanium dioxide (E171)
Polyethylene glycol
Polysorbate 80 (E433)
Iron oxide red (E172)

6.2 Incompatibilities
Not applicable.
6.3  Shelf life

Unopened bottle: 2 years
Opened bottle: 30 days

6.4 Special precautions for storage

Store in a refrigerator (2°C to 8°C).

Store in the original package in order to protect from light and moisture.
Keep the bottle tightly closed.

Once opened, the bottle may be stored for 30 days at not more than 30°C.

6.5 Nature and contents of container

High-density polyethylene (HDPE) bottle with child resistant polypropylene closure. The bottle
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contains a desiccant.

Pack sizes: One bottle contains either 7 or 30 tablets.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER
Novartis Europharm Limited

Frimley Business Park

Camberley GU16 7SR

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)
Mekinist 0.5 mg film-coated tablets

EU/1/14/931/001
EU/1/14/931/002

Mekinist 2 mg film-coated tablets
EU/1/14/931/005
EU/1/14/931/006

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

30 June 2014

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.cu.
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ANNEX IT
MANUFACTURERS RESPONSIBLE FOR BATCH RELEASE
CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

31



A. MANUFACTURERS RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers responsible for batch release
Glaxo Wellcome, S.A.

Avda. Extremadura, 3

09400, Aranda de Duero

Burgos

Spain

Novartis Pharmaceuticals UK Limited
Frimley Business Park

Frimley

Camberley, Surrey GU16 7SR

United Kingdom

Novartis Pharma GmbH
Roonstral3e 25

D-90429 Nuremberg
Germany

The printed package leaflet of the medicinal product must state the name and address of the
manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic Safety Update Reports

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:

o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Mekinist 0.5 mg film-coated tablets
trametinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains trametinib dimethyl sulfoxide equivalent to 0.5 mg trametinib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

7 film-coated tablets
30 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

Contains desiccant, do not remove or eat.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C to 8°C).
Store in the original package to protect from light and moisture. Keep the bottle tightly closed.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Frimley Business Park
Camberley GU16 7SR
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/931/001 7 film-coated tablets
EU/1/14/931/002 30 film-coated tablets

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

mekinist 0.5 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Mekinist 0.5 mg film-coated tablets
trametinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains trametinib dimethyl sulfoxide equivalent to 0.5 mg trametinib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

7 tablets
30 tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C to 8°C) in the original bottle. Keep the bottle tightly closed.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/931/001 7 film-coated tablets
EU/1/14/931/002 30 film-coated tablets

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

Mekinist 2 mg film-coated tablets
trametinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains trametinib dimethyl sulfoxide equivalent to 2 mg trametinib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

7 film-coated tablets
30 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

Contains desiccant, do not remove or eat.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C to 8°C).
Store in the original package to protect from light and moisture. Keep the bottle tightly closed.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Frimley Business Park
Camberley GU16 7SR
United Kingdom

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/931/005 7 film-coated tablets
EU/1/14/931/006 30 film-coated tablets

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

mekinist 2 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Mekinist 2 mg film-coated tablets
trametinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains trametinib dimethyl sulfoxide equivalent to 2 mg trametinib.

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

7 tablets
30 tablets

S. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2°C to 8°C) in the original bottle. Keep the bottle tightly closed.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/931/005 7 film-coated tablets
EU/1/14/931/006 30 film-coated tablets

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Mekinist 0.5 mg film-coated tablets
Mekinist 2 mg film-coated tablets
trametinib

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, nurse or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, nurse or pharmacist. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Mekinist is and what it is used for

2. What you need to know before you take Mekinist
3. How to take Mekinist

4, Possible side effects

5. How to store Mekinist

6. Contents of the pack and other information

1. What Mekinist is and what it is used for

Mekinist is a medicine that contains the active substance trametinib. It is used either on its own or in
combination with another medicine containing dabrafenib to treat a type of skin cancer called
melanoma that has spread to other parts of the body, or cannot be removed by surgery. Mekinist in
combination with dabrafenib is also used to treat a type of lung cancer called non-small cell lung
cancer (NSCLC).

Both cancers have a particular change (mutation) in a gene called BRAF at the V600 position. This
mutation in the gene may have caused the cancer to develop. Your medicine targets proteins made
from this mutated gene and slows down or stops the development of your cancer.

2. What you need to know before you take Mekinist

Mekinist should only be used to treat melanomas and NSCLC with the BRAF mutation. Therefore,
before starting treatment your doctor will test for this mutation.

If your doctor decides that you will receive treatment with the combination of Mekinist and
dabrafenib, read the dabrafenib leaflet carefully as well as this leaflet.

If you have any further questions on the use of this medicine, ask your doctor, nurse or pharmacist.
Do not take MeKinist:
o if you are allergic to trametinib or any of the other ingredients of this medicine (listed in

section 6).
Check with your doctor if you think this applies to you.
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Warnings and precautions
Talk to your doctor before taking your medicine. Your doctor needs to know if you:

o have any liver problems. Your doctor may take blood samples to monitor your liver function
while you are taking this medicine.

o have or have ever had kidney problems.

o have or have ever had lung or breathing problems.

o have heart problems such as heart failure (which can cause shortness of breath, difficulty in

breathing when lying down, swelling of the feet or legs) or problems with the way your heart
beats. Your doctor should check your heart function before and during treatment.

o have eye problems including blockage of the vein draining the eye (retinal vein occlusion) or
swelling in the eye which may be caused by fluid blockage (chorioretinopathy).

Before you take Mekinist in combination with dabrafenib your doctor needs to know if you:
o have had a different type of cancer other than melanoma or NSCLC, as you may be at
greater risk of developing non-skin cancers when taking Mekinist.

Check with your doctor if you think any of these may apply to you.
Conditions you need to look out for

Some people taking Mekinist develop other conditions which can be serious. You need to know about
important symptoms to look out for.

Bleeding

Taking Mekinist or the combination of Mekinist and dabrafenib can cause serious bleeding including
in your brain, the digestive system (such as stomach, rectum or intestine), lungs, and other organs, and
can lead to death. Symptoms may include:

o headaches, dizziness, or feeling weak

passing blood in the stools or passing black stools

passing blood in the urine

stomach pain

coughing / vomiting up blood

Tell your doctor as soon as possible if you get any of these symptoms.

Fever

Taking Mekinist or the combination of Mekinist and dabrafenib may cause fever, although it is more
likely if you are taking the combination treatment (see also section 4). In some cases, people with
fever may develop low blood pressure, dizziness or other symptoms.

Tell your doctor immediately if you get a temperature above 38.5°C while you are taking this
medicine.

Heart disorder

Mekinist can cause heart problems, or make existing heart problems worse (see also “Heart
conditions” in section 4) in people taking Mekinist in combination with dabrafenib.

Tell your doctor if you have a heart disorder. Your doctor will run tests to check that your heart is
working properly before and during your treatment with this medicine. Tell your doctor immediately if
it feels like your heart is pounding, racing, or beating irregularly, or if you experience dizziness,
tiredness, lightheadedness, shortness of breath or swelling in the legs. If necessary, your doctor may
decide to interrupt your treatment or to stop it altogether.

Changes in your skin which may indicate new skin cancer

Your doctor will check your skin before you start taking this medicine and regularly while you are
taking it. Tell your doctor immediately if you notice any changes to your skin while taking this
medicine or after treatment (see also section 4).

45



Eye problems

You should have your eyes examined by your doctor while you are taking this medicine.

Tell your doctor immediately if you get eye redness and irritation, blurred vision, eye pain or other
vision changes during your treatment (see also section 4).

Mekinist can cause eye problems including blindness. Mekinist is not recommended if you have ever
had blockage of the vein draining the eye (retinal vein occlusion). Tell your doctor immediately if you
get the following symptoms of eye problems: blurred vision, loss of vision or other vision changes,
coloured dots in your vision or halos (seeing blurred outline around objects) during your treatment. If
necessary, your doctor may decide to interrupt your treatment or to stop it altogether.

Liver problems

Mekinist, or the combination with dabrafenib, can cause problems with your liver which may develop
into serious conditions such as hepatitis and liver failure, which may be fatal. Your doctor will monitor
you periodically. Signs that your liver may not be working properly may include:

loss of appetite

feeling sick (nausea)

being sick (vomiting)

pain in your stomach (abdomen)

yellowing of your skin or the whites of your eyes (jaundice)

dark-coloured urine

itching of your skin

Tell your doctor as soon as possible if you get any of these symptoms.

Lung or breathing problems

Tell your doctor if you have any lung or breathing problems, including difficulty in breathing
often accompanied by a dry cough, shortness of breath and fatigue. Your doctor may arrange to check
your lung function before you start taking your medicine.

Muscle pain

Mekinist can result in the breakdown of muscle (thabdomyolysis), Tell your doctor as soon as
possible if you get any of these symptoms:

o muscle pain

o dark urine due to kidney damage

If necessary, your doctor may decide to interrupt your treatment or to stop it altogether.
-  Read the information “Possible serious side effects” in section 4 of this leaflet.

Hole in the stomach or intestine (perforation)
Taking Mekinist or the combination of Mekinist and dabrafenib may increase the risk of developing
holes in the gut wall. Tell your doctor as soon as possible if you have severe abdominal pain.

Children and adolescents
Mekinist is not recommended for children and adolescents since the effects of Mekinist in people
younger than 18 years old are not known.

Other medicines and Mekinist

Before starting treatment, tell your doctor, nurse or pharmacist if you are taking, have recently taken or
might take any other medicines. This includes medicines obtained without a prescription. Keep a list
of the medicines you take, so you can show it to your doctor, nurse or pharmacist when you get a new
medicine.

Mekinist with food and drink

It is important to take Mekinist on an empty stomach because food affects the way the medicine is
absorbed into your body (see section 3).
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Pregnancy, breast-feeding and fertility
Mekinist is not recommended for use during pregnancy.

o If you are pregnant, think you may be pregnant or are planning to have a baby, ask your doctor
for advice before taking this medicine. Mekinist can harm the unborn baby.

o If you are a woman who could become pregnant, you must use reliable birth control
(contraception) while you are taking Mekinist and for 4 months after you stop taking it.

o Birth control using hormones (such as pills, injections or patches) may not work as well if you

are taking Mekinist or combination treatment (Mekinist as well as dabrafenib). You need to use
another reliable method of birth control such as a barrier method (e.g. condom) so you do not
become pregnant while you are taking this medicine. Ask your doctor, nurse or pharmacist for
advice.

o If you do become pregnant while you are taking Mekinist, tell your doctor immediately.

MekKkinist is not recommended while breast-feeding

It is not known whether the ingredients of Mekinist can pass into breast milk.

If you are breast-feeding, or planning to breast-feed, you must tell your doctor. It is recommended that
you do not breast-feed while you are taking Mekinist. You and your doctor will decide whether you
will take Mekinist or breast-feed.

Fertility — both men and women
Mekinist may impair fertility in both men and women.

Taking Mekinist with dabrafenib: Dabrafenib may permanently reduce male fertility. In addition, men
who are taking dabrafenib may have a reduced sperm count, and their sperm count may not return to
normal levels after they stop taking this medicine.

Prior to starting treatment with dabrafenib, talk to your doctor about options to improve your chances
to have children in the future.

If you have any further questions on the effect of this medicine on fertility, ask your doctor, nurse or
pharmacist.

Driving and using machines

Mekinist can have side effects that may affect your ability to drive or use machines. Avoid driving or
using machines if you feel tired or weak, if you have problems with your vision or if your energy
levels are low.

Descriptions of these effects can be found in other sections (see sections 2 and 4). Read all the
information in this leaflet for guidance.

Discuss with your doctor, nurse or pharmacist if you are unsure about anything. Even your disease,
symptoms and treatment situation may affect your ability to drive or use machines.

3. How to take MeKinist

Always take Mekinist exactly as your doctor, nurse or pharmacist has told you. Check with your
doctor, nurse or pharmacist if you are not sure.

How much to take

The usual dose of Mekinist either used alone or in combination with dabrafenib is one 2 mg tablet
once a day. The recommended dose of dabrafenib, when used in combination with Mekinist, is 150 mg
twice daily.

Your doctor may decide to lower the dose if you get side effects.

Don’t take more MeKkinist than your doctor has recommended, since this may increase the risk of

side effects.
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How to take it

Swallow the tablet whole, with a full glass of water.

Take Mekinist once a day, on an empty stomach (at least 1 hour before a meal or 2 hours after a meal).
This means that:

o after taking Mekinist, you must wait at least 1 hour before eating, or

o after eating, you must wait at least 2 hours before taking Mekinist.

Take Mekinist at about the same time each day.

If you take more Mekinist than you should
If you take too many tablets of Mekinist, contact your doctor, nurse or pharmacist for advice. If
possible, show them the Mekinist pack and this leaflet.

If you forget to take Mekinist

If the missed dose is less than 12 hours late, take it as soon as you remember.

If the missed dose is more than12 hours late, skip that dose and take your next dose at the usual time.
Then carry on taking your tablets at regular times as usual.

Do not take a double dose to make up for a missed dose.

If you stop taking Mekinist
Take Mekinist for as long as your doctor recommends. Do not stop unless your doctor advises you to.

If you have any further questions on how to take Mekinist, ask your doctor, nurse or pharmacist.

How should you take Mekinist in combination with dabrafenib

o Take Mekinist in combination with dabrafenib exactly as your doctor, nurse or pharmacist tells
you. Do not change your dose or stop Mekinist or dabrafenib unless your doctor, nurse or
pharmacist tells you to.

o Take Mekinist once daily and take dabrafenib twice daily. It may be good for you to get into
the habit of taking both medicines at the same times each day. Mekinist should be taken with
either the morning dose of dabrafenib or the evening dose of dabrafenib. The dabrafenib doses
should be about 12 hours apart.

o Take Mekinist and dabrafenib on an empty stomach, at least one hour before or two hours after
a meal. Take whole with a full glass of water.
o If you miss a dose of Mekinist or dabrafenib, take it as soon as you remember: Do not make up
for missed doses and just take your next dose at your regular time:
o] If it is less than 12 hours to your next scheduled dose of Mekinist, which is taken once
daily.
o] If it is less than 6 hours to your next scheduled dose of dabrafenib, which is taken twice
daily.
. If you take too much Mekinist or dabrafenib, immediately contact your doctor, nurse or

pharmacist. Take Mekinist tablets and dabrafenib capsules with you when possible. If possible,
show them the Mekinist and dabrafenib pack with each leaflet.

o If you get side effects your doctor may decide that you should take lower doses of Mekinist and
dabrafenib. Take the doses of Mekinist and dabrafenib exactly as your doctor, nurse or
pharmacist tells you.
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4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.
Possible side effects in patients taking Mekinist alone

Possible serious side effects

Heart conditions

Mekinist can affect how well your heart pumps blood. It is more likely to affect people who have an
existing heart problem. You will be checked for any heart problems while you are taking Mekinist.
Signs and symptoms of heart problems include:

o feeling like your heart is pounding, racing, or beating irregularly

dizziness

tiredness

feeling lightheaded

shortness of breath

swelling in the legs

Tell your doctor as soon as possible if you get any of these symptoms, either for the first time or if
they get worse.

High blood pressure

Mekinist can cause new or worsening high blood pressure (hypertension). Your doctor or nurse should
check your blood pressure during treatment with Mekinist. Call your doctor or nurse right away if you
develop high blood pressure, your blood pressure worsens, or you have severe headache, light-
headedness, or dizziness.

Bleeding problems

Mekinist can cause serious bleeding problems, especially in your brain or stomach. Call your doctor or
nurse and get medical help right away if you have any unusual signs of bleeding, including:

. headaches, dizziness, or weakness

o coughing up of blood or blood clots

o vomit containing blood or that looks like “coffee grounds”

o red or black stools that look like tar

Eye (vision) problems

Mekinist can cause eye problems. Mekinist is not recommended if you have ever had a blockage of the
vein draining the eye (retinal vein occlusion). Your doctor may advise an eye examination before you
take Mekinist and while you are taking it. Your doctor may ask you to stop taking Mekinist or refer
you to a specialist, if you develop signs and symptoms in your vision that include:

. loss of vision

eye redness and irritation

coloured dots in your vision

halo (seeing a blurred outline around objects)

blurred vision

Changes in your skin
If you notice any changes in your skin while taking this medicine, please talk to your doctor,
pharmacist or nurse as soon as possible.

Up to 3 in 100 people taking Mekinist in combination with dabrafenib may develop a different type of
skin cancer called cutaneous squamous cell carcinoma (cuSCC). Others may develop a type of skin
cancer called basal cell carcinoma (BCC). Usually, these skin changes remain local and can be
removed with surgery and treatment with Mekinist and dabrafenib can be continued without
interruption.
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Some people taking Mekinist in combination with dabrafenib may also notice that new melanomas
have appeared. These melanomas are usually removed by surgery and treatment with Mekinist and
dabrafenib can be continued without interruption.

Your doctor will check your skin before you start taking dabrafenib, then check it again every month
while you are taking this medicine and for 6 months after you stop taking it. This is to look for any
new skin cancers.

Your doctor will also check your head, neck, mouth and lymph glands and you will have scans of your
chest and stomach area (called CT scans) regularly. You may also have blood tests. These checks are
to detect if any other cancer, including squamous cell carcinoma, develops inside your body. Pelvic
examinations (for women) and anal examinations are also recommended before and at the end of your
treatment.

Mekinist as monotherapy or in combination with dabrafenib can cause rash or acne-like rash. Follow
your doctor’s instructions for what to do to help prevent rash. Tell your doctor or nurse as soon as
possible if you get any of these symptoms for the first time or if they get worse.

Contact your doctor immediately if you get a severe skin rash with any of the following symptoms:
blisters on your skin, blisters or sores in your mouth, peeling of your skin, fever, redness or swelling of
your face, or soles of your feet.

Tell your doctor or nurse as soon as possible if you get any skin rash, or if you have a rash that gets
worse.

Muscle pain

Mekinist can result in the breakdown of muscle (rhabdomyolysis). Tell your doctor or nurse if you
have any new or worsening symptoms, including:

o muscle pain

o dark urine due to kidney damage

Lung or breathing problems

Mekinist can cause inflammation of the lung (pneumonitis or interstitial lung disease). Tell your
doctor or nurse if you have any new or worsening symptoms of lung or breathing problems, including:
o shortness of breath

. cough

o fatigue

The other side effects that you may see when you take Mekinist alone are as follows:

Very common side effects (may affect more than 1 in 10 people):

High blood pressure (hypertension)

Bleeding, at various sites in the body, which may be mild or serious
Cough

Shortness of breath

Diarrhoea

Feeling sick (nausea), being sick (vomiting)

Constipation

Stomach ache

Dry mouth

Skin rash, acne-like rash, redness of the face, dry or itching skin (see also “Changes in your
skin” earlier in section 4)

Unusual hair loss or thinning

Lack of energy or feeling weak or tired

Swelling of the hands or feet (oedema peripheral)

Fever
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Very common side effects that may show up in your blood tests
. Abnormal blood test results related to the liver

Common side effects (may affect up to 1 in 10 people):

Inflammation of hair follicles in the skin

Nail disorders such as nail bed changes, nail pain, infection and swelling of the cuticles
Infection of the skin (cellulitis)

Skin rash with pus-filled blisters (see also “Changes in your skin” earlier in section 4)
Allergic reaction (hypersensitivity)

Dehydration (low levels of water or fluid)

Blurred vision

Swelling around the eyes

Eyesight problems (see also “Eye (vision) problems” earlier in section 4)

Changes in how the heart pumps blood (left ventricular dysfunction) (see also “Heart
conditions” earlier in section 4)

Heart rate that is lower than the normal range and/or a decrease in heart rate
Localised tissue swelling

Inflammation of the lung (pneumonitis or interstitial lung disease)

Sore mouth or mouth ulcers, inflammation of mucous membranes

Reddening, chapping or cracking of the skin

Red, painful hands and feet

Swelling of the face

Inflammation of the mucosa

Feeling weak

Common side effects that may show up in your blood tests:
o Decreased red blood cells (anaemia), abnormal test related to creatine phosphokinase, an
enzyme found mainly in heart, brain, and skeletal muscle

Uncommon side effects (may affect up to 1 in 100 people):
. Swelling in the eye caused by fluid leakage (chorioretinopathy) (see also “Eye (vision)
problems” earlier in section 4)

. Swelling of nerves at the back of the eye (papilloedema) (see also “Eye (vision) problems”
earlier in section 4)

o Separation of the light-sensitive membrane in the back of the eye (the retina) from its supporting
layers (retinal detachment) (see also “Eye (vision) problems” earlier in section 4).

o Blockage of the vein draining the eye (retinal vein occlusion) (see also “Eye (vision) problems”
earlier in section 4)

. Heart pumping less efficiently, causing shortness of breath, extreme tiredness and swelling in
ankles and legs (heart failure)

. A hole (perforation) in the stomach or intestines

o Inflammation of the intestines (colitis)

o Breakdown of muscle which can cause muscle pain and kidney damage (rhabdomyolysis)

If you get any side effects, talk to your doctor, nurse or pharmacist. This includes any possible
side effects not listed in this leaflet.

Side effects when Mekinist and dabrafenib are taken together

When you take Mekinist and dabrafenib together you may get any of the side effects given in the lists
above, although the frequency may change (increase or decrease).

You may also get additional side effects due to taking dabrafenib at the same time as Mekinist in
the list below.
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Tell your doctor as soon as possible if you get any of these symptoms, either for the first time or if
they get worse.

Please read the dabrafenib Package Leaflet for details of the side effects you may get when
taking this medicine.

The side effects that you may see when you take Mekinist in combination with dabrafenib are as
follows:

Very common side effects (may affect more than 1 in 10 people):
Infection of the urinary system

Nasal and throat inflammation

Decreased appetite

Headache

Dizziness

High blood pressure (hypertension)

Bleeding, at various sites in the body, which may be mild or serious (haemorrhage)
Cough

Stomach ache

Constipation

Diarrhoea

Feeling sick (nausea), being sick (vomiting)

Rash, dry skin, itching, skin reddening

Joint pain, muscle pain, or pain in the hands or feet
Muscle spasms

Lack of energy, feeling weak

Chills

Swelling of the hands or feet (oedema peripheral)

Fever

Very common side effects that may show up in your blood tests
° Low levels of white blood cells
° Abnormal blood test results related to the liver

Common side effects (may affect up to 1 in 10 people):

o Skin effects including infection of the skin (cellulitis), inflammation of hair follicles in the skin,
nail disorders such as nail bed changes, nail pain, infection and swelling of the cuticles, skin
rash with pus-filled blisters, cutaneous squamous cell carcinoma (a type of skin cancer),
papilloma (a type of skin tumour which is usually not harmful), wart-like growths, increased
sensitivity of the skin to sun (see also “Changes in your skin” earlier in section 4)

Dehydration (low levels of water or fluid)

Blurred vision, eyesight problems

Heart pumping less efficiently

Low blood pressure (hypotension)

Localised tissue swelling

Shortness of breath

Inflammation of the lung (pneumonitis)

Dry mouth

Sore mouth or mouth ulcers, inflammation of mucous membranes

Acne-like problems

Thickening of the outer layer of the skin (hyperkeratosis), patches of thick, scaly, or crusty skin
(actinic keratosis), chapping or cracking of the skin

Increased sweating, night sweats

o Unusual hair loss or thinning
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Red, painful hands and feet

Inflammation of the fatty layer under the skin (panniculitis)
Kidney failure

Inflammation of the mucosa

Flu-like illness

Swelling of the face

Common side effects that may show up in your blood tests

o Decrease in number of red blood cells (anaemia), blood platelets (cells that help blood to clot),
and a type of white blood cells (Ieukopenia)

Low levels of sodium (hyponatraemia) or phosphate (hypophosphataemia) in the blood
Increase in blood sugar level

Increase in creatine phosphokinase, an enzyme found mainly in heart, brain, and skeletal muscle
Increase in some substances (enzymes) produced by the liver

Uncommon side effects (may affect up to 1 in 100 people):

o Appearance of new skin cancer (melanoma)

. Skin tags

o Allergic reactions (hypersensitivity)

o Eye changes including swelling in the eye caused by fluid leakage (chorioretinopathy),

inflammation of the eye (uveitis), separation of the light-sensitive membrane in the back of the
eye (the retina) from its supporting layers (retinal detachment) and swelling around the eyes
Heart rate that is lower than the normal range and/or a decrease in heart rate

Inflammation of pancreas

A hole (perforation) in the stomach or intestines

Inflammation of the intestines (colitis)

Inflammation of the kidneys

Not known (frequency cannot be estimated from the available data):
o Inflammation of the heart muscle (myocarditis) which can result in breathlessness, fever,
palpitations and chest pain.

Reporting of side effects

If you get any side effects, talk to your doctor, nurse or pharmacist. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store MeKkinist

Keep this medicine out of the sight and reach of children.

Do not take Mekinist after the expiry date (EXP) which is stated on the bottle label and carton. The
expiry date refers to the last day of that month.

Store in a refrigerator (2°C to 8°C).

Store in the original package in order to protect from light and moisture.

Keep the bottle tightly closed. The bottle contains a desiccant in a small cylinder shaped container. Do
not remove or eat the desiccant.

The bottle should not be removed from refrigerated conditions for more than 30 days.

Do not throw away medicines in wastewater or household waste. Ask your pharmacist how to throw
away medicines you no longer use. These measures will help protect the environment.
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6. Contents of the pack and other information
What MeKinist contains

- The active substance is trametinib. Each film-coated tablet contains trametinib dimethyl
sulfoxide equivalent to 0.5 mg or 2 mg of trametinib.
- The other ingredients are
- Tablet: mannitol (E421), microcrystalline cellulose (E460), hypromellose (E464),
croscarmellose sodium (E468), magnesium stearate (E470b), sodium laurilsulfate and
colloidal silicon dioxide (E551).
- Film-coat: hypromellose (E464), titanium dioxide (E171), polyethylene glycol, iron oxide
yellow (E172) (for 0.5 mg tablets), polysorbate 80 (E433) and iron oxide red (E172) (for
2 mg tablets).

What MekKinist looks like and contents of the pack

The Mekinist 0.5 mg film-coated tablets are yellow, modified oval, biconvex, with “GS” debossed on
one face and “TFC” on the opposing face.

The Mekinist 2 mg film-coated tablets are pink, round, biconvex, with “GS” debossed on one face and
“HMJ” on the opposing face.

The film-coated tablets are supplied in opaque white plastic bottles with threaded plastic closures.

The bottles also include a silica gel desiccant in a small cylinder shaped container. The desiccant must
be kept inside the bottle and must not be eaten.

One bottle contains either 7 or 30 tablets.

Marketing Authorisation Holder
Novartis Europharm Limited
Frimley Business Park

Camberley GU16 7SR

United Kingdom

Manufacturer

Glaxo Wellcome, S.A., Avd. Extremadura, 3, 09400, Aranda De Duero, Burgos, Spain

Novartis Pharmaceuticals UK Limited, Frimley Business Park, Frimley, Camberley, Surrey GU16
7SR, United Kingdom

Novartis Pharma GmbH, Roonstral3e 25, D-90429 Nuremberg, Germany

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Novartis Pharma N.V. Novartis Pharma Services Inc.
Tél/Tel: 4322246 16 11 Tel: +370 5269 16 50
Bbarapus Luxembourg/Luxemburg
Novartis Pharma Services Inc. Novartis Pharma N.V.

Ten: +359 2 489 98 28 Tél/Tel: +322246 16 11
Ceska republika Magyarorszag

Novartis s.r.o. Novartis Hungaria Kft. Pharma
Tel: +420 225 775 111 Tel.: +36 1 457 65 00
Danmark Malta
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Novartis Healthcare A/S Novartis Pharma Services Inc.

TIf: +45 39 16 84 00 Tel: +356 2122 2872
Deutschland Nederland

Novartis Pharma GmbH Novartis Pharma B.V.

Tel: +49 911 273 0 Tel: +31 26 37 82 555

Eesti Norge

Novartis Pharma Services Inc. Novartis Norge AS

Tel: +372 66 30 810 TIf: +47 23 05 20 00

E\\Gda Osterreich

Novartis (Hellas) A.E.B.E. Novartis Pharma GmbH

TnA: +30 210281 17 12 Tel: +43 1 86 6570

Espaiia Polska

Novartis Farmacéutica, S.A. Novartis Poland Sp. z o.0.
Tel: +34 93 306 42 00 Tel.: +48 22 375 4888
France Portugal

Novartis Pharma S.A.S. Novartis Farma - Produtos Farmacéuticos, S.A.
Tél: +33 1 5547 66 00 Tel: +351 21 000 8600
Hrvatska Romaénia

Novartis Hrvatska d.o.o. Novartis Pharma Services Romania SRL
Tel. +385 1 6274 220 Tel: +40 21 31299 01

Ireland Slovenija

Novartis Ireland Limited Novartis Pharma Services Inc.
Tel: +353 1260 12 55 Tel: +386 1 300 75 50

island Slovenska republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: +39 02 96 54 1 Puh/Tel: +358 (0)10 6133 200
Kvnpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom

Novartis Pharma Services Inc. Novartis Pharmaceuticals UK Ltd.
Tel: +371 67 887 070 Tel: +44 1276 698370

This leaflet was last revised in

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency website:
http://www.ema.europa.eu.

This leaflet is available in all EU/EEA languages on the European Medicines Agency website.
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Zk, (N2 EEAREARNER] OHESH)

(2)FFrERES : ALT (GPT) (9.4%. 4.3%) . AST (GOT)
(92%. 52%) HOD LHEZMES F¥EEERL LS Z &
NHDHDOT, BELETNITITV, BENEO LA
I, R RIS A I A e Y AR AUE 21T 5 =
Lo (20 BEEAREAKWNEE] OHESMR)

(3)BEMIER BEETH. 0.5%) : BEMMRERNS 5bh
DT ERHDLOT, BEETSITITV, BRENEO LN
BB EERIET 575 CHEU R EEITY Z &,

(4)BRSURERIE (0.2%. AEEEARHE)  BEBUHRUARAE S & & i
LZENHLHOT, AR, B, CK (CPK) k&, M
FORH I Aoy EREICHSEEL, RENSHEDOLN
TStk 2hIE L, WY RMEEITH 2 L,

(5)EEHEARMARE (T LHEELRR) | FFERE (03%. #
FEAREH)  GREREIRIMARSE . MiZEIENH Hbid Z E2H
LT, BEETDITV, BERRD LNHEEICEEE
ZHIET 572 ClU R EEITY 2 &,

(6)MIMAERE : ixHifm (W BEERE) | MLERE (D

ER LR I AHRS (ONO-4538-12 #ER) D22 MR 2 330 {4
(BEARN 152 B1&Te) H. 141 61 (42.7%) (CBIEFA (FAMRAL N
EETe) BNREOLNT, EREIER (5%LLE) 13% 5 EEE 30 4
(9.1%) . THI 2361 (7.0%) . F&Z 19 6 (5.8%) KOYESS 18 i

(55%) Thotz, (KIRIF)
HRLBWEA
(1) FIEM:MRS

(2)

(3)

Il iR, iR S O R E MR (3.6%) 2dH 5D
ZEBHLHOT, LK, RIS, G MRS ORE (8EF)
FOMAIERZ I BE L, BREPRO SNIZHEITE, He
PR X . MOES CT, i~ —A—FOmELE/T D &,
MEMEMEER DN EIIIRGE TR L, RIERES/LVE

YRIORGEOBEY MLEEIT) 2L, (g | TEEE
G THEZRERNER] OHSMR)

BEERENE. DHR. K. BBURARE

HAEF I E R | D GEEEREIY) | %k

(0.1%) . FERUGAMARE (BEEARIR) Bdo5bnd 2 end v,
INBEAHFLIEEEZDNDEMLRE SN TS, I
T, IRIe NI, MRORREE, WEREE, CK (CPK) EF, OEXRE
Wy MR ORF I A7 0 e EREOBERET5ITITV, B
DRD SN T EE AT L, BIBRERLVE CFORE
HEOWMY B EITO Z &, £, BEIEFENEICLDZ Y —F
DI OEGRITIPR R ENEITTHZ LN HDHDOT, MUIREED H
fblict+oEEds2 L,

K&k, EEOTH

KIG% (0.9%) . BEOTH (0.7%) BNdbLbNDZ ENHDHD
T, BEETOICITO, BT S ML I8, RS OERD &
LbNTHEICE, BE5ERIET AL, BURLAEEZITO Z
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CTD 1.7 RiERINE—Ex

TMT212

— R4 M AF =T DAFNLALKREY RN =A< T (BRI Z)
Wroe4 AF=A NE0.5mg, 2mg 77T — A R L 20 mg, 100 mg
R EoEE TV HERY) FOMMEREERHHSDLNDLZERH LD Lo

() T, BEEZ 5TV, BENED LREEEICEREEH (4) 15U

1L, W2 ALE 21T 5 Z &,

1 BUBEIRIE  (BIE 1 BRI 2 & de)  (0.3%) 236 b, FERSE
M R T R—=Y ACEDHZERHHOT, OB, Eh, IEiLsE
DIERDFEBCMBEME D EFAIZH0ERET 5 2 &, 1 BHEIRIE D %
PTG AICEEEEFRIE L, A 2 Y URIRI O 55D Y) 72
WiEEITH Z &,

(5) St /RIS HEERBER
S e/ N PESREE EIEARI) RbobndZ b b
DT, BBRETSIITV, BEIED ONHEICITRS 2 PIE
L, BWYRMEZITY 2 &,

(6) FFipaRE®E. k. BELMERE X
AST (GOT) #4/0. ALT (GPT) #4j0. y-GTP #4, Al-P #5/n, v
UL e EIINGE AL O JFRERERE R (0.7%) | TR (02%) . #E{k
MR 28 BEEARR) R 5bNEZERNHDHDT, BlEE T4
ATV, BT SN -EA TG A2 hIET 5 Y, EEA
WEEITH Z &,

(7) HRERERERES
FURIRBERBIR T E  (5.6%) . HURIMEEETLERE (1.2%) . FRRIR
% (0.8%) ZLOHIRIMEEREENRH LONDIZLBRH LD T, #
B2 TSIATV, BENRD SN BESIITHR G2 P57
L. EmYIREEITO 2k,

(8) PhiRREE
K= 2 —aF— (14%) . ZR=x—r3F— (0.1%) .
HofEt=a—aXF— T« NU—JEfERE, Bl (W
NHBEERITY) ZOMREENRDLLDLNDZ ENHDHDT, s
ATV, BENRED SN BAICITRE 2T IET AR Y
WY IEZ(TH 2 &,

(9) BEE
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CTD 1.7 RiERINE—Ex TMT212
— R4 T RS AF=F URAFLZARFS R =R~ T GBS THR )
Wroe4 AF=A NE0.5mg, 2mg 77T — A R L 20 mg, 100 mg
BE EOMER R4 (04%) . RAEEVEIEBS (02%) LOBREENS b
() N5 ZENHDDOT, AFOBRGHITEL EEEREEIT
WV, BESERD LRSI A PIET AL, EY A E
o s

(10) RIEBESE
EIEHIERE (0.8%) ZEORIBEENHLDONLZ ERHHD
T, BIEZ 21TV, RERRD NG EICIIREZF T
57l WYRMEEITH Z L,

(11) B3
i HEERIH) BHObNDZER"HDLOT, BlEL 51247
W, BENSRBO NG E IR IT AR U AE
E1TO 2 &,

(12) EEOKEEE
PR R SR R BESERMARAE  (Toxic Epidermal Necrolysis : TEN) | )&
FEIEAREERE (Stevens-Johnson JEMERE) (WU HAEE AR |
ZIGALBE (0.3%) HEOHREDKEEERH LDONDZ LENHDHD
T, Bz 2T, EEPRO NG EIIIREZ P I
L., @R EEiT5 2 &,

(13) ERiRMRERE
TEEFRIRMARAE (0.1%) . WZERRAE (0.1%) ZEOFRRMARIERE
BHOLLNDZ ERBHDHDOT, BIEEHSITITV., BEBPHEDL
NEGAEICIE®R S E2RIET 570 8, WY REEITH 2 &,

(14) Infusion reaction
TFT7 4 T7¥— FE GBI ZOFEE, BB, mimE, Kin
B, R RS, B EUESE & & T Infusion reaction (2.7%) 23&% 5 b
N6ZEeRNHBHOT, BEORELZHDICHEZEL, BERREOL
NnNEGAEIE, BEEPIET 5L, @URMEEZITO) L, £
7=, EEJE @ Infusion reaction 23 & L ONTZHEICITE BLICE 5% F
1 U CHEEI R LEZIT D & &bz, ERBEIET S E TREOR
E+oIcBlEds2 L,
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CTD 1.7 RiERINE—Ex

R4 NS AF=T UAFAALSEL RN =HLwT GRIETFHHRZ)

Wroe4 AF=A NE0.5mg, 2mg 77T — A R L 20 mg, 100 mg

R Lo ZOMOBIER ZOMOBIER

fe) LR ORI 23385 BV S8 IE . SERIC d b C RIS I £ 47 5

WD X I RIERN D LoD ENHDHDOT, BENFOLNT-

BAIiE, #5257 CEORLEERITI Z L,

Tablel, Teble2 ZH

B#E A~ S5

—HRICE A TIHAEBENMET LTS Z ENRZVD T, BF

DOREEZBR LN OEEL TRSTDHZ L,

i, Ek, BLRE~DORE

(1) SOTIERE L CW A ATBEME D B 208 AR G- LW &
WEE LV, ERT D AMREMED & Dif A2 id, AHI# G- &
O 544 7% — EHIMIEY) 22 mE 2479 L 5845 2
Lo ARENEMEPICEEST 256, ROBS IR L7215
AiE, BRIBICx T a2 BEICHRAT S 2 &, (@9
EBRTIE, 7 v MZBWTHEYOREREMNEDIME, FR
% IE O MR SOIR R E ORI A 0.094/0.031 mg/kg/
H (#IEl2 [ B U O#ER ; FERER (AUC) 0 0.3
f£) UIEDORETAHAGIL, U B\ TREM) O IREREMNE
DA, WipE, R VRE O & OVB I B8 O3B D
M7s 0.077/0.0385 mg/kg/ B (FIRIEFR & (AUC) D#J 0.1 £i5)
U EORETRD LTINS, ]

(2)FFIc ST 2854k, BiLehibsgs 28, (B b
OHHHF~OBATIIAHTH Y, WL OGICHET 524
PEIZFESE LTV, )

INEEA~DERE

IRHARE, BiAER, LR, $hIESUI/NICHRd 5 et

AL TWDRUY,

BERS

B, ER RERSEOHRS ML TR,

B R B EREOMEER IS SN THRY, BeEREREbN

Z&,

Table3 2

B#E A~ 5

— R E R I ABSREME T LTV A 0T, BEDIRREELZ 428

BLUAENOEEICERETHZ L,

i, ER, FLEE~0®RE

(1) AHIOIENRSF O 51289 2 Z2MEFMENL L TWRWO T, il
SUTHEHR L T B REME D H D@ Nicid 5 Linw 2 & & JRAl
THM, RLERTEGT HHEITXEE EOFEEN BRI E
L2 LRI DG AICOREEET D, T2, TET D
BEMED & 2 NI, WYVBHEZ WD X2 EET 52 &,
UEhRY v % A T2 HAERT R OV AE R O F A2 B3 2 3R B 0
T, 10 mg/kg O 2 [B1EE (AUC il CHRERIEEE & D) 8~23 1
ICFEYM 4 2) Ik DIEEREICRIT A8 - IBIRFELERS 50 HH
ARFETROBIMAZED ST, (ETTEAEIIRD R h-o
2o Fio, HERORERORRBISEEIIRD N7, 72
B, AANIHAERO IEF RO TN D, ]

(2) AT OTEIZET 22T L TWARWnWD T, RHLFic®
4583 ahibsgs2 L, (AFloe LR ~0
BATIIRRT ST ny, & b IgG XLt FIcBITT 5D T,
AENILBATT HAREMER H D, )

INRE~DEE.

RHAERER, BrER, R, BT NRCRT 5 223w LT

W (fERRRERD )

Page 11
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CTD 1.7 RiERINE—Ex

=ARN~T7 (GBI Z)

— B4 B NI AF =T DAFAANERF Y A
Wroe4 AF=A NE0.5mg, 2mg 77T — A R L 20 mg, 100 mg
A EoHEE TeHaITid. BEORBABISE L e sHERIEEIT) 2 b,

(fex) 7o AFNTMAEE RS A=, MRSEITIZ a2 REREET

TheneEZONS,

BHEOER
(1) FRidms
1) NATVEREET, BILIER LRV &
2) AFNT A REMEAHEES L <X 5% KU HEEMRICHR
L., ¥WiEEIFZ60mL ML EZ AR ET D,
3) WMZITETIR L, SR IREIET 5 2 &,
4) ARG ORITLELHIMERT 52 &, Fio. A% BIRK
W, HIEEROBENRH DO THA LN &,
5) AR ORI 0.35 mg/mL R TlE. AHF O ERIRIE O
LEMEPHER TR,
6) AL ORFEIXLRNT &y
(2) &G
VP EIRNE S & L. BT, RIS L2nZ &,

(3) &5
AFNIRFHFEOS & L, R TDRN T &,
ZDMOTER ZDMOTER

(1)7 v FD0.0l16 mgkg/H (ERKMEEZER (AUC) O 021%) LA
L ORETIPIRZER DI K O RS DD R S i Z &
5. ZIRAEICHERE 2 KIE T ATREME DS RIR S vz,

(2)~UAD0.25mgkg/ B (BERRFEE (AUC) O3 H5) LLE
DOFETLIRO R F L % b 7e W 2 SEREEE O T
I AEE L EEOKE, 7> O 1 mgkg B (FRKE
#ZE (AUC) O 0.5~0.81%) BTG » OREEMES O
B DFLE LA K OEFEN 2 B 7=,

(3)In vitro 3T3 NRU YR Ic B W T, RFNDEEE A2 HT 5

(1) ERIMIBWTARFNIK T 2PUEDOEADNRE SN TV D,

(2) PIVITAA] 50 mgkg &8 1 [a], 4@ RERG LIfER, IRk #
~DY UK OTEEAIRENRD bz L ORERH B,

(3) MWEAMERRBRICIW T, AN K 2 IR I [FIREE S0 hl
DA FENE S IR T, B RB T eHE 0 E OB EE A OFHE
RBRD B, 1P

Page 12
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— A T FTAF=T  PAFNANEF T RIS =A< T (BRI Z)

Wroe4 AF=A NE0.5mg, 2mg 77T — A R L 20 mg, 100 mg
TTREMEASRIR STz,

WASCED 2017 42 9 He&aT (5 16 il

1ERAER A

1 %
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—EX

— A T RA PRV R Y T LK HNRTZF
Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
ey AARA—T4 0 Y —pkksth TYRRL =AY —R 74 THRREH
KFAHEH B 7 U 5 ZEEH 100 mg ; 2009 4E 5 H 20 H 2006 457 H 24 H
7 U L Z S 500 mg 5 2007 451 H 4 H
B4 A B 2000 49 A 28 H
FREFEHA B
KX 4y JEI 3 I
VAWE AV 4 VAWE AV 4
b g S (Coz\qa 0,
"y - i 7
HN- A? 1 CO.Na \“~ﬁ
), 0 NH:
/
H 0
I - A B« 1A B« 1A
L AT XA FE RPN TLAKMY 151.7mg (XA | 1AL TR AARTTF L 50mg,. 150 mg XL 450 mg BH
MLt RELT 1085mg) ik 713mg (A MLFEREL
T510mg) &H
k- A& 1. BN R iE 1. SESEERE, Ah/GMAORE, SIUEE, SRRV, FESE, BEY R

VAT TF U EOHAICBWT, @E, RAIENA R LF
T RELT, 1 H1E500mgm? (ERFER) % 10 250MT

TAMFEL, 72a< b 20 HRMAE TS, vz 1l a—
REL, BhHEBYIRT, 2, BEFOREIC X EERRE
T 5,

2. BIBRRRBZRHEAT - B DA/ MR

fE, FE/NHIRATRE DA
WE, RAZIEINVRTTF L LT, 1A 1E 300~400 mg/m?
(REWERE) 251, P b 4BERETS, Zhz 17
—nE L, EHERERYIET, ek, BEEIE, Fl, EER, JER
Z & EIEET S,

2. BOHE

Page 14
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CTD 1.7 RERIME—ER TMT212

— R HI4L T ARXMLFE R MY T LK HIVIRT T F

Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg

s - A& WL, RIS A PR FE LT, 1 H 1 E 500 mg/m? N AY X7 (BETHEEZ) ROF S5 RPTEMEEREA &

(%) (RRERD % 10 W2 TREiHEL ., D7e< &6 20 H OHFRIZIBNT, @H, RABIAIALRTITF LT, 1H 1R
RiR#ET+ %, —hx1la—x2s L, HEEEVIET, 2B, 300~400 mg/m? (KEFHEHE) Z#&%5 L, D7 &b 3 EERET
BEORIBICE  EEHET 2, 5, IME17—NnEL, BEERVIET, 0k, BE5EIT, B

FH ORI LV EEET S,
3. /NREMEMIEE (MRIENE - SEEIENE - FF3ENE « PAMRSRISHE
JREE, BRIEEtD2—( v TREY 7 IV —EE - BF
) 1ZHT B oEREES & OOFRBEEORE
(1) PRRIENE - FFZERE - AR RIS, 08 ST EE A
Da—A 2 TRAET 7 IV —E5 - BIFEEICKT Do
MEIEE A & OOFREIEOEA
AHRATZ7 7 I Rz bRV REDOPRFEIEICRBWNT, BLR
TIF o OREER OGS HIEL, AVRTTFELT
635 mg/m?> (RFEED) % 1 B AR HEX I 400 mg/m? (IR
FiEfE) %2 HEARMEEL, 272< &b 3~4 BEKRIKS
Lo Thx 17 —E L, BE2#EYIKRT,
B, BEEROERS AEIEAR, ER, HATohopE
PERESFINC X 0 #EEHET 5,
i% 1A b L < IHXMRE 10 kg R/ NNRicx LT, &5
EHoEET D L,

(2)@%%@ k9 DA OPUEMIEEA & OOt AREOSEA
v ) AF UNREEE & = RARY R E OFERIEEICRB VT,
HNRTZF o OFRGER RS HEX, IAVRTTF oL
LT 560 mg/m? ((AFmifE) % 1 AREARHEEL, Pt
b 3~4 HERET S, chx 17— é L, BEZHVIK
‘g_o
72770, 36 4 AU TORIBIZIIINR T TF o %
18.6 mg/kg &9 %,

7k, BREEROERE BBUTRE, ER, PRI 2 hobi
PEIEIGANC &0 T 5.
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CTD 1.7 FfERME—EX TMT212
— A4 B RA PRV R Y T LK HNRTZF
Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
s - A& 4, AFIFZEE, HRE5REICEUT250 mL L LD Ry it
(%) FAEERICBFIL, 30 43LL B2 CREEET 3,
A - ARICEET2FEA EORER Ak - ARICEET2FEA LR
(1) FANC L 2 EERBWEHORBRZERT 5720, UTD L) | (1) LWEEE AR EZHRET 584, 80T D oOPTEIERH OT
WCHEBKE N2 I B a&b5T5 24, MXEEZHGT DL,
1) 3ERE : AFIPIERE D 7 HLL BRI HHERE L1 H 1 | (2) /NEEEEEEIC 8 5 Mo FUEERER & OpERBREICR Y,
Bl 0.5mg #H AROKEGT 5, i, RKFlozRG %24 T, BHREMET L TCWAERE TIL, BHmEH, TEEsmEE, B
WX T 28558100, AFRKESE G 22 HA EORIUHHICERE L, BT NCHRSHRICEET LR RS
FCHEEARIR Y EfE 2 B 57 5, OREEBIE LN GEEREICKG T2 L, 2k, B
2) B4 3y Bu: AAWIEESODRL L b T BN, E L LT GFR (Glomerular filtration rate : SRERIKAIRMHE) 42 EE L
%IV Bp & LT 1A mg 2fRNEET 5, 20 T, BEREERT LI ENAT L,
. ARG MR L ORGP E# 2 BEETOBED | (3) NEEMEBETEIES IC 59 2 O FUEMEEEH] & OFF I
E@Ba—xZTL) z1EEE5T S, Tix, BEESCER ( TR ARISRSEE : IALRTZ7F 2 UhR) |
(2) VAT TF L LS OFEMIESEH & O 5K %) KODFARA OB LEE AT 2 2 L.

ONEEVEITHEST LT eV, 2B, VAT T F IR S
30 1412 75 mg/m? (fRFERmfE) ZH5 L. BEHIZELT
1, VAT T F L ORMSCEICHENE B PER O 72 0 D ALE
EEITHZ &,

(3) MMM R EIC R LT, AR E BRI CER LIZEE0ER
PR V22 MR I IHENL LTV R0,

(4) BCKOUHCEFICIE, RBOBEREOTZHLH 5,
BEICET B HEREE- k0 0 o — Ao BRI,
ATlE] D% 5 21— A T ORAR M ERE 3 i K IR I 1k (2 S
EWET DL, BHEIC 07k B2 00T - DI 5% 4
HLTH I, EHERFCIE, £ 1, 2, 3OTA RIA4 12HE
WEREZITH) 2 L, TNOITARKIZHBEA I AT T F
EOPFRTHERT BT IC L BT 5,

#=1) AF (BESUIGH) ROV R SIS 0 HERG-nikE

%
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CTD 1.7 RERBE—ER TMT212
— R4 B ARARLFE RF R UK HNRTZ T
Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
ik - &

(fex)

BFIC7 U— R 3 DL EOIEMEEEN T L5812, &5H
WERTOMELLTIZEE T2 £ CARAIOR G 22 6 2 &, &5
IR2DOHA RTANHEH T L,

#2) &K (MAIHHA) RO R T S5F 0 0RAERE-FE0RK

FpEED L)

) CKEESCEAE AT B EMEEE (CTO)

T 2) MRREEZRRL

PR EMEORBARICHEIR SN D AR E VAT T F o0 AERE %
F3IRT, 7 L— K3 XiT 4 OMREFEMENRD AT
BEZ DI D&,
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CTD 1.7 RERIME—ER TMT212
— R HI4L T XA RMLF® RF RY T LK HIVKRT ZTF
Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
s - A&
() #3) AF (WHSUIBEH) ROV RFFF o0 FARFAG -k
%

2 BIDOWERIZ 7 L— F 33 L <134 OMmissttd 2 EFEMmiK
BERRBO OGN HE L7 L— R348 L <IE 4 Ok 8l
BENTHEITELICAROREZPIETD L,

(SR D FHEE)

AHN 1S T H RERRIEREZ, 7V A X R 100 mg D
A42ml, 7Y LZEFA 500 mg DA 20mL ZEA LT
WIS 5, IR ONA M L%t FIEEEIT 25 mg/mL (F2HIE)
Thb, HERBIUSUTHERORBRZRERY ., BRtHe
HRIZIEFI L C 100 mL & LCAWAS,

ZhE - DhE M B, BIBRASREZRAEST - FEIE OO I/ NI SHSHEAE, /AR, S, PEUEm, TESEE, BV OVE,

/NI e, L

DL OBV 2 5 2 o HUEMERER & o 0f Ak

ANEEMEEEIEE; (R IERE - WERRIENE - AFERAE - PR R I AR

B OERIEEE D — o VT RET 7 X — i - BIEE)

ZhEE « ZVRICEET B ER LoER

(1) MBI EFHIEIC BT B ABNOF IR ORI L
TR0,

(2) EMERET IRV TiE, 2 AALFIREEEG RGBT 5
ARFN DA RE R O M T TEST L TR0,

(3) HIBRAREZRMELT « FR O NN BV CiE, R EE
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CTD 1.7 RERME—EX TMT212
— R HI4L T XA RMLF® RF RY T LK HIVKRT ZTF
R4 7 U ANHVESH 100 mg, 500 mg NT T F EFHNK 50 mg, 150 mg, 450 mg
BhhE - B H JESE DR Z & OFE S L O RIEBEIR IR B CORE R A2 7
(%) ML, RAOFIER NEe2VEE o g L= LT, BAF
v OEREITH = &, [ TERERE oms#E]
A FOMEE i i

I AFEETRAALFRIECEE LT, BaRICHaxs T
BHEFRRRIZBW T, BALFIREIC 7o ik - BB % FF
DEMO G & T, AR OGS & A & B IEFIIZ SV
TOREETDZ L, WEBFEOBRICH > TiL, &HEH
HROBACEEZZR LU THOEET D2 L, £z, 155
BRIZIENL D BB T OFHRICA 2K OfEPE 2+t
L., AEEZETHhbEETL L,

2. AFNC L AEERREMORBABRTLT 5720, LT HEREK
REX IV BpOEEOL LA ERET2E, [ TH
% - FARICBET AR EoEE) OESR]

3. BEEOBHEREEEREC, AFICERLZEEZ LT
ML SN TND DT, EEOBHEEERE BRI ITIIAH & &
HBLBWZ EREELY, [ MEERS ] OESH]

4. ZEOMIKIIEABRD 5N 5 BE TlE, BIEROPEH %
et a2 &, LOBERRHHEIAIT. MK SUIMKED
KPR OITE BB DD BREFICHEE LIZEE, BWER O
AME STV, ]

5. ARSI Y, WEHBEARS LN Z ENHDLD
T, AFNIOFEITHEE LTI, E X RES 217 9 7o S#s
ATV, MEEME N SRDN T SGA I, 5 EPIE
L., @l@Estro 2 &, [ TEEREARNEE] OHES
i

23

(ROBHIIIRE LN &)

1. AREIORSI R L EEZ2RBEOBEERE DO H 5 B#F

2. mEREHMME O 5 BE EHMmEIAEEL, BEmi ek

1. AR ZEETLNAALFIRET, BREFICHoxHE T b EHRMRICE
W, DAALFEIEIC i - BB A FoEROL & T, A
FRIEDNEY) &R S BIERNCOWCORFERTH 2 L, ISR
FHOBIUZ ST > TiE, HOFAEAOBRMCEEZSR L CTHo%E
BETHZ L, £, BEBIBICHESLD, BEXIIZFOFRECHED
PER OGP Z oA L, MBZEThbRET A,

2. AFNEGte/ NN E TS0 D 2 AALFHREE, NEDORA
(EFFEI A 7o il - BRBEFFOEMO L & TEET 5 2 &,

P y=A
AN

ROBEIITHRE L2 &)

1. EEREWIH OS5 EE [EHIMEIEIHERFIKTTHY, B
HES I 2 R, EELT D AN H D, ]
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CTD 1.7 RERBE—ER TMT212
— R4 B ARARNLFERF N T AKIY HNRKRTZF

Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg

A EOFER HIEDDHD, ] 2. ARFIIIho Ae % G IR L, BEER2BEUEOBTEREOH 5

i) 3.0 WHESUTIEIR LTV A RO H @ A (B ER (=¥ e

) TR HE S Tnd, ]

HERE

KOBBEITEEICRST2L)

(1) BRI OH 288 [ [EEREANEE] OESE]

(2) MEMENZ, HRRHEE, T2 b ORBOMEEDH 5 B
# [ TEELREANEER] OESHR]

(3) MIAKUIIEARNRD b BE [ THEELREAWEE] OHE
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CTD 1.7 FfERME—&EX TMT212
— A T ARARNLFERF N T AKIY HNRKRTZF

Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
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Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
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—RAI4 B ARXMLFE R MY T LK HIVIRT T F
Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
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Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
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~EZa v (542%) . U 8BRS (51.1%) .
IR (46.2%) . A, FEEAELFRERED . PLIILERE D
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Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
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CTD 1.7 RERIME—ER TMT212
— R HI4L T XA RMLF® RF RY T LK HIVIRT T F
Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
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Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
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Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
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Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
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Table1 A ¥=X £ 0.5mg, 2mg ; TOMDEER (£ 757 =7 LDOHAE)

HETRH 10%LL E 1%~10%k 1%k i
R Mebde - FEa%, WEHERE MRS PRIEGIERY:, SIHEAZ
E TG %6
mﬁ - - ;Z}EP£*?BZQE\ gfﬂl\ J:’ﬂld‘*ﬁ?@z -
DIE. A ERIEAE
R b - AR, Bk, AKX MY A | EiLbE
MmyE., 1KY B miE
HER - IR FEIMED F -
MR IR B JE i s Hesp | - T, HAkEE b T | =
iR B SEHESR, IRFEEPHRE,
WRAGIERE . MERERIEE, RAIKT
D - M AR L EIE, ARfME, Hifn (B U oNEEE, #RIR. QT/QTc fH
B ., B P H i AE) b I
PO 5% - - WZWK, P08 ] -
SEIERS M L, T, MR HEA, REJR. DNEZER, DN | ER
FFRRER - - ALP #41, v-GTP #40 -
- BB, G POl 7 D FEE, SRR | BERR
B, FTBE. HOCAILIE, &
RE T, mAl, BEE, FE -2
JER AR A BIEGERE, e
2. ZITIEE. BRIk
- RAERE. AR PURSRE . AEEHE, I CK -
3,
LS (CPK) H#41
= BEEREE - - B, BARA, RN R R
L
25 - FEEN PRy, HEIE, MI)AE KRYVERIE, A > 7V WEE | IR OSSRE B I IE

BRAL, IO JRAE
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Table2 ** =X F§£0.5mg, 2mg ; TOMOEBEIER (KFIBEMHE)

SAFEAEA 10%LL £ 1%~ 10%3% & 1%k
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FREY) FREEEIN, . HN
PR, A, IREDE, AREE
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Table 4 7 ') L% 5t 100 mg, 500 mg ; =Dt EIER
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T D1t BRI, FEF, CRP L& WM | 0857, RERED, BUk, AmEkEZ, BIfiR ., RREROER, BmiEE, IR

D] :1_/1/&}75*\ £ 3) . {%"-Eﬁl‘f@&f’é:[ﬁl* 3)
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WUR, LEME), LB, FET o
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Jik: ABEEER
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B L, B ARET
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FEAMGIL B 2016451
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R 201345
EEEM 20XXAEXXH

(B4
AENT, BAFC IS TE DERMRICBO T, A
PACFEFRE oy 7 ik - BB A ROEMObL & T, AR
Fl OB DY) &HW S DIEFNIC DN TOREZEE TS
b, E7m, WRIEBIRAICHNI D, BE LT OFERICE
IR OERRMEE HaB L, FEES ChHhoRE5T S
&,

(IR« RHE)

[BE ROBHFIZEERELLAWIE) ]
AHNO R AT % LB BE OBEE O & 5 BE

)
[$85% - MEAR)

BEP RIAF =T DAF N ZLRFY R
A1#0.5635mg (k7 AF =7 & L T0.5mg)
D-vv=h—b, Brar—RA b AT—
A TBRAANAT—=AF NI T LA T YUY
my | BRERT N UL ERT AW AT T R
VE /NG (7o SZNI &/ = R b N

AF=2 R

££0.5m fi bk
ST e | MEsRHIIEOT (v ha—7 4 Tk
9 —
iknl = — N | GS TFC
A& 89mm L 49mm JEX : 3.7mm
KEE @) 4 1 0.149g
P BEH T AF =T DAFNVANVEF Y RS
50 mmaasamg (FFAF=7 L L Tomg)
D~ =hr—, BiLO—Z b7 An—
A AN Aa—AF NI T A T
wsmy | BREE Y UL KRS A8 ATT ) ViR
AFx =R b }/7\\“/‘71\\ @{E??\V‘V’/Dj\—/b\ﬁU
$E2mg VL_— 80, = [ {kEk

2N BHREMED 7 A VA3 —F ¢ v T hE

S —

Bl =t — N | GS HMIJ
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[hEEX (X%HE]
1. BRAFEIGFEERE T SR ABURTEGCELHERIE
2. BRAFEIGFZEEZF T HUIRTEELGHET - BEDIE
71N i it e

GHEER TR RICEHET SERLDOEED
L o aef 4 2WBE UIRERRICRB T 2%
BIZL Y | BRAFBIA TR DGR SN B TR G

HZ L&, MEIZHT o T, AR SN EA DI EEE
PHWDZ L,

2. [EERMRE] OEONEERI L, RHOFHHER )
LM+ B U7 B O B OEINET O
ek,

3. RBN Ot MBI L FIEIC BT DB MR R 2N
VIRENT L TN 7auy,

(AZERUVRAE]
BTS2z TELEDOHAIZENT, . RAICIE S
AF=—TJELT2mgZE1R1E., EERKICEROEKRET S,
BE, BEOREICLYEERET S,

RERUVAEICEET SERALOEE>

L BREICAF 285 L2 E | Cmax L CAUCHE T4 %
EOWMENRDD, BEOZELHT D120, BEDI]
IREFE AT © B2 E COBOMRMITET 2 Z &,
( [FEwmEhie] omES M)

2. ARG LY BITER 3B L2 G A 1iE, Fcosk
WaBEIZ, AR ERE, BEXITETLZ L,
2L, ARl (B8O R LEOE) U3H 728
PP BAMEREH L7258 1T, SAEIEIERE D
WY RALEZAT -T2 LT R, BT 5 2 LA
WAkt 5 LB TE D,

RE., BERUHRIERE

NCI-CTCAE*" |2 & %

Grade¥I3E s
BHEARBEGrade 2 IR
X (ZGrade 3 Grade 1LLF & Cllgrtg, 1BRER LT
e h-% PR
Grade 4 SR G-k

TRk BT IC L o THEE LW LY
W S BrE i, Grade 100 R & Ttk
. 1BEREIGE LTI G- 4 B

7%1) NCI-CTCAE v4.01Z X ¥ Grade % &

RERSOER
FERMERE ’5=
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L BRI 1.5mg (1 H 1[[])
2B Img (1H 1[A])
Kl ek

12) GG 2L Y BIMEAANE B C & 7o i, IR & oD B
P& 2 o CHE Ak T
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720, 2mgE EH 4 B BICIR05mgEE A A Lawnw 2
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(ERLDEE]
RELEE (ROBHIZFREICERET S L)
AR LA B ORI RERE T B URH ik B3N
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DRBUTZ OBAERE DO H 5 BF UERAELT S

BN H D, 1 (12, EEALLANEE) OHS
)
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DAREREOEERLEENRS DN ZEBH DD
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Z b, AAFGE T OERERE (b a—%)
ATV, BEORE (E=EBEHE (LVEF) oX#%
i) Aol L, BRESEO OREGAITIX
W, R IG5 2RI 5L, BOALELY
1752 &, (13, BIERMERZBIVER ] OEZBR)
MEREERIRPAZE, MERE (s B R JIBE, MRS O &
ERREENREINTVWLDOT, EHMHICIRD R
HOAEEMRT DL, 2, ROEENFED S
NEEAIE, EeNCERKEE2Z2 5L ) K
FERETHZ L,

ALT (GPT) . AST (GOT) %D L& % {5 ITHkkER:
ERHOONDZENHDHDT, KEFEGFILEY
RIS RERE 217\, BE OREZ o Icilssd
528, (13 BWERHOEKXZEIER] OHEEBR)
AN ESHEEICRD DI, BEOBK, KT %R
IFLME SN TNDDT, BEDIRIEEZ 43128
2L, RENRDONTHEITITEE, RECHE
HloOE 72 MU LEERITS 2k,

. BlfEA

(HT5 7 = =7 L OO RE)
BRAF V600E/KZ: ¥ % A 3 % 4T [F 3 fh s ) ORIE

DI AR B R ORI E R E LA X T
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b DI, FEESH (66.7%) . AST (GOT) #ihn, K
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BRAF V600E/KZ ¥ % 4 9~ % fRIG YIRS B 7o FE A6
FEERAE 25t B & U 7o Yol 28 IUAH B AR 3R (MEK 115306
B M OMEK 116513358 O X7 57 2 =7 & OHEH
BHREIZBW T, 559619150141 (89.6%) IZH&FRA
EEEZ2E0RERARE S, TOELL DI,

RBOTIH (48.5%) . HIEI56M (27.9%) . JEI5126
Bl (22.5%) ThHotz,  UKIBRFE TOLRER)

BRAF V600EZ %443 % UIBR R RE 7o (T - BHDIE
AR E 2R L EEE SRS T AR R
B (B220188%) oX¥ 757 =7 L OffHEGHIC
BT, 93583451 (89.2%) ICHaAMEMEET 25
DRIEANSRE S, TOER L O, FEE46H]

(49.5%) . H.0366 (38.7%) . WEH2561 (26.9%) .
S B R25 ] (26.9%) Thol, (FhBE ST

D — LTI E TOHEE)

(A B A A% 555 O Bl AR)
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LLiz, eB. EAREWEAORBBEEL ¥757
= =7 L OOFHRE, ARFIEE 5 RFONEIZ G LTz,
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TV, BERBO NG EICEHR 521925
7p LU B AT O T L
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BEITO Z L&,

(2) £EnteaEI{ER
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%) | BRI
I BUE NI £ EAE FLEENE, R
AR
/A= 2=9%
R BrElo
Z Dtk JEFE M
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5
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— RIS CITAAFERE MR T LTS Z 2%
WOT, BEOREZBE LN OEE LTRSS T
5\—k0

. W, EWM. RIBFEAORSE

I TR LT D ATREME O & D s NI i3 5. L
RWZ ENREE LW, MIET 2 AEEEO & D Al
I, ARAIRE G R ORE 556 T % — E R ) 708
AT KO8T 52 &, Kﬂ%ﬁ%ﬁ’&@#

L6, KOG TITHR L= 5E81203, kIR
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7 v MZBWTHRHEW O EEINEOIRE, K%
BB O EfEE M R R R E oK E 2
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I O AE & OVE 8 25 o 38 8L B o N 2
0.077/0.0385mg/kg/ H (EfIRIREE & (AUC) DFJ0.115)
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BB BB G R ORI STV R, R
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Bt iERIEZAT S 2 &, E, AANTMER
FAE A 2SR TZ 0 MBI IIA B 7R BREIET
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. EDHOER

(1) 7> bo0.016mgke/ H (EEKREEEE (AUC) ©F90.2

f%) LLEORETINEIER OB KR O E K OB 28
HHNTZZ D, ZIRREICER L KIE T ek
DRI X iz,

~ U AD0.25mg/ke/ H (BRRIREE & (AUC) DFI3f%)
LU EORET LR O BALRR PR b & b 7 W A=
HREDIR T OB L N LEROKME, 7 v b
Dimgkg/ H (BRKIEER (AUC) D#0.5~0.8(F)
BECHIE Y o~ D EEZ D D OFLE LS & O
NHHIT,

(3) Invitro 3T3 NRUNEMRBRIZB W T, AKANT 3
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ZHT D AR R ST,

[EMEniE]
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*
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WA FSAF_TOEDBE/NS A —4

(1)
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6.
(1)
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e K fE)

#1 : 1H HIZAUCins, 21 H HIXAUCo-24n
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. TmaxiT 9 Jefl (Fe/IME-

. REORE

SME N E TR BB 24501 N T A F =7 2mgx E g -
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k9 AF =7 DAUCK NRCmaxlTiAE FIZHE~T, %
NENFI0L TT0%IE T Lz,

. ﬁﬁ&B)

FIZAF=TDr NEE K 313296.3~98.6% T
Y Mk AERREITN3TH 572,
(invitroD> 5 —#)

i

In vitro 67
NIZAF=TRFEICONRF L2 RT T —FITLDY
L7 B F L&, DTICCYPIA4THRBI SN
72

In vivo
SAENETEEEZ 2B [“Cl T AT =T (BIR)
2mg% WA 0BG U 7-REo Mg icix, REBK
DR & (MR HEHEEDKIS0%LLT) | fSH
L LTHT BF VIR, BT & F VR DERLAA K OB
T FNMEO TN v ERAEPRN S T,

- ey

SAE N EEERE 26 [UC] NI ATF=7 (FKR)
2mg % H[EIf% O % 5% O FHRMR R IZE P TH D . K
FHEE O F P RIS ITE G RED35% L . (RIEII &
D81% LA L) R EIRILE 5 B RED9.0% LT (&
B EDI9%LLT) TH-olz, HBEEEIER TR 510
H [ £ TT50% K CTh o7,
HEMEA
In vitro®12
k7 AF=T71XCYP2CS, 2COK V2C19% [HE L
(IC50 : ZNFN034, 41K U5.0uM) . CYP3A4
KUORB6EHETHEEZ LNz, £-, Pgpk
BSEPDOHE TH Y, Pgp. BCRP, OATPIBI,
OATPIB3, OATI1. OAT3K U'MATE1 % [HLE L7z
(IC50 : #hENnS5.5, 1.1, 1.3, 0.94, 1.34, 2.58}%
TR0.0609 u M)
In vivo

N FTT72=713)

SAEANEEREF LTI N T A F =7 2mgd 1 A 1[H]
KERAERE L FT T 7 x2=7150mgD1 A 201
ROZSEZFA L, R Y7 I 7 2=70
Cmax}, FAUCIE, # 7T 7 = =7 EMBEEF I~
T, ZNZENRI6 KL T23% M L=,

(KA OAGEE L - R [HEROHRE] oE

=5 M)



1. BEREE
(1) BARANIZEITBEHE

(ERPRRL#R]
EHREE

ENE T/ TAHERRB (MEK11688536)

BRAF V600E/KZ B %459 5 O TEBmBE (G5
[ AH/8— b)) O QRIEEIBRAAE 7 M LAl iR
(FEOAE =) GEFIE : O6fl K V@6f) % x5

WhIAF=7 QmgZxIAIEEAHRYE) L4757

=7 (118]150mgZ 1 A2[RE A & 5) ZHFHT 58 1

(AR 2 EZHE LT, 8 I S— M 2R D E5hRE

Y 1383% (5/6f) THoTz,

E3) v =AU e U CREEIRGE AR ST

W5 THXID BRAFF v & W TRE I,

74) RECIST (ver1.1) HA KT A Nk HIEBRET

ERHIEICFE S < HE (CR+PR)

(2) HEANIZBITBEHE

1)

2)

S E ARG R A BR (MEK116513545%, COMBI-v)
14)
BRAF V600E/KZ 5t 2 4 % 5™ DARTAIBR A AE
B ERAEBE T4 E R, T AT =T
CmgZ#1HIEREARY) ¢4 77 7x2=7 (1
150mg# 1 H2[EE 0 #%5.) 203 28 (DFA#IE
RE35205) & AT 7 ==7 (1H960mg# 1 H 2
HiE) 285358 (NAT7 7 =TF3526) &
Pe U 7= S5 ML AH IF B 6 E 2 b L B BR & FE 0 L
7oo BAEFHIM (0S) OFRIFETIZIENT, AT
7 = = TR S i U COFRBEREC B WD CREHERY
WA B R IER 3588 B 7= [Kaplan-Meieri: THEE L
TRl DPRRIERERBIE, RAT T o= TR
1725 A ~¥F— FH069 (95% 15 % X[ :
0.53-0.89) . J&Jlllog-rank Ep=0.005] .

24 FHRB (0S) MKaplan-Meierg #
(MEK1165135BRITTSE M. 2014F4817R A v b
#*2)

HES B ARG AR AR (MEK 1153067358, COMBI-d)
BRAF V600E/KZ: % % 44 % [B4t ™Y ARIAYIFR AR
7R EEpE A B R E 4230 2 X R, b T AT =7 (2mg
ZIHIEERERE) L4797 =2=7 (1E150mg# 1
Ho[E# H$5) 203 28F (OFHBEERE21141)
EHT T 7 x=7 (1H150mg% 1 A2EE A &E) %
B H AR (BAEER21261) % Hdk U7- 4 —
HEREEVEA LR & Sk L 7o, My A T
Ml (PFS) DfFFTIZIVT, HAIRIERE & ik LTHf
FAPHERHCB W TR FNICA B RIEENE O b
7= [Kaplan-Meier{: CTHEE L 7= ol « OF FEEIERES.3
H A, HARERES.8y A, N — KI0.75 (95%1F
XM : 0.57-0.99) | JERllog-rank#iE p=0.035] .
159 7085, OSDOEAFENTIZI VT, Kaplan-Meier{%: T

HEE U 72 R X OF FRIERE 251 0 B | BARIERE
TI8.7Hn HTH -7 [N — FE0.71 (95%FHEKX
B :055-092) 1., 19

. JE /N A Bt i

[ B A [ SR TURH S PR 3R (E2201508%) 19

BRAF V600EZ % 9 5™ GIFRARAEZ0iEAT - FE%E
OB AEEZNRIC, X 77 72=7 (1 [H
150mg Z1H2EHEAHE) & NFAF=7 Qmg %
LA 1FENE A& 5) OFfHE S (OB RTUEMEEE A
EETLFRIEREO H 5 B#ES5T Bl O HEIERED
7RVERFE36 i) ARG B S IHIE B iR It R
BEM LT, R (%) 2R Zh@63.2 (95%
[EHECH] - 49.3-75.6) KRU@61.1 (95%IEHHIXH :
43.5-76.9) THoT-,

115) KIEDClinical Laboratory Improvement Amend-
ments (CLIA) & XIEAELEX D 5 RAEHKEI T
FEEOEEFREEEZHV THRE SN, MZhRE
L DRIEMNER ST 4 v o~ 1  Dx Target Test
CDx Y AT AP R=A B WisReE & L CRIEIR
FEARIN TV D,

(EhEE]

1. ESEHR
(1) Invitro
1) hT AF=71%, BRAF V60OEZ RA %2 3Bl 5 b k

R B i R Ba ik (UACC-257. SK-MEL-1,
COLO-829%) KOk b FE/IN i Aifies Fh SRM V522 i
JaKK . BRAF V600K ZS ¥ A 8 Bl4 5 b M AfE
FB A RR (WW 165, YUMAC, YULAC & OYYUSITI)
i ONZBRAF V600DZS SLR 2 5584~ % & b MM
e H e WM-11 550 ik o0 S5l % $fl L 72, 1719

2) R AF=T7% BRAFIER THELEFL TFT7 =7

CPERT A2 ik b, UACC-257. SK-MEL-1,
COLO-829. MV 522 i la ik S5 (2 st 9~ 2 S5 fil/E 1 Z
5 HRA B AR AL & el L CHER L7, 1718

(2) Invivo!®

k9 AF =713, BRAF V6OOEZ RAZ M T 5 b k
MR AR SRA3TSP FILHIASER 2 B TR L=~
7AW, EEE G Lz, 2, TR
FoT XTI 7= T R ARG T LK
D, A IEAI A G- L bl U C I FE B R A
HERR L7,

. 1ERKF
khZ A F=71%, MEK1} OMEK2D{EMEILIF N &
F—BEEEHRELEZ, 2 /2, FTAF=T1L,
A375P F1IHEIAREZ 2 FRAE Lo~ U 2 O fEE ML
2B W T, MEKOREE Th HERKD U b2 [H5E
Lto 21)

(ARG ICET 2 BEFHAR]



Y

0. N__O
H Y7 u F

0

HSC\H/N/|N|\N/‘ i /g\

0 S e N\CHS\ I HsC CHz
0

NI RAF =T TRAFNRANLEF Y RINMY

(Trametinib Dimethyl Sulfoxide)

{b54 @ N- (3- {3-Cyclopropyl-5- [ (2-fluoro-4-iodophenyl)
amino] -6,8-dimethyl-2,4,7-trioxo-3,4,6,7- tetrahy-
dropyrido [4,3-d] pyrimidin-1 (2H) -yl} phenyl)
acetamide- (methylsulfinyl) methane (1 : 1)

7712 CagH2sFINsO4 » C2HsOS

Sy FH :693.53

R ABOBMEKRTH S,

(B EDEE]
1. R ONIR A A T 2 7200, BEdF 2 [l L 72 S D 25 S CIRAE
T5zL,
2. A OBMEBHRT DL,

(&M

Lo [EEEG Y A7 IR 2 FOE O b WIS EMT D 2 &,

2. ENTORBIER D TIROENTWD Z &h b, BEIRTE
%, —EBROEFIAMRL T — 2 NEFSN D £ TOMIE, &
FEG 2 R G R RRTIR AE 2 9Eh§ 5 2 & T kv | A
BHEOEREREICET 2 & L bIC, KADRZEMR AL
PRICBE$ 27 — & 2 IR L AHI O IE- AN L2
HEZHLD Z L,

(2]
AX =R ME0Smg 78 (T AT v 7 A V)
AX =R ME2mg T8E (T AF v 7K bL)

[EExx#]
1) gkl - ENE 1/ ITRERS S (MEK 116885345  (20160215)
2) Leonowens,C.et al. : Br.J.Clin.Pharmacol.78,524,2014  [20160223)
3) Cox,D.S.et al. : J.Clin.Pharmacol.53,946,2013  [20160224]
4) AR InvitoMAEE RS (20160225)
5)  HN¥EE : InviroM BT (20160226)
6) AR Invirof CEIEEE  (20160227)
7)  HWEE : CYPR#EEEORE  (20160228)
8) Ho,M.Y K.et al. : Xenobiotica 44,352,2014 (20160229)
9)  HREEL : CYPISKIT Din vitrof CHFLE  (20160230)
10)  #EEE - CYPIZXIT Sin vitroB$ %751 [20160231)
11)  #:EE : Invito F 7 2 AFE—2 —ORE (20160232
12) AR : Invitro k72 A A — 2 —[%E  (20160233)
13) WG : #7537 ==F L b T AF =T LOHNRMA E A
(20160210)

14) bWk : HESMEITHERR B (MEK1165133%8)  (20160216)
15) #hWgkl  iBSMHIRER RS (MEK115306348%) (20160217

16)  #hvgkh - [EERHE [ SR ER RS (E2201388%)  [20170555]

17) #hPER : BRAFZERESME b | L T b Sk oo By g
T (20160219)

18)  #LvEk: - BRAFZESAMIE b b I/ INA A e Sk O HIFE I
TR (20170556

19) KingAJetal. : PLoS One8 (7) ,e67583,2013 (20160221

20) PRl MEKFEZEIER  (20160234)

21) HEWNEEl : ~ 7 2 REEBREE T ICET 2R (20160235

(SmkEER 5]
FHEILERICE B OENERHI & E LT FaIC TiR
TaEu,

JNIVT 4 AT =< RRE ) SV T g AZ A LT b
T 105-6333 HAAIHEX T / FH1-23-1

&R 72
IASNT A7 7 —=ikatt
ORI E  H1-23-1
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1.1 FHRE X ATINIED ZZ oo 3
1.2 INBE AT D ZEDFETEFRIL ...t 3
2 FHEBEROHEDRLOZDFETEFRML.......ooooeoeeeeeeeeeeeeeee et 5
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1 MEXIIZRDERVZDRTERIL
1.1 MEXIIHRDE

IR EESIES
1. BRAF Tn ¥R 29 DARIGUIERA e 20 Bk R R
2. BRAF V600 FAn 28 SGVE O UIBRARE 22 4T - FE3E O I/l fiti e

1.2 FHEER (TZR D EDEE EIR AL

HTT7 72T RAUNE (AT, 777 x=7) 1%, GlaxoSmithKline £ CBI3 I 7/=i 1
HORIRA 72 BRAF ¥ —EHERTHY, 77 /v =V U BEOBEAMEICLY, ZOEH
ERESTLH, Fim, FIAF=T DAFALANLRFY R (LLF, RTIAF=7) 1%, H
RT3 Z PEFEMR S TR & 7= MEKI/MEK?2 OiEEAL K OV & - —B IR TEIZ 33 5 iy /)
DEWERIRMEEZ AT 578 AXA7 Y v 7HERTH D, KT, 77 72=7 /T RAF=7
OFH#EIX, BRAF B FARZ AT HIRIGUIBRARE R EME R ANEIC T 21 L L TOKGE
ERAFLTWA,

FEERPREABR Bl IE

BT7572=7,/ 8T AF=THERIREE, in vitro T BRAF V600E A5 128 S5 IEFE/ NG
JifigE (NSCLC) Hisk MV522 fifaikizxt LT, BMEERAMRERR A375 MOk & Rk @B,
PRI ST (2.4 FEERARBR OBEFEREAN)

BRAF V600 (x5O UIBRARGE /AT » D NSCLC BE KT HX 777 2=7 )/
N A F =T HERFEO A MR Ok, [EERIEEE I AR (B2201 305R) 12 CREAN L 7=,
Z DR, BRAF V600E Eis TGO UIFRAGE/R LT « H380D NSCLC BEITX L, 1RFE7
AVEESTHT T T7=2=7 )/ M AF=THRIRIEOAEIMER RIS, BEMET 27 7 A VX
EVERAMEEAE LR TH 72 (2.5 BKRICET 2RI o £ 72, E2201 BT BRAF
V600E &1n 2 RIGMED IV ] NSCLC #E Z x5 & L7275, BRAF V600K i&{x1-Z5 BLEG M
21 AFAN DIz, NSCLC 35 Tlid BRAF V600E LIZLD V600 s 128 BEGIEITIE E A S
HEEINTWARNE DD (Marchetti et al. 2011, Paik et al. 2011, Cardarella et al. 2013, Villaruz et al.
2015, Litvak et al. 2014, Gautschi et al. 2015) , &I O /E T K OVENE B8 o i R <
BRAF V600K 15 T ZARGHEICH L CHE T T 7227/ b T AF =T HRBEEOAGINEIR R E
TV D (1.13.1-1 EVERAEARIFER) a2 E 25 L, NSCLC HBETH AMENHIFF
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ENDZ END, NSCLC BEICKHTHH T T 7227/ b T AF =7 HEHRIEDZIHE T80 3
DZEIL,  [BRAF V600 15 172 S5 O UIBR R RE e AT - BRI DI/ NIaftE) & L7,
o 2 WRIRELIEED BRAF V60OE Bin T E R IV #] NSCLC BEF TxT 2 /30
FEFMEE CThHIRREMEMBERLE (ORR) X, ¥ 777 =7 HARIE
(Monotherapy 2nd Line Plus : 32.1%) &~ T, ¥ 777 x2=7 /7 AF =7 FFHKEIEL
(Combination 2nd Line Plus : 63.2%) D503 <, BEVERGNE, MKORR L FRIZ, 77
T7x=7 /) NI AF =T HRBIEIC K AR PR I N, £, 2~ RERELTOX T
77 x=7,/ N7 AF =T AL (Combination 2nd Line Plus) DJEBREAEEANHE ORR
(95%CI) 1% 63.2% (49.3%, 75.6%) THV, 77 A THEE S Ni=him & BEM%E (IFCT
data) T 2 RipHE L LT BRAF PHFHKLS OGN 2 i L7 BFE D 20.8% (9.8%, 31.7%) &l
AT HHEEEIEA 3 5@ <, IFCT data @ 95%CI ERRMEZ K& < EEY, @mOWAEZMENRIB S
Too S BIT, WUIZRNEE RGN EhE STz 54 4 48 & (88.9%) (ZIERYIRZE DM/ NFRD B,
25 39 £ 1% 30%LL ORGSR B 7o, NSCLC 4 Tix ORR 1% PFS IERIZH 595 &
HIME SN TEY (Blumenthal et al. 2015) , Z OFEROBEMERITEVEE XD, FEEIC, #l
WFHIE H Téh 5 DOR J O PFS OHRAEILZNEI 9.0 » AR 9.7 » A THY, PFS OH %K
EIZRVEUIBR AR 72 IV ] NSCLC MBEZXRE LI-IEROBERERN L 2 WRIERD 2~3 » H
(Fossella et al. 2000, Shepherd et al. 2000, Hanna et al. 2004, Borghaei et al. 2015) & lE_XTE <,
F72, BRAFHERTHDH LT 7 2=7 D73 # A (Hyman et al. 2015) EH_XTHLEN-T,
KRBRICHANDONTZHEAAN 3 LDID, 2~4 KIBRLELTDE T T T 2=T /"I AF=T
OFFRIED 1 ZICRMEE PR D8 NI, X777 o =7 HAPRIED 2 413 & bICIRBRETE
AifHIE T PR AHEE S, WINLRBEITICEI VT T 7 2=7 /7 A F =T %L
nDAF—NR—3N, | LI aAF— =% 56 » HiZb=Y SD Z#FF L7, ZoHEIX
Combination 2nd Line Plus 2#5RE D PFS &b~ 2 L WH DD, HEROIEREN R 2 IRIGIED
PFS LLERTEMN -, F2, 2~ KRIEHEELTOX T T 7227 /N7 AF =T FR#EED 1
413 BRAF V600K BIZ FERGMEE TH Y, Uikthkbid 13 Week 4 THRZENRD /-T2
MBERAESRIL PD LieolobO D, FERREIXME /N Lz (R KHE/INE 78%) . £7-, Mature
DOR fEfrOfERE, Lk E[FEEETH Y, BRAF V600E #fx-AREPED NSCLC BEIZH L, 2
WIS E L COX T T 7 2 =7/ 87 AF =7 HHRIEOGNEDN MR S Tz,
e 1RIGHD BRAF V600E B{=TFERBM: IV H] NSCLC BEITXT 2 H 2
TARBENTIRE AL, FEHEFHEEE Td 51 E L EAHEE ORR (95%CD 1% 53.3% (26.6%,
78.7%) TV, IFCT data T 1 &G & LT BRAF PHLEIMRLIS OIEHE % FE L7 HBE D 30.3%
(21.6%, 38.9%) &LHATH, BOWHAMIMEIRB I, I 5IZ, )7 RS A Sk S A7z
14 448 CTEMJRZOHE/NRRBO B, 95 11 41X 30%LL EOEEHE/ N B bz, £7z,
TEMHTOMER Y, R EFEEETH Y, BRAF V600E #fn T2 RMED NSCLC B#FITx L, 1
KIETE L COXT T 7 2=7 /b7 AF =T O HRIEORNEDS MG ST,
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e BRAF V600E B+ E R IV #] NSCLC BE T b &at

BRAF V600E #1528 B 51 IV ] NSCLC B#F IS LF 7T 7 = =7/ T AF =T HEHIRIE
FRCRBL LA EFRONKIT, EHRAELZ 5L U BERRBE S Wk TH Y, BRAF
V600E EHAnT-ZARBME IV ] NSCLC B TR A Ot Lo, AARNRA OL 2 ok
SITRD SN o7,

3k, FEOBRT, EEMERERQOENE L OWRLEE 2, PREUIDR () 2L
DEFY L L,

EIEEREESIES
1. BRAF n ¥ 5 29 DARIGUIERA e 20 Bk R
2. BRAF BUn T2 5 4 % UIBRASRE 22 AT - P3-3E O I/ Nl fiti

2 FAZRURAEDERVZDERERHL
2.1 HERURBAEDE

(#7572 =7 DOREKROHE]

M EAEOY S

Wi, RACIEA 77 =2=7L LT 1A 150mg 2 1 H 2 [\, ZZEIRICRO%ET 5, 2B,
BE OIRREIZ LV B EET D,

FE /N fitiges D 35 B

N AF=T LOHICBWT, @, RACEY T T 7 2= LT 1M 150mg % 1 H 2
[, ZERgRECRR O G35, Zpds, BEOWRIBIC L B EEET 5.,

[ N7 AF=TOMHEKLOHE]
2777 x2=7 LOMRAICBNT, BH, AR AF=7LLT1H 2mg # 1 A 1 [F],
ZEERHCRE DR G D, Zeds. BEORREIC LV E AT 5,

2.2 RiERUVAEDEDQRK TR

E2201 3R THit L 72 BRAF V600E &1s 128 RGO UIERARE 72 41T « #1598 NSCLC HH I
MNTHHTT772=T RN T7 AF =T OREROCHREE, ERNSCER I TV % BRAF B
TEREZET HRIGURARREERAEBE KT 47772 =T RN T 2AF =T DRk
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LOHEEFE—Thd, BHBREOEEZICHT X777 2=T KRNI AF=T7 O HIEROH
EOBRERILIT 1.13.1-1-1.8.3 (TR T,

XTT 7 =7 BEPEORER O &I, EBHERAE L Rk, BEREEEZxIGE L4
[E4% 1 FRBR (BRF112680 AER) OfEHRICI-SE 150 mg bid &% E L, NSCLC BFIIAT 54
777 = T AL ORE ARG LT, 20k, X777 x2=7 /N7 AF =T HREEDO%
RN ORER R, EERAERE 255 L L-FMESE VI FHERBR (BRF113220 35k) /S—
hCOFERIZESE, NN 150mg bid LTV 2mg qd E#%E L, NSCLC & IZxtT 5477
7 x=7/ b T AF=TPHRFRIEORET Z LA LTz,

HATiX, BRAF V600 iEfs T A RBMEO B AR NEREEE 2R E LS T Mk
(BRF116056 i) TH 77 7 = =7 HiAEE (150 mg bid) , 25 THERER (MEK114784 3U5k)
TRhrI7AF=T7HARE Qmg qd) , 5 VI FH:REB (MEK116885 k) TH 777 x=7
(150 mg bid) & F 7 AF =7 (2mg qd) DOUFIFIED LR OCEAENE, HEYEEZ R L,
WG S R REEN WD L 2RO E, NSCLC BEFIZxT 25477 7 = =7 HARE

BOETZ77 2=/ 7 2AF =T ABIEORTHIS M LT,

E2201 iRBROAER, 1.2 THIZ/R L7= &Y BRAF V600E Efn 128 RGO UIBRARE /R EIT « F
HD NSCLC BEIKTHH T 77 2=T7 /NI ATF=TOHEIMWENREN, BRET 7 74
b EEREAEZ S L UK AE & AR TH Y, NSCLC EB#FITRA OZaM Lo
TR e o7,

LLEJX Y, BRAF V600 s 72 RGO UIFRARE 72 EFT « 158D NSCLC BEITH T 5 T A
F=TLOUHICBT L4777 =7 OREKOHEOZRE, EHREAEORHELOHE SR
—& L7,

3 S5 3

Blumenthal GM, Karuri SW, Zhang H, et al. (2015) Overall Response Rate, Progression-Free Survival, and
Overall Survival With Targeted and Standard Therapies in Advanced Non-Small-Cell Lung Cancer: US
Food and Drug Administration Trial-Level and Patient-Level Analyses. J Clin Oncol; 33(9):1008-14.

Borghaei H, Paz-Ares L, Horn L, et al. (2015) Nivolumab versus Docetaxel in Advanced Nonsquamous
Non—Small-Cell Lung Cancer. N Engl J Med; 373:1627-39.

Cardarella S, Ogino A, Nishino M, et al. (2013) Clinical, Pathologic, and Biologic Features Associated with
BRAF Mutations in Non-Small Cell Lung Cancer. Clin Cancer Res; 19(16):4532-40.

Fossella FV, DeVore R, Kerr RN, et al. (2000) Randomized Phase III Trial of Docetaxel Versus
Vinorelbine or Ifosfamide in Patients With Advanced Non-Small-Cell Lung Cancer Previously Treated
With Platinum-Containing Chemotherapy Regimens. J Clin Oncol; 18(12):2354-62.

Gautschi O, Milia J, Cabarrou B, et al. (2015) Targeted Therapy for Patients with BRAF-Mutant Lung
Cancer: Results from the European EURAF Cohort. J Thorac Oncol; 10(10):1451-7.
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Harboring BRAF Mutations. J Clin Oncol; 29:2046-51.

Shepherd FA, Dancey J, Ramlau R, et al. (2000) Prospective Randomized Trial of Docetaxel Versus Best
Supportive Care in Patients With Non-Small-Cell Lung Cancer Previously Treated With Platinum-Based
Chemotherapy. J Clin Oncol; 18(10):2095-103.
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Patients With Lung Adenocarcinomas Harboring BRAF Mutations in the Lung Cancer Mutation
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AFNL, BEERIC RIS TE D ERMARICIBN T, DS AALFIRIES 0 750k - BB AR5
ERTD G & T, AAN DRG] &l SN DIEGNCHOWT ORI E9 52 &, £, 16

WIS D, BEII L ORECAIMER aRtE e +adtA L, REZ/TroRET5 2
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1.2 E DR TERA
HAFORMN CEICTH SN TV ANAEICOVWT, EFLET5EMERTELN TN
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[#55 ROBEITITHRLG LRV L) ]
AFN D ER I35 L EUE DREERE O & 2 B
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2.2 HIDHRTEIRM
HAFORMN CEICTH SN TV ANAEICOVWT, EFEZET5EMERITELN TN
D, BATIRM CEIC RS H/E L,

3 DRI RICEET HEALOEEM

3.1 MEXIHRICEET SEALDEE

1. TR E AT HWERE IR EHR ICBT DMEICLY . BAFBRFERPHER I
BB CERET DL, BMEICHI> TR, KB SN EABETEELZ TN D Z L,

2. [EIRAGRE] DEOWEZRI L AEIOA MK OV 2+ (BE U 7 B TS &
HOBRREITH Z &,

3. AFNOMBEMBMEFRIEIRB T 2 AR O L EPEIFRESL L TV,
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3.2 MREX [IBRICBIET S EMALDEE DR TR
IS 3515 5 5 7 4 T —ROA % =2 F OPHHFEDBISHED I AN D =
REABWTY AT BT, EABEEROZ R L PERBRS L EEND T Lo O il 217

ST,

4 BERVHAEICEAET SERALDFER
4.1 FZERUVAECEAET 32EHALDIE

. BRICAFZESG L35G, Cmax XOVAUC METT5 L OHERHH, BEOEEL BT

DI, BEHEO 1 RFRFEFT O &% 2 R E TOMORMIZET S 2 &, ( [FEmERg] oE
ZM)

2. AFEEIZEVEWERRREB LIEGEIIE, TRl EEELBEIC, AR IRE, BETH
JLTZ) & 72Uy ARG e (BZFEO) ERANE) Xi%ﬁttﬁﬁ%ﬁﬁﬁﬁiéﬂéﬁﬁﬁfﬁ
L7eG a3, SRRSO Y AL E 21T - 72 LT IRHE, BT % 2 & 72 SRRz ik

m?”%) <‘: WTED,
RE, MERUHIEEAE

NCI-CTCAE "V |Z X % Grade & JLiE
BN AEEZ Grade 2 PREE
% Grade 3 Grade 1 AT ClIRAE, 1 BePEE L TR %
P15
Grade 4 JE R B 55k

RGN BEICE > TEHE LW IS
LAIZiE, Grade 1 LA & ClgR%, 1 BeBEE

L CHe5-% B
7E 1) NCI-CTCAE v4.0 (Z X ¥ Grade ZH)iE
A=EnEZR
FHE TR B D Beh5

WG 2mg (1 B 1[A])

1 B P 1.5mg (1 A 1=])

2 BEpR Img (1 H 1[&])

3 B 5k
H2) WU RUEIZ LY BWERNEE CE AT, BER & OB TEER]

3. 0.5mg#E & 2 mg SEQEYFIFEMEII RSN TV RN, 2mg 2853 51213 0.5 mg
Ba vz L,
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LTCWRMMmSTe, BT 4 0T =07 BNVESCER AR CDS L OREMEZ Y, #Hbl4L
EIZLVRIERNER CEGA ORI ZBR Lz,

5 HEXRSH
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Q) DEBIIZOBERO G 5 H8E UERNEAT I BENARH S, ) (2. BEREAR
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5.2 REx 5 ORERIL
FUTORM LECRBENTODNEICOVNT, EREET 5 BMERITELATWARNT &
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6 EEGEXNIEMR

6.1 EELGERNIE

() DAEEZEOBEERLEENSLDLND I ENHDLOT, AFEGBRNCIE, BE O L
REZMERRT D2 &, ARG HIXEE OHERE (b=a—%) 217\, BEORE (&
EEXHE (LVEF) OZX#EZ &) ool L, BEBEO bNG6 3R, IR
W EZRIET 2728, #WURAEZTY 2, (13 BEROEBEXRZEER ©
HZ )

@) HMANEEIRREAZE, MR LR R, MRS O \EERIREENRE S TWHDT, &
HHICIROREOFEAHRT 522 L, o, ROEFPZED LNGEITIE, HONIT
A 2T o X O BEERET L L,

(3) ALT (GPT) . AST (GOT) %D LH-Z 5 IHEEEE NS b d Z EndHHD T, K
Al G ESMICITERRAE 21TV, BEOREBEZ+ICBET 528, (130 BlE
MMERLEWER] OEEH)

@) FEEDNEHEICRO b, EEOBK, ROEZHES FlbHRE SN THWDLIOT, BEFEOIR
%+ BlE L, BE RO LN A I, IREECMEEEI OB 570 &l 72 L
BITH T L,

6.2 EEGEXRNEIEOHRERN
BATORM XECER SN TV B AFICONT, EHA BT 5T DR TN b
i, BUTHRASCBIC S X RE LTz,
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7 HEERE
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BATOWHA LECB W THAEEAOHEIZZRE L TE LT, £2E 245 BIMERITE S TW
RN EnD, REZHE LR,

8 Bl{E R

8.1 ki
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BRAF V600E/K 4 443 % AT [ 90 A I OMRIBUIBR A Re 2 VE RO F 2 5t & LT
KRN 27T 7 2 =7 OPFHIC XL 5 ENE VIR (MEK11688535R) 123\ T, 1241
12 B (100%) (CEEIRIRAMER T 2 5 0RIER RN RE SN, TOERB DL, FE 8 i
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BRAF V600E/K ZE %% £ H ARG UIBR R RE A B E BRAA N AR A kb G & U 72 VEAhES T ARER IR
B (MEK115306 7B & Y MEK116513 BR) OX 777 = =7 L OFfFHKEGHEICEB VT, 559
B 501 6 (89.6%) IZERAMAEE T 2 B LRIERNRE SNz, TOERLOIE, FHE27]
Bl (48.5%) . HEFE 156 B (27.9%) . #57 126 5] (22.5%) Th o7, (KGRRFE T
)
BRAF V600E Z 5 2 444 % UIER A RE 2o 64T - PRI O I/ Nl it 7 2t & L 7o [EERIL[E 5
I AHEE R SER (2201 5kBR) X 7577 2=T7 L OB EEICHS VT, 93 filH 83 4
(89.2%) IZHERIRRAEREF 2 S LREA N RE SN, TO TR O, FE 46 f
(49.5%) . FE.0> 36 B (38.7%) . W@ 25 {5 (26.9%) . FZJEH S 25 B (26.9%) Th-oiz,
(Ghae T h R D — KGRI £ COHEE)

AR BB 5158 0D i)
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BRAF V600E/K ZE %% A9 5 ARG UIBR R AE A B BRAA IR A b G & U VAN ES T AR ER IR
B (MEK114267 :BR) OAFIEMPL GEECIBN T, 211 6t 205 6] (97.2%) 12 B DR AT fiE 5
WaEURIERNSRE Sz, TOEZRLOX, 72 118 #i (55.9%) . T 70 61 (33.2%)
Thole, KEFFE TOEE)
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AlTiE, W, RIS 2 IR A e Pl E AT Y 2 &, (T2, EEARAR
HITEE ] DIESHR)
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L R, REESUTE G A IR S 2 iU R E AT 2 b, (120 EEAREARRE
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Ak 27 CEURMEEZITH Z L,
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[EENDHDILDLZ ENHDHDT, BIEE 7TV, REPRD N EGAICITRE %
kL, @EERLEZITY 2 L,

(2) o DREITER
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B, FHE R 2EREE RERH,

En EREIE, DR bmEhn
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TIIERE B 1T > 7o,
(2) FothoRI{EHOE
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THEETDHZ &,
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WZ END, RIHEZHE LRV,

10 b, EWR, RIFFAORSHE
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D& 2 MmN, A G- T R O 544 T 1% — E I @ U el 217 5 KO8T 2 2
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Q) THFIEETHAICE, BLERIEsE5 2L, (B FOILHF~OBITIEIRHTH
V. BIALFPOERGITEAT H2LREMEITHEL L TRV, )

10.2 1EIR, ER, BILBREAOEEOHRTIRN
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D, BUTIRM CEIC S X 3T L,
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111 DREADES
[EHAEREYR, AR, AR, SRR R 5 RAeMEIEHL L To7zL,
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12 A E 1515
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Ml FEIR - R SR O 1T ST,

IVE RGO STV, BEREREDNSAICIE, BREORELE
UMY R EHERIE AT 2 b F7. AFNTMIEE EMEANIRO -0, MBI IXA R 725
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13 ZDHDEEE

131 ZOHMOEE
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OEEBOBO RN Z LD ZHRREICEE B L RIX T Al REMEIVRIE S 7z,

Q) ~TAD025mgkg/ H (BKEERE (AUC) OFI3 M%) LLEORECUIROFREI#kAZ
{bE D72 WEEKEEDIK T N L VL EEDOIKE, 7 v O 1mgkg/ H  (BFK
WRZEE (AUC) O 0.5~0.8 fi5) BETILIE Y > OEMEE D L OFLE g & OBESE 2
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Bl 4 VAFY-3467-7 7t Fab'l) R43-dE) P -10H)-A V7 2=/ W\ 7 2
RA(AFNANT 4 =) A X (1:1)
[#4] 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(2H)-yl} phenyl)acetamide—(methylsulfinyl)methane (1:1)
% & =
Zhie « 2 | BRAF BIn FARZH T HIRIAUIBRABE 72 ik B o il
B
Mik-H | #7977 z2=7 LOPFRICBWT, @%, MAICE N7 AF=7E L T2mg % 1 A 1[E], 2K
= RS T 5, 2B, BREORBICE Y EEHET 5,
BASED | R B, A B
R | s EEa,
il R | B v AF=T DAFAALERF Y R
Eﬁ | BAD A=A REE0Smg A FEFRFAF=7LLTO05mg&H)
(e A%x=A ME2mg (1P RTAF=TL LT 2mgEH)
o E
O NTAF=T UAFARKRTY RN

Ak Wik oBstE &0 (mgke)
7 v b 2.5
23
A X 50.5~3
£0.5~3
g RS GULYEi F 5 ey i EEE s MR
(mg/kg/ H) (mg/kg/H)
~ A 26 i & 0.1,0.3, 1.0 <0.1
£0.1,0.3,
1.0/0.6

>0.1 : REEME L, BEEAME, RAmEk (EICHPERE OHEER) - #EIRIRIML
K- /MR O EE, TAT I UARME, 7 LT T =@l KB OMEZERE X
WERIE, OO A BT ENE /58, FEIass, ks, U o SeRkig
B, U L REORERN, Y BRI Y o SEREESE,  FlRBES M E i, FE
TR AP ERECHIN, FHmIL B AmINEEsE, MIREEE, Shiamsk 2L 5

>03: 1, —ARIRREEA(L, RIEKAE, MRS EVEHEIE, MK, PEMIREMEEE
e




Novartis Confidential Page 3
CTD1.10 X - BIXFNHEETEEEHOF LY TMT212

<
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>0.016 : MERIRIMEREL - IFEEERELOIRAE, AIER 47 ER HERE O EfE, AST/
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EBA/ 7 VT F= O E, FHIREE, F86EpRk
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0.0625
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SR, BRE LIRS NRIETR
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0.125 : A& B AR IR
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0.075 20.025
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0.025
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>0.038 : BT, (REHD, RMERR ST A—ZKE, AIMER - i PER - BERE O
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R, EISATR Y o SHRE SO MR 35 B It ERIZ, I h ERMESE, B
BEORIEICEET D & &2 6N ERE - BERE OB Z £ 5 B BER AL,
MR - BIIGATE Y > SHRE O 20
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IWEH (BEARMA R F B 4 Gte) OFfE -

FE 8 Hl
TANRGEUET I NT VAT =5 —8HI 64
RIEEVEIE 6 %%

F
F

A EFER
SEES IAHRAER (MEK114267 3UR) D55, 7 X F =7 HAR G
BIEA (BARRAEMEMEF LT 2 5T) FIE : 205211 #1=97.2%
BIEA (BARREMERFE LT Z5T) O

9% 118 Bl

TH 69 Bl %

BHWEH (BAMAERELETZ ETe) FEE  179/209 $1=85.6%
BIEA (BARREMERFE LT Z5T) O

FEEL 98 4l

I 574

Wy s2 &

SAESS I AHFRER (MEK115306 3BRk) Db, NIAF=T L XTI 7 =7 ONRABGE

= | 2T 4 AT 7w ERS ®A A

<HIBR - BA0> " FHY I LR, TARED

L4 - Wl 4

HE i 2

P

S
78

1. BRAF B TEREGT HRIGUIRARE R B RS
2. BRAF BT ER A3 2 UIBRRREARMETT - B DI/l

N

B - B R
B K % 0
R & kO
e LYY
# P
B fF | EpE

kT A F =7 B OENERRBR (MEK114784 35%)
IER (BRAMAE SR H A B 4 5 te) FEBL=E : 13/13 f1=100%
IWER (BRARMA SR H A B 4 5 te) OFH
7% 11
TARSEUVEET I ) NG A7 25— 84 %
NTAF=TEET T 7 =T O X DENEEKRAS (MEK116885 57)
BWER (HARMAERE A& L2 ETe) FEER  12/12 #1=100%
BIEA (BERMAEMERE T EE A E) OFE !
HE 8

|
H
|
H




Novartis Confidential Page 5
CTD1.10 X - BIXFNHEETEEEHOF LY TMT212

TARTGEUBT I ) FT A7 27 —BHEIN 6 4]
KRYVERIE 6 4l £

PANES N g
SMEZE I AHRERY (MEK114267 3Bk D56, F T AF =T HAR G
BHWEH (MARMAERELET L ETe) FEE 205211 #1=97.2%
BIEA (BERMAEMEREFEE A E) OFE !

9% 118

T 69 B %

AMEZE IR (MEK115306 i8k) D H 5, "NIAF=T XTI 7 2=TOHHES
FiES

BIEA (BRRRMAEME R L2 &) FEBLE © 179/209 $1=85.6%
EIERH (BRMRAEREES 2 ET) OFfE :

FEE 98 i
mE OSTH
w55 52 %

[l B 2 [ 2R

EREHE RS AR (2201 3RBR) DHH, ¥T7577x2=TL vITAF =T OHHAKGEE
93 filth (HARNBE 1 Fladie) 834 (89.2%) IZERIEMMAED b, EREIERIL,
FEEN 46 B (49.5%) , FEL 36 Bl (38.7%) , WEM- 25 Bl (26.9%) , FiiEwzME: 25 5
(26.9%) HETho7,

iy

th




112 it EH—%



Page 2

Novartis Confidential
CTD 1.12 HfHtEH—E TMT212
= b/
H D et e et e et aaeea e aa e e aaeaateaaeearenns 2
L B 3 R ettt ettt ettt a et et e et et et e et e e et et enet e eenean 3
2 A R ettt ettt ettt ettt et et et et et ene e eeeeenens 4
B S B ettt ettt ettt ettt e ettt e e e n e 7



Novartis Confidential Page 3
CTD 1.12 FTEH—E TMT212

1 % 35
MR L



Novartis
CTD 1.12

BRTEN—E

Confidential

Page 4
TMT212

BHEH
B=

&

FBEE AR

B E SR

HRiELE
(BA. &)

REEs

Bl

42 FREHRCE

421 FEHE

4211

MAEZERIT S5

42111

Cellular assays with dabrafenib and trametinib as single
agents and in combination in BRAF mutant lung cancer
cell lines

GsK

ﬁ

KE

=

HAHREE

B

1010 BIRMEERR

EEELIAR

4213 TREEMAR

(3 & K7L )

2214 BEHTHEDBE RS (oA EL]

422 Y EEEEAEE

4221 S¥ERUAUT—aVHES

ZAFEHGL]

4222 I

[E=EHaL]

4223 &

4.2.2.341

Exposure and Distribution of GSK2118436 and its
Metabolites: GSK2298683 (M4), GSK2285403 (M7) and
GSK2187542 (M8), in Brain, Lung, Liver, Kidney, and
Tumor Tissues Following 22 Day Repeat Oral
Administration of GSK2118436A in Female Mice Bearing
A375P F11s Tumor Xenografts using MALDI-IMS and LC-
MS

GsK

42232

Investigation into the distribution of GSK2118436 and its
metabolites GSK2167542 (M8), GSK2285403 (M7) and
GSK2298683 (M4), in brain, lung, liver and kidney
following repeat oral administration of GSK21184368B to
mice for 2 weeks as part of a 26 week oral toxicity study

GSK

=

HREREE

e

42233

A Comparison of Systemic Exposure of GSEK2118436 and
its Metabolites GSK2298683 (M4), GSK2285403 (M7) and
GSK2167542 (M8) Following 22 Days of Repeat Oral
Administration of Two Different Batches of GSK2118436A
to CD-1 Female Nude Mice Bearing a A375P F11s-Human
Melanoma Tumor Xenograft (Bioanalysis and
Pharmacokinetic Support for A375P F11s-GSK-e202)

GsK

e

HRREE

KE

B

HAREE

7




Novartis Confidential Page 5
CTD1.12 RTEHR—E TMT212
A . i i HHEE -
=S = M EE) FAEE == MR HARA S ERE Mg Fr (ER ) BEs R =
4224 B
42241 |Metabolism of GSK2118436 Following a Single Oral GSK ﬁ *E B HAREE S
Administration of ["*C]GSK2118436 at 100 mg/kg to Intact
and Bile Duct-Cannulated Mice
422 4.2 |Metabolism of GSK1120212 in Male and Female Intact GSK k= -2 HAREE e

Mice Following a Single oral Administration of
["CIGSK1120212 at a Dose Level of 0.3 mgikg

4225 it [FEHGL]

4226 EVBRFHEVEEER GEIRER) [Zag#al]

4227 ZNOEMIS

B (oL BRG]

423 S5 [(ME)

AL ]




Novartis Confidential Page 6
CTD1.12 FHNEH—F TMT212
RTEH = o HwiER
. g - Ei :
&S FEORE-BEE (ER )
432EXH  GHE/ZEDR - EER)
4.3-1 Alcala AM and Flaherty KT (2012) BRAF inhibitors for the treatment of metastatic melanoma: clinical trials and mechanisms of resistance. Clin Cancer Res; TN
18:33-9.
4.3-2 Ashida A, Uhara H, Kiniwa Y, et al. (2012) Assessment of BRAF and KIT mutations in Japanese melanoma patients. J Dermatol Sci; 66:240-2. E KX
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4.3-7 Sasaki Y, Niu C, Makino R, et al. (2004) BRAF point mutations in primary melanoma show different prevalences by subtype. J Invest Dermatol; 123:177-83. BN
4.3-8 Wan PTC, Garnett MJ, Roe SM, et al. (2004) Mechanism of activation of the RAF-ERK signaling pathway by oncogenic mutations of B-RAF. Cell; B4
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5.4-14 |Ji H, Wang Z, Perera SA, et al. (2007) Mutations in BRAF and KRAS Converge on Activation of the Mitogen-Activated Protein Kinase Pathway in Lung TN
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