RIL25—hHTEIL 50 mg, 75 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)
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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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1 SNEICEITSERKRE

ﬁﬂ@@ﬁ%&i BRAF V600 (15 -2 842 A9 2 MR AROIGHRIK L LT 201345 A 29
(KE TR OARZIG L, FINTE 2013 48 A 26 HIZHKGRA TS L7z, BifE, KE, KK

M@iﬁwﬁxﬁlb7)7,ﬁf&%%OﬁEMLT%méhKW%>Qm7$1Lﬁﬁf)

T, AFNL, FTAF=T L OPFREEE LT20144E 1 A 9 HICKECHRBARE &2 B L,
R T % 2015 4F 8 A 25 HIZARA TS Lz, PHIFER, KEDOENCA—A T VT, TF
K40 5 [ELL ECTHEARBENTND (2017 4F 11 ABE)

%72, BRAF V600E #E{n1Z R NSCLC OZhEE « 2hRId+ 2477 72 =T H N T A
F=TONFRAREE LT, 2017 422 A 7 BIZ=2 7 RAVTRIOEREZRG L, TOk, BIE
(2017 47 11 A 30 HIeR) ETIZRIN G0 ZEAEET) KOKEZEGTe, 738 HETERZN
TWb, BB, IFTAZFEORIL—ZBWTCIE, #7777 2=T DOREIT L OKRE SN T
BY, FTAF=TIZOWTIIHEEF TH D, NSCLC OREE « BRIk T DX T T 7 2 =T X

LT AF =T OHAIEEE L TCOERREFEIL, WITHOEIZBWOTHITS TR,
FH[ETOREGRDLZE Table 1-1 (2787,
Table 11 FEETODRA T4 T7—DEBKR
E4 i onea AGREA A FIR - & BIRE « ZhE
KIE TAFINLAR  FE: A 0E W5 7 - HL: L7 I
BV - 2013 50, 75 mg - TAFINLAR IZ, FDA &EOBRAEEIC L
HE5A Y K & 7= BRAF V60OE ZE R %44 % 4]
DR : 2014 BRASBE TR M M R G R DRI
#£1H HFREE LTHWD
- TAFINLAR %, FDA KROMATEIC &
Y K &7~ BRAF V60OE i3 V600K Z5
BB T UBRARE TS M v Rl
B OTEPEIZ trametinib & OPFFMEIE S L
THW5
LR SR
201746 A TAFINLAR |3, FDA AZBOBREIEIC
#iH &7~ BRAF V600OE ﬁ;%%ﬁﬂ“é if:%
P/ ISR RS R D TR trametinib &
OUFAEEE LTHWS
K Tafinlar Tk B W5 7 - Yk L
Wik 0 2013 30, 7omg Dabrafenib |3, BRAF V600 2 %% 454 % 1]
8 AH FRAHE XX R A O Rk N B O
BEFAPRE 2015 TRRICEHAIRRE, XU trametinib & OHFA
8 H FiEE LTHWD
FE /NIRRT A FE/ A it A
2017 -3 A Dabrafenib (3. BRAF V600 & %% 9 51k

1THEFE BB AR O RN B OTRIRIC
trametinib & FH L CTHW 5,
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HA 274> 201643 A T % BRAF BIE TERE G T HRIGUIRARE
— 7L 50, 75 mg TR R
50 mg,
75 mg

2 NEDRAXEFOHME

AL A« JINNVT 4 AT 7 —<ORERET —4 2 — b (CCDS/ Basic Prescribing Information,
2017 5 11 HELET v8.4) , KIEWFT SCE R OGS SCEEA T 5,






HIGHLIGHTS OF PRESCRIBING INFORMATION

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

TAFINLAR® (dabrafenib) capsules, for oral use
Initial U.S. Approval: 2013

RECENT MAJOR CHANGES -
Indications and Usage (1.3, 1.4) 6/2017
Dosage and Administration (2.1) 6/2017
Warnings and Precautions (5.1, 5.2, 5.3, 5.4, 5.6, 5.8) 6/2017

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

TAFINLAR is indicated, in combination with trametinib, for the treatment of

patients with:

e unresectable or metastatic melanoma with BRAF V600E or V600K
mutations as detected by an FDA-approved test. (1.2)

e metastatic non-small cell lung cancer (NSCLC) with BRAF V600E
mutation as detected by an FDA-approved test. (1.3)

Limitation of Use: TAFINLAR is not indicated for treatment of patients with

wild-type BRAF melanoma or wild-type BRAF NSCLC. (1.4, 5.2)

e  Melanoma: Confirm the presence of BRAF V600E mutation in tumor
specimens prior to initiation of treatment with TAFINLAR as a single

agent. (2.1) Confirm the presence of BRAF V600E or V600K mutation in

tumor specimens prior to initiation of treatment with TAFINLAR in
combination with trametinib. (2.1)

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

e  The recommended dose of TAFINLAR is 150 mg orally twice daily.
Take TAFINLAR at least 1 hour before or at least 2 hours after a meal.
2.2)

Capsules: 50 mg, 75 mg (3)
CONTRAINDICATIONS

INDICATIONS AND USAGE-------mmmmmmmmeeeem
TAFINLAR is a kinase inhibitor indicated as a single agent for the treatment of

None (4)

e New primary malignancies, cutaneous and non-cutaneous: Can occur
when TAFINLAR is administered as a single agent or with trametinib.
Monitor patients for new malignancies prior to, or while on therapy, and
following discontinuation of treatment. (5.1, 2.3)

e Tumor promotion in BRAF wild-type tumors: Increased cell proliferation
can occur with BRAF inhibitors. (5.2)

WARNINGS AND PRECAUTIONS----------e-memeee-

Hemorrhage: Major hemorrhagic events can occur in patients receiving
TAFINLAR with trametinib. Monitor for signs and symptoms of
bleeding. (5.3, 2.3)

Cardiomyopathy: Assess LVEF before treatment with TAFINLAR and
trametinib, after one month of treatment, then every 2 to 3 months
thereafter. (5.4, 2.3)

Uveitis: Perform ophthalmologic evaluation for any visual disturbances.
(5.5,2.3)

Serious febrile reactions: Incidence and severity of pyrexia are increased
with TAFINLAR and trametinib. (5.6, 2.3)

Serious skin toxicity: Monitor for skin toxicities. Discontinue for
intolerable Grade 2 or for Grade 3 or 4 rash not improving within 3 weeks
despite interruption of TAFINLAR. (5.7, 2.3)

Hyperglycemia: Monitor serum glucose levels in patients with pre-
existing diabetes or hyperglycemia. (5.8)

Glucose-6-phosphate dehydrogenase deficiency: Closely monitor for
hemolytic anemia. (5.9)

Embryo-fetal toxicity: Can cause fetal harm. Advise females of
reproductive potential of potential risk to a fetus and to use an effective
non-hormonal method of contraception. (5.10, 8.1, 8.3)

ADVERSE REACTIONS

Most common adverse reactions (>20%) for TAFINLAR as a single agent are
hyperkeratosis, headache, pyrexia, arthralgia, papilloma, alopecia, and
palmar-plantar erythrodysesthesia syndrome. (6.1)

Most common adverse reactions (>20%) for TAFINLAR, in combination with
trametinib, include:

Melanoma: pyrexia, rash, chills, headache, arthralgia, and cough. (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.

DRUG INTERACTIONS

Avoid concurrent administration of strong inhibitors of CYP3A4 or
CYP2CS. (7.1)

Concomitant use with agents that are sensitive substrates of CYP3A4,
CYP2CS8, CYP2C9, CYP2C19, or CYP2B6 may result in loss of efficacy
of these agents. (7.2)

USE IN SPECIFIC POPULATIONS------------=memumm

Lactation: Do not breastfeed. (8.2)
Females and Males of Reproductive Potential: May impair fertility. (8.3)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

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

TAFINLAR" is indicated as a single agent for the treatment of patients with unresectable or metastatic
melanoma with BRAF V600E mutation as detected by an FDA-approved test.

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

TAFINLAR is indicated, in combination with trametinib, for the treatment of patients with unresectable or
metastatic melanoma with BRAF V600E or V600K mutations, as detected by an FDA-approved test.

1.3 BRAF V600E Mutation-Positive Metastatic NSCLC

TAFINLAR is indicated, in combination with trametinib, for the treatment of patients with metastatic non-small
cell lung cancer (NSCLC) with BRAF V600E mutation as detected by an FDA-approved test.

14 Limitation of Use

TAFINLAR is not indicated for treatment of patients with wild-type BRAF melanoma or wild-type BRAF
NSCLC [see Warnings and Precautions (5.2)].

2 DOSAGE AND ADMINISTRATION
2.1 Patient Selection
Melanoma

Confirm the presence of BRAF V600E mutation in tumor specimens prior to initiation of treatment with
TAFINLAR as a single agent [see Warnings and Precautions (5.2) and Clinical Studies (14.1)]. Confirm the
presence of BRAF V600E or V600K mutation in tumor specimens prior to initiation of treatment with
TAFINLAR and trametinib [see Warnings and Precautions (5.2) and 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
TAFINLAR and trametinib [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 of TAFINLAR 1is 150 mg orally taken twice daily, approximately 12 hours
apart as a single agent or with trametinib. Continue treatment until disease progression or unacceptable toxicity
occurs.

Take TAFINLAR at least 1 hour before or 2 hours after a meal [see Clinical Pharmacology (12.3)]. Do not take
a missed dose of TAFINLAR within 6 hours of the next dose of TAFINLAR. Do not open, crush, or break
TAFINLAR capsules.

2.3 Dose Modifications

Review the Full Prescribing Information for trametinib for recommended dose modifications. Dose
modifications are not recommended for TAFINLAR when administered with trametinib for the following
adverse reactions of trametinib: retinal vein occlusion (RVO), retinal pigment epithelial detachment (RPED),
interstitial lung disease/pneumonitis, and uncomplicated venous thromboembolism.

For New Primary Cutaneous Malignancies

No dose modifications are required.



For New Primary Non-Cutaneous Malignancies

Permanently discontinue TAFINLAR in patients who develop RAS mutation-positive non-cutaneous

malignancies.

Table 1. Recommended Dose Reductions

Dose Reductions for TAFINLAR

First Dose Reduction 100 mg orally twice daily

Second Dose Reduction 75 mg orally twice daily

Third Dose Reduction 50 mg orally twice daily

Subsequent Modification 50 mg orally twice daily

Permanently discontinue TAFINLAR if unable to tolerate

Table 2. Recommended Dose Modifications for TAFINLAR

Severity of Adverse
Reaction”

TAFINLAR"

Febrile Drug Reaction

e Fever of 101.3°F to 104°F

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

e Fever higher than 104°F

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

e Withhold TAFINLAR until fever resolves. Then
resume at a lower dose level.

Or
e Permanently discontinue TAFINLAR.

Cutaneous

¢ Intolerable Grade 2 skin toxicity

e Grade 3 or 4 skin toxicity

Withhold TAFINLAR for up to 3 weeks.
e Ifimproved, resume at a lower dose level.

e Ifnot improved, permanently discontinue.

Cardiac

e Symptomatic congestive heart failure

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

Withhold TAFINLAR, if improved, then resume at
the same dose.

Uveitis

e Upveitis including iritis and iridocyclitis

If mild or moderate uveitis does not respond to
ocular therapy, or for severe uveitis, withhold
TAFINLAR for up to 6 weeks.

¢ [fimproved to Grade 0-1, then resume at the
same or at a lower dose level.

¢ [fnot improved, permanently discontinue.




Severity of Adverse
Reaction® TAFINLAR®

Other

¢ Intolerable Grade 2 adverse reactions Withhold TAFINLAR.

¢ Any Grade 3 adverse reaction e Ifimproved to Grade 0-1, resume at a lower dose
level.

e If not improved, permanently discontinue.

e First occurrence of any Grade 4 adverse reaction e Withhold TAFINLAR until adverse reaction
improves to Grade 0-1. Then resume at a lower
dose level.

Or
¢ Permanently discontinue TAFINLAR.
e Recurrent Grade 4 adverse reaction Permanently discontinue TAFINLAR.

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

3 DOSAGE FORMS AND STRENGTHS

50 mg capsules: Dark red capsule imprinted with ‘GS TEW’ and ‘50 mg’.
75 mg capsules: Dark pink capsule imprinted with ‘GS LHF’ and ‘75 mg’.
4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

Review the Full Prescribing Information for trametinib for information on the serious risks of trametinib prior to
initiation of TAFINLAR in combination with trametinib.

5.1 New Primary Malignancies

New primary malignancies, cutaneous and non-cutaneous, can occur when TAFINLAR is administered as a
single agent or when used with trametinib.

Cutaneous Malignancies

TAFINLAR results in an increased incidence of cutaneous squamous cell carcinoma, keratoacanthoma, and
melanoma.

In the BREAK-3 study in patients with melanoma, cutaneous squamous cell carcinomas and keratoacanthomas
(cuSCC) occurred in 7% (14/187) of patients receiving TAFINLAR and in none of the patients receiving
dacarbazine.

Across clinical trials of TAFINLAR (N = 586), the incidence of cuSCC was 11%. The median time to first
cuSCC was 2.1 months (range: 7 days to 12.2 months). Of those patients who developed new cuSCC,
approximately 33% developed one or more cuSCC with continued administration of TAFINLAR. The median
time between diagnosis of the first cuSCC and the second cuSCC was 6 weeks.

In the COMBI-d study in patients with melanoma, the incidence of basal cell carcinoma in patients receiving
TAFINLAR in combination with trametinib was 3.3% (7/209) compared with 6% (13/211) of patients receiving
single-agent TAFINLAR. The median time to first diagnosis of basal cell carcinoma was 5.1 months (range: 2.8
to 23.9 months) in the TAFINLAR plus trametinib arm and was 4.4 months (range: 29 days to 16.5 months) in
the single-agent TAFINLAR arm. Among the 7 patients receiving TAFINLAR with trametinib who developed
basal cell carcinoma, 2 (29%) experienced more than one occurrence (range: 1 to 3).




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

New primary melanoma occurred in 0.5% (1/209) of patients receiving TAFINLAR with trametinib and in
1.9% (4/211) of patients receiving single-agent TAFINLAR.

In Study BRF113928 in patients with NSCLC, cuSCC occurred in 3.2% (3/93) of patients with NSCLC
receiving TAFINLAR plus trametinib 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 TAFINLAR, every 2 months while on therapy, and for
up to 6 months following discontinuation of TAFINLAR. No dose modifications of TAFINLAR are required in
patients who develop new primary cutaneous malignancies [see Dosage and Administration (2.3)].

Non-cutaneous Malignancies

Based on its mechanism of action, TAFINLAR may promote the growth and development of malignancies with
activation of RAS through mutation or other mechanisms [see Warnings and Precautions (5.2)]. In the
COMBI-d study, non-cutaneous malignancies occurred in 1.4% (3/209) of patients receiving TAFINLAR with
trametinib and in 2.8% (6/211) of patients receiving single-agent TAFINLAR. In Study BRF113928, non-
cutaneous malignancies occurred in 1.1% (1/93) of patients receiving TAFINLAR with trametinib.

Monitor patients receiving TAFINLAR for signs or symptoms of non-cutaneous malignancies. Permanently
discontinue TAFINLAR for RAS mutation-positive non-cutaneous malignancies [See Dosage and
Administration (2.3)].

5.2 Tumor Promotion in BRAF Wild-Type Tumors

In vitro experiments have demonstrated paradoxical activation of MAP-kinase signaling and increased cell
proliferation in BRAF wild-type cells which are exposed to BRAF inhibitors. Confirm evidence of BRAF
V600E or V600K mutation status prior to initiation of TAFINLAR as a single agent or in combination with
trametinib [see Indications and Usage (1), Dosage and Administration (2.1)].

5.3  Hemorrhage

Hemorrhage, including major hemorrhage defined as symptomatic bleeding in a critical area or organ, can occur
when TAFINLAR is administered with trametinib.

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

Permanently discontinue TAFINLAR for all Grade 4 hemorrhagic events and for any persistent Grade 3
hemorrhagic events. Withhold TAFINLAR for Grade 3 hemorrhagic events; if improved, resume at the next
lower dose level.

5.4 Cardiomyopathy
Cardiomyopathy can occur with TAFINLAR.

In the COMBI-d study, all patients were required to have an echocardiogram at baseline to document normal
left ventricular ejection fraction (LVEF) and serial echocardiograms at Week 4, Week 12, and every 12 weeks
thereafter. In this study, cardiomyopathy, defined as a decrease in LVEF >10% from baseline and below the
institutional lower limit of normal, occurred in 6% (12/206) of patients receiving TAFINLAR with trametinib



and 2.9% (6/207) of patients receiving single-agent TAFINLAR. The median time to onset of cardiomyopathy
on the TAFINLAR plus trametinib arm was 8.2 months (range: 28 days to 24.9 months), and was 4.4 months
(range: 28 days to 19.1 months) on the TAFINLAR arm.

In the COMBI-d study, cardiomyopathy was identified within the first month of initiation of TAFINLAR with
trametinib in 2 of 12 patients, and in 2 of 6 patients receiving single-agent TAFINLAR. Development of
cardiomyopathy in patients receiving TAFINLAR and trametinib resulted in dose interruption of TAFINLAR
(4.4%) or discontinuation of TAFINLAR (1.0%). In patients receiving single-agent TAFINLAR, development
of cardiomyopathy resulted in dose interruption (2.4%), dose reduction (0.5%), or discontinuation (1.0%).
Cardiomyopathy resolved in 10 of 12 patients receiving TAFINLAR with trametinib, and in 3 of 6 patients
receiving single-agent TAFINLAR.

In Study BRF113928, 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 TAFINLAR
with trametinib. The median time to onset of cardiomyopathy was 6.7 months (range: 1.4 months to

14.1 months). Cardiomyopathy in patients receiving TAFINLAR and trametinib resulted in dose interruption
and permanent discontinuation of TAFINLAR in 3.2% and 2.2%, respectively. Cardiomyopathy resolved in 4
of 8 patients receiving TAFINLAR and trametinib.

Assess LVEF by echocardiogram or multigated acquisition (MUGA) scan before initiation of TAFINLAR with
trametinib, one month after initiation of TAFINLAR, and then at 2- to 3-month intervals while on treatment.
Withhold TAFINLAR for symptomatic cardiomyopathy or asymptomatic LV dysfunction of >20% from
baseline that is below institutional lower limit of normal (LLN). Resume TAFINLAR at the same dose level
upon recovery of cardiac function to at least the institutional LLN for LVEF and absolute decrease <10%
compared to baseline [see Dosage and Administration (2.3)].

5.5 Uveitis
Upveitis (including iritis and iridocyclitis) can occur with TAFINLAR.

Uveitis occurred in 1% (6/586) of patients receiving TAFINLAR across multiple clinical trials and in 2%
(9/559) of patients receiving TAFINLAR with trametinib across randomized melanoma trials. Treatment
employed in clinical trials included steroid and mydriatic ophthalmic drops.

Monitor patients for visual signs and symptoms of uveitis (e.g., change in vision, photophobia, eye pain). If
iritis is diagnosed, administer ocular therapy and continue TAFINLAR without dose modification; for severe
uveitis or iridocyclitis, interrupt TAFINLAR and treat as clinically indicated. Permanently discontinue
TAFINLAR for persistent Grade 2 or greater uveitis of >6 weeks duration [see Dosage and Administration

(2.3)].
5.6 Serious Febrile Reactions

Serious febrile reactions and fever of any severity complicated by hypotension, rigors or chills, dehydration, or
renal failure, can occur with TAFINLAR.

The incidence and severity of pyrexia are increased when TAFINLAR is administered with trametinib
compared with TAFINLAR as a single agent [see Adverse Reactions (6.1)].

In the BREAK-3 study, the incidence of fever (serious and non-serious) was 28% in patients receiving
TAFINLAR and 10% in patients receiving dacarbazine. In patients receiving TAFINLAR, the median time to
initial onset of fever (any severity) was 11 days (range: 1 day to 6.6 months) and the median duration of fever
was 3 days (range: 1 day to 4.2 months). Serious febrile reactions and fever of any severity complicated by
hypotension, rigors or chills occurred in 3.7% (7/187) of patients receiving TAFINLAR and in none of the 59
patients receiving dacarbazine.

In the COMBI-d and COMBI-v studies, fever occurred in 54% (303/559) of patients receiving TAFINLAR with
trametinib; the median time to onset of first occurrence of fever was 1 month (range: 1 day to 23.5 months) and



the median duration of fever was 3 days (range: 1 day to 11.3 months). Approximately one-half of the patients
who received TAFINLAR with trametinib and experienced pyrexia had 3 or more discrete episodes.

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 with melanoma receiving TAFINLAR with
trametinib. 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 TAFINLAR for fever of 101.3°F or higher. Withhold TAFINLAR for any serious febrile reaction or
fever complicated 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 TAFINLAR 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.

5.7  Serious Skin Toxicity
Serious skin toxicity can occur with TAFINLAR.

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

Withhold TAFINLAR for intolerable or severe skin toxicity. TAFINLAR may be resumed at the next lower
dose level in patients with improvement or recovery from skin toxicity within 3 weeks [see Dosage and
Administration (2.3)].

5.8  Hyperglycemia
Hyperglycemia can occur with TAFINLAR.

In the BREAK-3 study, 5 of 12 patients with a history of diabetes required more intensive hypoglycemic
therapy receiving TAFINLAR. The incidence of Grade 3 hyperglycemia based on laboratory values was 6%
(12/187) in patients receiving TAFINLAR compared with none of the dacarbazine-treated patients.

In the COMBI-d study, 27% (4/15) of patients with a history of diabetes receiving TAFINLAR with trametinib
and 13% (2/16) of patients with a history of diabetes receiving single-agent TAFINLAR 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, respectively, receiving TAFINLAR with trametinib compared with
4.3% (9/209) for Grade 3 hyperglycemia and no patients with Grade 4 hyperglycemia for patients receiving
single-agent TAFINLAR.

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

5.9 Glucose-6-Phosphate Dehydrogenase Deficiency

TAFINLAR, which contains a sulfonamide moiety, confers a potential risk of hemolytic anemia in patients with
glucose-6-phosphate dehydrogenase (G6PD) deficiency. Monitor patients with G6PD deficiency for signs of
hemolytic anemia while taking TAFINLAR.

5.10 Embryo-Fetal Toxicity

Based on findings from animal studies and its mechanism of action, TAFINLAR can cause fetal harm when
administered to a pregnant woman. Dabrafenib was teratogenic and embryotoxic in rats at doses three times
greater than the human exposure at the recommended clinical dose. If TAFINLAR is used during pregnancy or
if the patient becomes pregnant while taking TAFINLAR, 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 an effective non-hormonal method of contraception
since TAFINLAR can render hormonal contraceptives ineffective, during treatment and for 2 weeks after the
last dose of TAFINLAR. Advise patients to contact their healthcare provider if they become pregnant, or if
pregnancy is suspected, while taking TAFINLAR [see Drug Interactions (7.2), Use in Specific Populations
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 Tumor Promotion in BRAF Wild-Type Melanoma [see Warnings and Precautions (5.2)]

e Hemorrhage [see Warnings and Precautions (5.3)]

e Cardiomyopathy [see Warnings and Precautions (5.4)]

e Uveitis [see Warnings and Precautions (5.5)]

e Serious Febrile Reactions [see Warnings and Precautions (5.6)]

e Serious Skin Toxicity [see Warnings and Precautions (5.7)]

e Hyperglycemia [see Warnings and Precautions (5.8)]

e Glucose-6-Phosphate Dehydrogenase Deficiency [see Warnings and Precautions (5.9)]
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 TAFINLAR administered as a
single agent in 586 patients with various solid tumors and exposure to TAFINLAR administered with trametinib
in 559 patients with melanoma and 93 patients with NSCLC. The safety of TAFINLAR as a single agent was
evaluated in 586 patients with BRAF V600 mutation-positive unresectable or metastatic melanoma, previously
treated or untreated, who received TAFINLAR 150 mg orally twice daily until disease progression or
unacceptable toxicity, including 181 patients treated for at least 6 months and 86 additional patients treated for
more than 12 months. TAFINLAR was studied in open-label, single-arm trials and in an open-label,
randomized, active-controlled trial. The median daily dose of TAFINLAR was 300 mg (range: 118 to 300 mg).

Metastatic or Unresectable BRAF V600 Mutation Positive Melanoma
TAFINLAR as a Single Agent

Table 3 and Table 4 present adverse drug reactions and laboratory abnormalities identified from analyses of the
BREAK-3 study [see Clinical Studies (14.1)].This study, a multicenter, international, open-label, randomized
(3:1), controlled trial allocated 250 patients with unresectable or metastatic BRAF V600E mutation-positive
melanoma to receive TAFINLAR 150 mg orally twice daily (n = 187) or dacarbazine 1,000 mg/m”
intravenously every 3 weeks (n = 63). The trial excluded patients with abnormal left ventricular ejection
fraction or cardiac valve morphology (> Grade 2), corrected QT interval greater than or equal to 480
milliseconds on electrocardiogram, or a known history of glucose-6-phosphate dehydrogenase deficiency. The
median duration on treatment was 4.9 months for patients treated with TAFINLAR and 2.8 months for
dacarbazine-treated patients. The population exposed to TAFINLAR was 60% male, 99% White, and had a
median age of 53 years.

The most commonly occurring adverse reactions (>20%) in patients treated with TAFINLAR were, in order of
decreasing frequency: hyperkeratosis, headache, pyrexia, arthralgia, papilloma, alopecia, and palmar-plantar
erythrodysesthesia syndrome (PPES).



The incidence of adverse events resulting in permanent discontinuation of study medication in the BREAK-3
study was 3% for patients treated with TAFINLAR and 3% for patients treated with dacarbazine. The most
frequent (>2%) adverse reactions leading to dose reduction of TAFINLAR were pyrexia (9%), PPES (3%),
chills (3%), fatigue (2%), and headache (2%).

Table 3. Select Common Adverse Reactions Occurring in >10% (All Grades) or >2% (Grades 3 or 4) of
Patients Treated with TAFINLAR in the BREAK-3 Study®

TAFINLAR Dacarbazine
N =187 N=59
All Grades All Grades
Grades 3 and 4" Grades 3 and 4
Adverse Reactions (%) (%) (%) (%)

Skin and subcutaneous tissue

Hyperkeratosis 37 1 0 0

Alopecia 22 NAS 2 NAS

Palmar-plantar erythrodysesthesia

syndrome 20 2 2 0

Rash 17 0 0 0
Nervous system

Headache 32 0 8 0
General disorders

Pyrexia 28 3 10 0
Musculoskeletal

Arthralgia 27 1 2 0

Back pain 12 3 7 0

Myalgia 11 0 0 0
Neoplasms

Papilloma® 27 0 2 0

cuSCC*e 7 4 0 0
Respiratory

Cough 12 0 5 0
Gastrointestinal

Constipation 11 2 14 0
Infections

Nasopharyngitis 10 0 3 0

Adverse drug reactions, reported using MedDRA and graded using NCI CTCAE version 4.0 for assessment of toxicity.
Grade 4 adverse reactions limited to hyperkeratosis (n = 1) and constipation (n = 1).

Includes skin papilloma and papilloma.

cuSCC = cutaneous squamous cell carcinoma, includes squamous cell carcinoma of the skin and keratoacanthoma.
Cases of cuSCC were required to be reported as Grade 3 per protocol.

NA = not applicable.
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Table 4. Incidence of Laboratory Abnormalities Increased from Baseline Occurring at a Higher
Incidence in Patients Treated with TAFINLAR in 1the BREAK-3 Study [Between-Arm Difference of

>5% (All Grades) or >2% (Grades 3 or 4)]*

TAFINLAR DTIC
N=187 N=59
All Grades All Grades
Grades 3and 4 Grades 3and 4
Test (%) (%) (%) (%)
Hyperglycemia 50 6 43 0
Hypophosphatemia 37 6" 14 2
Increased alkaline phosphatase 19 0 14 2
Hyponatremia 8 2 3 0

Adverse drug reactions, reported using MedDRA and graded using NCI CTCAE version 4.0 for assessment of toxicity.

> Grade 4 laboratory abnormality limited to hypophosphatemia (n = 1).

Other clinically important adverse reactions observed in less than 10% of patients (N = 586) treated with
TAFINLAR were:

Gastrointestinal Disorders: Pancreatitis

Immune System Disorders: Hypersensitivity manifesting as bullous rash
Renal and Urinary Disorders: Interstitial nephritis

TAFINLAR Administered with Trametinib

The safety of TAFINLAR when administered with trametinib was evaluated in 559 patients with previously
untreated, unresectable or metastatic, BRAF V600E or V600K mutation-positive melanoma who received
TAFINLAR 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 the COMBI-d and COMBI-v studies, patients received TAFINLAR 150 mg orally twice daily and
trametinib 2 mg orally once daily until disease progression or unacceptable toxicity. Both 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, treatment refractory hypertension, uncontrolled arrhythmias, active brain metastases,
or a known history of G6PD deficiency [see Clinical Studies (14.2)].

Among these 559 patients, 199 (36%) were exposed to TAFINLAR for >6 months to 12 months while 185
(33%) were exposed to TAFINLAR for >1 year. The median age was 55 years (range: 18 to 91), 57% were
male, 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 TAFINLAR in patients receiving TAFINLAR plus
trametinib in the COMBI-d and COMBI-v studies were: pyrexia, rash, chills, headache, arthralgia, and cough.

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

The demographics and baseline tumor characteristics of patients enrolled in the COMBI-d study are
summarized in Clinical Studies [see Clinical Studies (14.2)]. Patients receiving TAFINLAR plus trametinib had
a median duration of exposure of 11 months (range: 3 days to 30 months) to TAFINLAR. Among the 209
patients receiving TAFINLAR plus trametinib, 26% were exposed to TAFINLAR for >6 months to 12 months
while 46% were exposed to TAFINLAR for >1 year.

In the COMBI-d study, adverse reactions resulting in discontinuation of TAFINLAR occurred in 11% of
patients receiving TAFINLAR plus trametinib; the most common was pyrexia (1.9%). Adverse reactions
leading to dose reductions of TAFINLAR occurred in 26% of patients receiving TAFINLAR plus trametinib;
the most common were pyrexia (14%), neutropenia (1.9%), rash (1.9%), and chills (1.9%). Adverse reactions



leading to dose interruptions of TAFINLAR occurred in 56% of patients receiving TAFINLAR plus trametinib;
the most common were pyrexia (35%), chills (11%), vomiting (7%), nausea (5%), and decreased ejection
fraction (5%).

Table 5. Select Adverse Reactions Occurring in >10% (All Grades) of Patients Treated with TAFINLAR
in Combination with Trametinib in the COMBI-d Study®

Pooled TAFINLAR plus COMBI-d Study
Trametinib TAFINLAR plus TAFINLAR
N =559 Trametinib N = 209 N =211
All Grades All Grades All Grades
Grades 3and 4" Grades 3and 4 Grades 3and 4
Adverse Reactions (%) (%) (%) (%) (%) (%)

General

Pyrexia 54 5 57 7 33 1.9

Chills 31 0.5 31 0 17 0.5
Gastrointestinal

Constipation | 13 | 02 | 13 | 05 | 10 | 0
Nervous system

Headache 30 0.9 33 0.5 30 1.4

Dizziness 11 0.2 14 0 7 0
Musculoskeletal

Arthralgia 25 0.9 26 0.9 31 0

Myalgia 15 0.2 13 0.5 13 0
Skin

Rash® 32 1.1 42 0 27 1.4

Dry skin 10 0 12 0 16 0
Respiratory

Cough | 20 | 0 | 21 | 0 | 21 \ 0
Infections

Nasopharyngitis | 12 | 0 | 12| 0 | 10 | 0

* NCI CTCAE version 4.0.

®  Grade 4 adverse reactions limited to headache (n = 1).

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

Other clinically important adverse reactions for TAFINLAR across the COMBI-d and COMBI-v studies
(N =559) observed in less than 10% of patients receiving TAFINLAR in combination with trametinib were:

C

Gastrointestinal Disorders: Pancreatitis
Subcutaneous Tissue Disorders: Panniculitis




Table 6. Select Treatment-Emergent Laboratory Abnormalities Occurring at >10% (All Grades) of
Patients Receiving TAFINLAR with Trametinib in the COMBI-d Study

COMBI-d Study

Pooled TAFINLAR TAFINLAR plus
plus Trametinib Trametinib TAFINLAR
N = 559° N =209" N=211"
All Grades All Grades All Grades
Grades 3 and 4° Grades 3 and 4° Grades 3 and 4°
Test (%) (%) (%) (%) (%) (%)
Liver Function Tests
Increased blood alkaline 49 2.7 50 1.0 25 0.5
phosphatase
Chemistry
Hyperglycemia 60 4.7 65 6 57 4.3
Hypophosphatemia 38 6 38 3.8 35 7
Hyponatremia 25 8 24 6 14 2.9

For these laboratory tests the denominator is 556.
For these laboratory tests the denominator is 208 for the combination arm, 208-209 for the TAFINLAR arm.
Grade 4 adverse reactions limited to hyperglycemia (n = 4), hyponatremia and hypophosphatemia (each n = 1), in the pooled

combination arm; hyperglycemia (n = 1) in the COMBI-d study combination arm; hypophosphatemia (n = 1) in the TAFINLAR

arm.

Metastatic, BRAF V600E-Mutation Positive, Non-Small Cell Lung Cancer (NSCLC)

The safety of TAFINLAR when administered with trametinib 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 TAFINLAR
150 mg orally twice daily and trametinib 2 mg orally once 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 (14.3)].

Among these 93 patients, 53 (57%) were exposed to TAFINLAR and trametinib for >6 months and 27 (29%)
were exposed to TAFINLAR and trametinib 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 TAFINLAR occurred in 18% 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 TAFINLAR occurred in 35% of patients; the most common were pyrexia (10%),
diarrhea (4.3%), nausea (4.3%), vomiting (4.3%), and neutropenia (3.2%). Adverse reactions leading to dose
interruptions of TAFINLAR occurred in 62% of patients; the most common were pyrexia (27%), vomiting
(11%), neutropenia (8%), and chills (6%).

Table 7 and Table 8 present adverse drug reactions and laboratory abnormalities, respectively, of TAFINLAR

in Study BRF113928.




Table 7. Adverse Reactions Occurring in >20% (All Grades) of Patients Treated with TAFINLAR in
Combination with Trametinib in Study BRF113928*

TAFINLAR plus Trametinib
N=93
All Grades
Grades 3 and 4"
Adverse Reactions (%) (%)
General
Pyrexia 55 5
Fatigue” 51 5
Edema® 28 0
Chills 23 1.1
Gastrointestinal
Nausea 45 0
Vomiting 33 3.2
Diarrhea 32 2.2
Decreased appetite 29 0
Respiratory system
Cough 22 0
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.

Other clinically important adverse reactions for TAFINLAR observed in less than 10% of patients with NSCLC
receiving TAFINLAR in combination with trametinib were:

Gastrointestinal Disorders: Pancreatitis
Renal and Urinary Disorders: Tubulointerstitial nephritis




Table 8. Treatment-Emergent Laboratory Abnormalities Occurring in >220% (All Grades) of Patients
Receiving TAFINLAR with Trametinib in Study BRF113928

TAFINLAR plus Trametinib
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
Chemistry”
Hyperglycemia 71
Hyponatremia 57 17
Hypophosphatemia 36 7
Increased creatinine 21 1.1

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

7 DRUG INTERACTIONS
7.1 Effects of Other Drugs on Dabrafenib

Dabrafenib is primarily metabolized by CYP2C8 and CYP3A4. Strong inhibitors of CYP3A4 or CYP2C8 may
increase concentrations of dabrafenib [see Clinical Pharmacology (12.3)]. Substitution of strong inhibitors of
CYP3A4 or CYP2CS is recommended during treatment with TAFINLAR. If concomitant use of strong
inhibitors (e.g., ketoconazole, nefazodone, clarithromycin, gemfibrozil) of CYP3A4 or CYP2CS is unavoidable,
monitor patients closely for adverse reactions when taking strong inhibitors.

7.2 Effects of Dabrafenib on Other Drugs

Dabrafenib induces CYP3A4 and CYP2C9. Dabrafenib decreased the systemic exposures of midazolam (a
CYP3A4 substrate), S-warfarin (a CYP2C9 substrate), and R-warfarin (a CYP3A4/CYP1A2 substrate) [see
Clinical Pharmacology (12.3)]. Monitor international normalized ratio (INR) levels more frequently in patients
receiving warfarin during initiation or discontinuation of dabrafenib. Coadministration of TAFINLAR with
other substrates of these enzymes, including dexamethasone or hormonal contraceptives, can result in decreased
concentrations and loss of efficacy [see Use in Specific Populations (8.1, 8.3)]. Substitute for these medications
or monitor patients for loss of efficacy if use of these medications is unavoidable.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary
Based on findings from animal reproduction studies and its mechanism of action, TAFINLAR can cause fetal

harm when administered to a pregnant woman [See Clinical Pharmacology (12.1)]. There is insufficient data in
pregnant women exposed to TAFINLAR to assess the risks. Dabrafenib was teratogenic and embryotoxic in rats
at doses three times greater than the human exposure at the recommended clinical dose of 150 mg twice daily

b




[see Data]. If TAFINLAR is used during pregnancy or if the patient becomes pregnant while taking
TAFINLAR, advise the patient of the potential risk to a 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 a combined female fertility and embryo-fetal development study in rats conducted during the
period of organogenesis, developmental toxicity consisted of embryo-lethality, ventricular septal defects, and
variation in thymic shape at a dabrafenib dose of 300 mg/kg/day (approximately three times the human
exposure at the recommended dose based on AUC). At doses of 20 mg/kg/day or greater (equivalent to the
human exposure at the recommended dose based on AUC), rats demonstrated delays in skeletal development
and reduced fetal body weight.

8.2 Lactation

Risk Summary

There are no data on the presence of dabrafenib in human milk, or the effects of dabrafenib on the breastfed
infant, or on milk production. Because of the potential for serious adverse reactions from TAFINLAR in
breastfed infants, advise women not to breastfeed during treatment with TAFINLAR and for 2 weeks following
the last dose of TAFINLAR.

8.3 Females and Males of Reproductive Potential

Based on data from animal studies and its mechanism of action, TAFINLAR 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
TAFINLAR and for 2 weeks after the last dose of TAFINLAR. Counsel patients to use a non-hormonal method
of contraception since TAFINLAR can render hormonal contraceptives ineffective [see Drug Interactions

(7.1)]. Advise patients to contact their healthcare provider if they become pregnant, or if pregnancy is
suspected, while taking TAFINLAR.

Infertility
Females

Advise female patients of reproductive potential that TAFINLAR may impair fertility. A reduction in fertility
was observed in female rats at dose exposures equivalent to the human exposure at the recommended dose. A
reduction in the number of corpora lutea was noted in pregnant rats at dose exposures approximately three times
the human exposure at the recommended dose [see Nonclinical Toxicology (13.1)].

Males

Advise male patients of the potential risk for impaired spermatogenesis which may be irreversible. Effects on
spermatogenesis have been observed in animals treated with dabrafenib at dose exposures up to three times the
human exposure at the recommended dose [see Nonclinical Toxicology (13.1)].

8.4 Pediatric Use

The safety and effectiveness of TAFINLAR as a single agent or with trametinib have not been established in
pediatric patients.

Juvenile Animal Data

In a repeat-dose toxicity study in juvenile rats, an increased incidence of kidney cysts and tubular deposits were
noted at doses as low as 0.2 times the human exposure at the recommended adult dose based on AUC.



Additionally, forestomach hyperplasia, decreased bone length, and early vaginal opening were noted at doses as
low as 0.8 times the human exposure at the recommended adult dose based on AUC.

8.5 Geriatric Use

One hundred and twenty-six (22%) of 586 patients in clinical trials of TAFINLAR administered as a single
agent and 40 (21%) of the 187 patients receiving TAFINLAR in the BREAK-3 study were greater than or equal
to 65 years of age. No overall differences in the effectiveness or safety of TAFINLAR were observed in elderly
patients as compared to younger patients in the BREAK-3 study.

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

Clinical studies of TAFINLAR 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 formal pharmacokinetic trial in patients with hepatic impairment has been conducted. Dose adjustment is
not recommended for patients with mild hepatic impairment based on the results of the population
pharmacokinetic analysis. As hepatic metabolism and biliary secretion are the primary routes of elimination of
dabrafenib and its metabolites, patients with moderate to severe hepatic impairment may have increased
exposure. An appropriate dose has not been established for patients with moderate to severe hepatic impairment
[see Clinical Pharmacology (12.3)].

8.7  Renal Impairment

No formal pharmacokinetic trial in patients with renal impairment has been conducted. Dose adjustment is not
recommended for patients with mild or moderate renal impairment based on the results of the population
pharmacokinetic analysis. An appropriate dose has not been established for patients with severe renal
impairment [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

There is no information on overdosage of TAFINLAR. Since dabrafenib is highly bound to plasma proteins,
hemodialysis is likely to be ineffective in the treatment of overdose with TAFINLAR.

11 DESCRIPTION
Dabrafenib mesylate is a kinase inhibitor. The chemical name for dabrafenib mesylate is N-{3-[5-(2-amino-4-
pyrimidinyl)-2-(1,1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyl}-2,6-difluorobenzene sulfonamide,

methanesulfonate salt. It has the molecular formula C,3H,0F3N50,S,6CH40;3S and a molecular weight of
615.68. Dabrafenib mesylate has the following chemical structure:



Dabrafenib mesylate is a white to slightly colored solid with three pK,s: 6.6, 2.2, and -1.5. It is very slightly
soluble at pH 1 and practically insoluble above pH 4 in aqueous media.

TAFINLAR (dabrafenib) capsules are supplied as 50 mg and 75 mg capsules for oral administration. Each
50 mg capsule contains 59.25 mg dabrafenib mesylate equivalent to 50 mg of dabrafenib free base. Each 75 mg
capsule contains 88.88 mg dabrafenib mesylate equivalent to 75 mg of dabrafenib free base.

The inactive ingredients of TAFINLAR are colloidal silicon dioxide, magnesium stearate, and microcrystalline
cellulose. Capsule shells contain hypromellose, red iron oxide (E172), and titanium dioxide (E171).

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Dabrafenib is an inhibitor of some mutated forms of BRAF kinases with in vitro ICsy values of 0.65, 0.5, and
1.84 nM for BRAF V600E, BRAF V600K, and BRAF V600D enzymes, respectively. Dabrafenib also inhibits
wild-type BRAF and CRAF kinases with ICsy values of 3.2 and 5.0 nM, respectively, and other kinases such as
SIK1, NEK11, and LIMK1 at higher concentrations. Some mutations in the BRAF gene, including those that
result in BRAF V600E, can result in constitutively activated BRAF kinases that may stimulate tumor cell
growth [see Indications and Usage (1)]. Dabrafenib inhibits cell growth of various BRAF V600 mutation-
positive tumors in vitro and in vivo.

Dabrafenib and trametinib target two different kinases in the RAS/RAF/MEK/ERK pathway. Use of dabrafenib
and trametinib 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

Cardiac Electrophysiology

The potential effect of TAFINLAR on QT prolongation was assessed in a dedicated multiple-dose study in 32
patients with BRAF V600 mutation-positive tumors. No large changes in the mean QT interval (i.e., >20 ms)
were detected with dabrafenib 300 mg administered twice daily (two times the recommended dosage).

In clinical trials, QTc (heart rate-corrected QT) prolongation to >500 ms occurred in 0.8% (2/264) of patients
receiving TAFINLAR plus trametinib and in 1.5 % (4/264) of patients receiving TAFINLAR as a single agent.
The QTc was increased >60 ms from baseline in 3.8% (10/264) of patients receiving TAFINLAR plus
trametinib and 3% (8/264) of patients treated with TAFINLAR as a single agent.

12.3 Pharmacokinetics

Absorption

After oral administration, median time to achieve peak plasma concentration (Tmax) is 2 hours. Mean absolute
bioavailability of oral dabrafenib is 95%. Following a single dose, dabrafenib exposure (C,,x and AUC)
increased in a dose-proportional manner across the dose range of 12 to 300 mg, but the increase was less than



dose-proportional after repeat twice-daily dosing. After repeat twice-daily dosing of 150 mg, the mean
accumulation ratio was 0.73 and the inter-subject variability (CV%) of AUC at steady-state was 38%.

Administration of dabrafenib with a high-fat meal decreased Cpx by 51%, decreased AUC by 31%, and delayed
median Ty,.x by 3.6 hours as compared with the fasted state [see Dosage and Administration (2.2)].

Distribution
Dabrafenib is 99.7% bound to human plasma proteins. The apparent volume of distribution (V./F) is 70.3 L.
Metabolism

The metabolism of dabrafenib is primarily mediated by CYP2C8 and CYP3A4 to form hydroxy-dabrafenib.
Hydroxy-dabrafenib is further oxidized via CYP3A4 to form carboxy-dabrafenib and subsequently excreted in
bile and urine. Carboxy-dabrafenib is decarboxylated to form desmethyl-dabrafenib; desmethyl-dabrafenib may
be reabsorbed from the gut. Desmethyl-dabrafenib is further metabolized by CYP3A4 to oxidative metabolites.
Mean metabolite-to-parent AUC ratios following repeat-dose administration are 0.9, 11, and 0.7 for hydroxy-,
carboxy-, and desmethyl-dabrafenib, respectively. Based on systemic exposure, relative potency, and
pharmacokinetic properties, both hydroxy- and desmethyl-dabrafenib are likely to contribute to the clinical
activity of dabrafenib.

Elimination

The mean terminal half-life of dabrafenib is 8 hours after oral administration. Hydroxy-dabrafenib terminal
half-life (10 hours) parallels that of dabrafenib while the carboxy- and desmethyl-dabrafenib metabolites exhibit
longer half-lives (21 to 22 hours). The apparent clearance of dabrafenib is 17.0 L/h after single dosing and

34.4 L/h after 2 weeks of twice-daily dosing.

Fecal excretion is the major route of elimination accounting for 71% of radioactive dose while urinary excretion
accounted for 23% of total radioactivity as metabolites only.

Specific Populations

Age, Body Weight, and Gender: Based on the population pharmacokinetics analysis, age has no effect on
dabrafenib pharmacokinetics. Pharmacokinetic differences based on gender and on weight are not clinically
relevant.

Pediatric: Pharmacokinetics of dabrafenib has not been studied in pediatric patients.

Renal Impairment: No formal pharmacokinetic trial in patients with renal impairment has been conducted. The
pharmacokinetics of dabrafenib were evaluated using a population analysis in 233 patients with mild renal
impairment (GFR 60 to 89 mL/min/1.73 m?) and 30 patients with moderate renal impairment (GFR 30 to

59 mL/min/1.73 m?) enrolled in clinical trials. Mild or moderate renal impairment has no effect on systemic
exposure to dabrafenib and its metabolites. No data are available in patients with severe renal impairment.

Hepatic Impairment: No formal pharmacokinetic trial in patients with hepatic impairment has been conducted.
The pharmacokinetics of dabrafenib was evaluated using a population analysis in 65 patients with mild hepatic
impairment enrolled in clinical trials. Mild hepatic impairment has no effect on systemic exposure to dabrafenib
and its metabolites. No data are available in patients with moderate to severe hepatic impairment.

Drug Interactions

Effect of Strong Inhibitors of CYP3A4 or CYP2C8 on Dabrafenib: In vitro studies show that dabrafenib is a
substrate of CYP3A4 and CYP2CS8 while hydroxy-dabrafenib and desmethyl-dabrafenib are CYP3A4
substrates. Coadministration of dabrafenib 75 mg twice daily and ketoconazole 400 mg once daily (a strong
CYP3A4 inhibitor) for 4 days increased dabrafenib AUC by 71%, hydroxy-dabrafenib AUC by 82%, and
desmethyl-dabrafenib AUC by 68%. Coadministration of dabrafenib 75 mg twice daily and gemfibrozil 600 mg
twice daily (a strong CYP2CS inhibitor) for 4 days increased dabrafenib AUC by 47%, with no change in the
AUC of dabrafenib metabolites.




Effect of Strong Inducers of CYP3A4 or Moderate Inducers CYP2C8 on Dabrafenib: Coadministration of
dabrafenib 150 mg twice daily and rifampin 600 mg once daily (a strong CYP3A4 and moderate CYP2CS8
inducer) for 10 days decreased dabrafenib AUC by 34%, had no effect on hydroxy-dabrafenib AUC, and
decreased desmethyl-dabrafenib AUC by 30%.

Effect of Dabrafenib on CYP Substrates: In vitro data demonstrate that dabrafenib is an inducer of CYP3A4 and
CYP2B6 via activation of the pregnane X receptor (PXR) and constitutive androstane receptor (CAR) nuclear
receptors. Dabrafenib may also induce CYP2C enzymes via the same mechanism. Coadministration of
dabrafenib 150 mg twice daily for 15 days and a single dose of midazolam 3 mg (a CYP3A4 substrate)
decreased midazolam AUC by 74%. Coadministration of dabrafenib 150 mg twice daily for 15 days and a
single dose of warfarin 15 mg decreased the AUC of S-warfarin (a CYP2C9 substrate) by 37% and the AUC of
R-warfarin (a CYP3A4/CYP1A2 substrate) by 33% [see Drug Interactions (7.2)].

Effect of Transporters on Dabrafenib: Dabrafenib and its metabolites, hydroxyl-dabrafenib and desmethyl-
dabrafenib, are substrates of human P-glycoprotein (P-gp) and breast cancer resistance protein (BCRP), but are
not substrates of organic cation transporter (OCT1) or organic anion transporting polypeptide (OATP1A2,
OATP1BI1, OATP1B3, OATP2B1) in vitro.

Effect of Dabrafenib on Transporters: Dabrafenib and its metabolites, hydroxy-dabrafenib, carboxy-dabrafenib,
and desmethyl-dabrafenib, are inhibitors of OATP1B1, OATP1B3 and organic anion transporter (OAT1 and
OAT?3) in vitro. Dabrafenib and desmethyl-dabrafenib are inhibitors of OCT2 and BCRP in vitro.

Effect of Trametinib on Dabrafenib: Coadministration of trametinib 2 mg daily with dabrafenib 150 mg twice
daily resulted in a 23% increase in AUC of dabrafenib, a 33% increase in AUC of desmethyl-dabrafenib, and no
change in AUC of hydroxy-dabrafenib as compared with administration of dabrafenib.

Effect of Acid Reducing Agents on Dabrafenib: Coadministration of dabrafenib 150 mg twice daily and
rabeprazole 40 mg once daily for 4 days resulted in a 3% increase in AUC of dabrafenib, a 15% decrease in
AUC of desmethyl-dabrafenib, and a 5% increase in AUC of hydroxy-dabrafenib as compared to administration
of dabrafenib alone. The changes in exposure of dabrafenib and its metabolites were not clinically relevant.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies with dabrafenib have not been conducted. TAFINLAR increased the risk of cutaneous
squamous cell carcinomas in patients in clinical trials.

Dabrafenib was not mutagenic in vitro in the bacterial reverse mutation assay (Ames test) or the mouse
lymphoma assay, and was not clastogenic in an in vivo rat bone marrow micronucleus test.

In a combined female fertility and embryo-fetal development study in rats, a reduction in fertility was noted at
doses greater than or equal to 20 mg/kg/day (equivalent to the human exposure at the recommended dose based
on AUC). A reduction in the number of ovarian corpora lutea was noted in pregnant females at 300 mg/kg/day
(which is approximately three times the human exposure at the recommended dose based on AUC).

Male fertility studies with dabrafenib have not been conducted; however, in repeat-dose studies, testicular
degeneration/depletion was seen in rats and dogs at doses equivalent to and three times the human exposure at
the recommended dose based on AUC, respectively.

13.2 Animal Toxicology and/or Pharmacology

Adverse cardiovascular effects were noted in dogs at dabrafenib doses of 50 mg/kg/day (approximately five
times the human exposure at the recommended dose based on AUC) or greater, when administered for up to
4 weeks. Adverse effects consisted of coronary arterial degeneration/necrosis and hemorrhage, as well as
cardiac atrioventricular valve hypertrophy/hemorrhage.



14 CLINICAL STUDIES

14.1 BRAF V600E Mutation-Positive Unresectable or Metastatic Melanoma — TAFINLAR
Administered as a Single Agent

In the BREAK-3 study (NCT01227889), the safety and efficacy of TAFINLAR as a single agent were
demonstrated in an international, multicenter, randomized (3:1), open-label, active-controlled trial conducted in
250 patients with previously untreated BRAF V600E mutation-positive, unresectable or metastatic melanoma.
Patients with any prior use of BRAF inhibitors or MEK inhibitors were excluded. Patients were randomized to
receive TAFINLAR 150 mg orally twice daily (n = 187) or dacarbazine 1,000 mg/m? intravenously every 3
weeks (n = 63). Randomization was stratified by disease stage at baseline [unresectable Stage III (regional
nodal or in-transit metastases), M 1a (distant skin, subcutaneous, or nodal metastases), or M1b (lung metastases)
versus M1c melanoma (all other visceral metastases or elevated serum LDH)]. The main efficacy outcome
measure was progression-free survival (PFS) as assessed by the investigator. In addition, an independent
radiology review committee (IRRC) assessed the following efficacy outcome measures in pre-specified
supportive analyses: PFS, confirmed objective response rate (ORR), and duration of response.

The median age of patients in the BREAK-3 study was 52 years. The majority of the trial population was male
(60%), White (99%), had an ECOG performance status of 0 (67%), M1c disease (66%), and normal LDH
(62%). All patients had tumor tissue with mutations in BRAF V600E as determined by a clinical trial assay at a
centralized testing site. Tumor samples from 243 patients (97%) were tested retrospectively, using an FDA-
approved companion diagnostic test, THXID™-BRAF assay.

The median durations of follow-up prior to initiation of alternative treatment in patients randomized to receive
TAFINLAR was 5.1 months and in the dacarbazine arm was 3.5 months. Twenty-eight (44%) patients crossed
over from the dacarbazine arm at the time of disease progression to receive TAFINLAR.

The BREAK-3 study demonstrated a statistically significant increase in progression-free survival in the patients
treated with TAFINLAR. Table 9 and Figure 1 summarize the PFS results.

Table 9. Investigator-Assessed Progression-Free Survival and Confirmed Objective Response Results in
the BREAK-3 Study

TAFINLAR Dacarbazine
Investigator-Assessed Endpoints’ N =187 N=63
Progression-Free Survival
Number of Events (%) 78 (42%) 41 (65%)
Progressive Disease 76 41
Death 2 0
Median, months (95% CI) 5.1(4.9,6.9) 2.7(1.5,3.2)
HR® (95% CI) 0.33 (0.20, 0.54)
P-value” <0.0001
Confirmed Tumor Responses
Objective Response Rate 52% 17%
(95% CI) (44, 59) (9, 29)
CR, n (%) 6 (3%) 0
PR, n (%) 91 (48%) 11 (17%)
Duration of Response
Median, months (95% CI) 5.6 (5.4, NR) NR (5.0, NR)

Pike estimator, stratified by disease state.
Stratified log-rank test.

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




Figure 1. Kaplan-Meier Curves of Investigator-Assessed Progression-Free Survival in the BREAK-3
Study
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In supportive analyses based on IRRC assessment and in an exploratory subgroup analysis of patients with
retrospectively confirmed V60OE mutation-positive melanoma with the THXID™-BRAF assay, the PFS results
were consistent with those of the primary efficacy analysis.

The activity of TAFINLAR for the treatment of BRAF V600E mutation-positive melanoma, metastatic to the
brain was evaluated in a single-arm, open-label, two-cohort multicenter trial. All patients received TAFINLAR
150 mg twice daily. Patients in Cohort A (n = 74) had received no prior local therapy for brain metastases,
while patients in Cohort B (n = 65) had received at least one local therapy for brain metastases, including, but
not limited to, surgical resection, whole brain radiotherapy, or stereotactic radiosurgery such as gamma knife,
linear-accelerated-based radiosurgery, or charged particles. In addition, patients in Cohort B were required to
have evidence of disease progression in a previously treated lesion or an untreated lesion. Additional eligibility
criteria were at least one measurable lesion of 0.5 cm or greater in largest diameter on contrast-enhanced MRI,
stable or decreasing corticosteroid dose, and no more than two prior systemic regimens for treatment of
metastatic disease. The primary outcome measure was estimation of the overall intracranial response rate
(OIRR) in each cohort.

The median age of patients in Cohort A was 50 years, 72% were male, 100% were White, 59% had a pre-
treatment ECOG performance status of 0, and 57% had an elevated LDH value at baseline. The median age of
patients in Cohort B was 51 years, 63% were male, 98% were White, 66% had a pre-treatment ECOG
performance status of 0, and 54% had an elevated LDH value at baseline. Efficacy results as determined by an
independent radiology review committee, masked to investigator response assessments, are provided in Table
10.



Table 10. Efficacy Results in Patients with BRAF V600E Melanoma Brain Metastases

Cohort A Cohort B
IRRC-assessed Endpoints n=74 n =65
Overall Intracranial
Response Rate (OIRR)
% (95% CI) 18 (9.7, 28.2) 18 (9.9, 30.0)
Duration of OIRR (n=13) (n=12)
Median, months (95% CI) 4.6 (2.8, NR) 4.6 (1.9,4.6)

IRRC = Independent radiology review committee; CI = Confidence interval; NR = Not reached.

14.2 BRAF V600E or V600K Unresectable or Metastatic Melanoma — TAFINLAR Administered with
Trametinib

The safety and efficacy of TAFINLAR administered with trametinib were evaluated in two international,
randomized, active-controlled trials: one double-blind trial (the COMBI-d study; NCT01584648) and one open-
label trial (the COMBI-v study; NCT01597908).

The COMBI-d study compared TAFINLAR and trametinib to TAFINLAR and placebo as first-line therapy for
patients with unresectable (Stage I1IC) or metastatic (Stage IV) BRAF V600E or V600K mutation-positive
cutaneous melanoma. Patients were randomized (1:1) to receive TAFINLAR 150 mg twice daily and trametinib
2 mg once daily or TAFINLAR 150 mg twice daily plus matching placebo. Randomization was stratified by
lactate dehydrogenase (LDH) level (> 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 v1.1 with additional efficacy outcome measures of overall survival (OS) and confirmed overall
response rate (ORR).

The COMBI-v study compared TAFINLAR and trametinib to vemurafenib as first-line treatment therapy for
patients with unresectable (Stage I1IC) or metastatic (Stage IV) BRAF V600E or V600K mutation-positive
cutaneous melanoma. Patients were randomized (1:1) to receive TAFINLAR 150 mg twice daily and trametinib
2 mg once daily or vemurafenib 960 mg twice daily. Randomization was stratified by lactate dehydrogenase
(LDH) level (> the upper limit of normal (ULN) vs. < ULN) and BRAF mutation subtype (V600E vs. V600K).
The major efficacy outcome measure was overall survival. Additional efficacy outcome measures were PFS and
ORR as assessed by investigator per RECIST v1.1.

In the COMBI-d study, 423 patients were randomized to TAFINLAR plus trametinib (n =211) or TAFINLAR
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 IIIC, 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, 85% with BRAF V600E mutations and 15% with BRAF
V600K mutations.

In the COMBI-v study, 704 patients were randomized to TAFINLAR plus trametinib (n = 352) or single-agent
vemurafenib (n = 352). The median age was 55 years (range: 18 to 91 years), 96% were White, and 55% were
male, 6% percent of patients had Stage IIIC, 61% had M1c disease, 67% had a normal LDH, 70% had ECOG
performance status of 0, 89% had BRAF V600E mutation-positive melanoma, and one patient had a history of
brain metastases.

The COMBI-d and COMBI-v studies demonstrated statistically significant improvements in OS and PFS (see
Table 11 and Figures 2 and 3).



Table 11. Efficacy Results in Patients with BRAF V600E or V600K Melanoma®

COMBI-d Study

COMBI-v Study

It TAFINLAR plus TAFINLAR TAFINLAR plus .
Endpoint . . . . Vemurafenib
Trametinib plus Placebo Trametinib N = 352
N=211 N =212 N =352
Overall Survival
Number of deaths (%) 99 (47%) 123 (58%) 100 (28%) 122 (35%)
Median, months 25.1 18.7 NR 17.2
(95% CI) (19.2, NR) (15.2,23.1) (18.3, NR) (16.4, NR)
HR (95% CI) 0.71 (0.55, 0.92) 0.69 (0.53, 0.89)
P value (log-rank test) 0.01 0.005%
Progression-Free Survival (PFS)b
Number of events (%) 102 (48%) 109 (51%) 166 (47%) 217 (62%)
Median, months 9.3 8.8 11.4 7.3
(95% CI) (7.7, 11.1) (5.9,10.9) (9.9, 14.9) (5.8,7.8)
HR (95% CI) 0.75 (0.57, 0.99) 0.56 (0.46, 0.69)
P value (log-rank test) 0.035 <0.001
Overall Response Rate (ORR)b
ORR, % 66 51 64 51
(95% CI) (60, 73) (44, 58) (59, 69) (46, 56)
P value <0.001 <0.001
CR, % 10 8 13 8
PR, % 56 42 51 43
response, months (957% 02 102 138 73
cI) ’ (7.4, NR) (7.5, NR) (11.0, NR) (7.3,9.3)

CI = Confidence interval, HR = Hazard ratio; CR = Complete response; PR = Partial response; NR = Not reached.
P-value is comparing with the allocated alpha of 0.021 for the interim analysis based on 77% information.
PFS and ORR were assessed by investigator.




Figure 2. Kaplan-Meier Curves for Overall Survival in the COMBI-d Study
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Figure 3. Kaplan-Meier Curves for Overall Survival in the COMBI-v Study
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14.3 BRAF V600E Mutation-Positive Metastatic Non-Small Cell Lung Cancer (NSCLC)

In Study BRF113928 (NCT01336634), the safety and efficacy of TAFINLAR alone or administered with
trametinib were evaluated in a multi-center, 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 for NSCLC with demonstrated
disease progression but no more than three prior systemic regimens. Patients enrolled in Cohort C could not
have received prior systemic therapy for metastatic NSCLC. Patients in Cohort A received TAFINLAR 150 mg
twice daily. Patients in Cohorts B and C received TAFINLAR 150 mg twice daily and trametinib 2 mg once
daily. The major efficacy outcome measure 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 study population were a median
age of 66 years, 48% male; 81% White, 14% Asian, 3% Black, and 2% Hispanic; 60% were former smokers,
32% were never smokers, and 8% current smokers; 27% had ECOG performance status (PS) 0, 63% had ECOG
PS 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 and 58%
of the 135 previously treated patients had only one line of prior systemic therapy for metastatic disease; and 98
% had non-squamous histology.

Efficacy results are summarized in Table 12.



Table 12. Efficacy Results Based on Independent Review in Study BRF113928

Treatment Dabrafenib Dabrafenib + Trametinib
Population Previously Treated Previously Treated Treatment Naive
p n=78 n=57 n=36
Overall Response Rate 27% 63% 61%
(95%CI)* (18%, 38%) (49%, 76%) (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 b
(95% CIY* 9.9 (4.2, NE”) 12.6 (5.8, NE) NE (6.9, NE)
o -
% Responders with DOR >6 5% 64% 599
months

CI = Confidence interval
" NE=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 12.

16 HOW SUPPLIED/STORAGE AND HANDLING

50 mg capsules: Dark red capsule imprinted with ‘GS TEW’ and ‘50 mg’ available in bottles of 120 (NDC
0078-0682-66). Each bottle contains a silica gel desiccant.

75 mg capsules: Dark pink capsule imprinted with ‘GS LHF’ and ‘75 mg’ available in bottles of 120 (NDC
0078-0681-66). Each bottle contains a silica gel desiccant.

Store at 25°C (77°F); excursions permitted to 15°C to 30°C (59°F to 86°F) [see USP Controlled Room
Temperature].

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).
Inform patients of the following:

Confirmation of BRAF V600E or V600K mutation

e TAFINLAR as a single agent: Evidence of BRAF V600E mutation in the tumor specimen using an
FDA-approved test is necessary to identify patients for whom treatment is indicated [see Dosage and
Administration (2.1)].

e TAFINLAR with trametinib: Evidence of BRAF V600 mutation in tumor specimens using an FDA-
approved test is necessary to identify patients for whom treatment is indicated [See Dosage and
Administration (2.1)].

New cutaneous and non-cutaneous malignancies

TAFINLAR increases the risk of developing new primary cutaneous and non-cutaneous malignancies. Advise
patients to contact their healthcare provider immediately for any new lesions, changes to existing lesions on
their skin, or signs and symptoms of other malignancies [see Warnings and Precautions (5.1)].



Hemorrhage

TAFINLAR when administered with trametinib 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 (5.3)].

Cardiomyopathy

TAFINLAR can cause cardiomyopathy. Advise patients to immediately report any signs or symptoms of heart
failure to their healthcare provider [see Warnings and Precautions (5.4)].

Uveitis

TAFINLAR can cause uveitis, including iritis and iridocyclitis. Advise patients to contact their healthcare
provider if they experience any changes in their vision [see Warnings and Precautions (5.5)].

Serious febrile reactions

TAFINLAR can cause pyrexia including serious febrile reactions. Inform patients that the incidence and
severity of pyrexia are increased when TAFINLAR 1is given in combination with trametinib. Instruct patients to
contact their healthcare provider if they develop fever while taking TAFINLAR [see Warnings and Precautions

(5.6)].

Serious skin toxicities

TAFINLAR can cause serious skin toxicities. Advise patients to contact their healthcare provider for
progressive or intolerable rash [see Warnings and Precautions (5.7)].

Hyperglycemia

TAFINLAR can impair glucose control in diabetic patients resulting in the need for more intensive
hypoglycemic treatment. Advise patients to contact their healthcare provider to report symptoms of severe
hyperglycemia [see Warnings and Precautions (5.8)].

Glucose-6-phosphate dehydrogenase (G6PD) deficiency

TAFINLAR may cause hemolytic anemia in patients with G6PD deficiency. Advise patients with known G6PD
deficiency to contact their healthcare provider to report signs or symptoms of anemia or hemolysis [see
Warnings and Precautions (5.9)].

Embryo-fetal toxicity

TAFINLAR can cause fetal harm if taken during pregnancy. Advise a pregnant woman of the potential risk to a
fetus [see Warnings and Precautions (5.10), Use in Specific Populations (8.1, 8.3)].

Females and males of reproductive potential

Instruct females of reproductive potential to use non-hormonal, effective non-hormonal contraception during
treatment and for 2 weeks after discontinuation of treatment with TAFINLAR. Advise patients to contact their
healthcare provider if they become pregnant, or if pregnancy is suspected, while taking TAFINLAR [see
Warnings and Precautions (5.10), Use in Specific Populations (8.1, 8.3)].

Infertility

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

Lactation

Advise women not to breastfeed during treatment with TAFINLAR and for 2 weeks after the last dose of
TAFINLAR [see Use in Specific Populations (8.2)].



Instructions for taking TAFINLAR

Instruct patients to take TAFINLAR at least 1 hour before or at least 2 hours after a meal [see Dosage and
Administration (2.2)].

THXID" 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

T2017-68
June 2017



MEDICATION GUIDE
TAFINLAR® (TAFF-in-lar)
(dabrafenib)
capsules

If your healthcare provider prescribes TAFINLAR for you to be taken with trametinib, also read the Patient Information
leaflet that comes with trametinib.

What is the most important information | should know about TAFINLAR?
TAFINLAR may cause serious side effects, including the risk of new cancers:

TAFINLAR, when used alone or with trametinib, may cause a type of skin cancer, called cutaneous squamous cell
carcinoma (cuSCC). New melanoma lesions may happen in people who take TAFINLAR alone or with trametinib.

TAFINLAR with trametinib, may cause new cancers including basal cell carcinoma.

Talk with 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
e change in size or color of a mole

Your healthcare provider should check your skin before treatment with TAFINLAR, every two months during treatment
with TAFINLAR, and for up to 6 months after you stop taking TAFINLAR 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 TAFINLAR.

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

What is TAFINLAR?

TAFINLAR is a prescription medicine used:
e alone or in combination with a medicine called trametinib, to treat people with a type of skin cancer called melanoma
that:
o 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.
TAFINLAR alone or with trametinib should not be used to treat people with a type of skin cancer called wild-type BRAF
melanoma.

o TAFINLAR is a prescription medicine used with a medicine called trametinib to treat people with a type of lung cancer
called non-small cell lung cancer (NSCLC) that:
o has spread to other parts of the body (metastatic NSCLC), and
o that has a certain type of abnormal “BRAF” gene.

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

What should I tell my healthcare provider before taking TAFINLAR?
Before you take TAFINLAR, tell your healthcare provider if you:
e have had bleeding problems

¢ have heart problems

¢ have eye problems

e have liver or kidney problems

e have diabetes

¢ plan to have surgery, dental, or other medical procedures

¢ have a deficiency of the glucose-6-phosphate dehydrogenase (G6PD) enzyme

e have any other medical conditions

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

o Females who are able to become pregnant should use effective birth control (contraception) during treatment with




TAFINLAR, and for 2 weeks after the last dose of TAFINLAR alone, or for 4 months after the last dose when
taking TAFINLAR with trametinib.

o Birth control methods that contain hormones (such as birth control pills, injections, or patches) may not work as
well during treatment with TAFINLAR alone or TAFINLAR and trametinib. You should use another effective
method of birth control during treatment with TAFINLAR alone or TAFINLAR and trametinib.

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 TAFINLAR alone or TAFINLAR and trametinib.

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

o Do not breastfeed during treatment and for 2 weeks after your last dose of TAFINLAR alone, or for 4 months after
your last dose of TAFINLAR with trametinib. 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. TAFINLAR and certain other medicines can affect each other, causing
side effects. TAFINLAR may affect the way other medicines work, and other medicines may affect how TAFINLAR
works. You can ask your pharmacist for a list of medicines that may interact with TAFINLAR.

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 TAFINLAR?

o Take TAFINLAR exactly as your healthcare provider tells you. Do not change your dose or stop TAFINLAR unless
your healthcare provider tells you.

o Take TAFINLAR 2 times a day, about 12 hours apart.
e Take TAFINLAR at least 1 hour before or 2 hours after a meal.
¢ Do not open, crush, or break TAFINLAR capsules.

o If you miss a dose of TAFINLAR, take it as soon as you remember. If it is within 6 hours of your next scheduled dose,
just take your next dose at your regular time. Do not make up for the missed dose.

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

o TAFINLAR, when taken with trametinib, 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 stool that looks like tar

¢ heart problems, including heart failure. Your healthcare provider should check your heart function before and during
treatment with TAFINLAR. 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 or feet

o feeling lightheaded

o eye problems. TAFINLAR, when taken alone or with trametinib, can cause severe eye problems that can 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 (see blurred outline around objects)

o eye pain, swelling, or redness

o fever. Fever is common during treatment with TAFINLAR alone or with trametinib, but may also be serious. When
taking TAFINLAR with trametinib, 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 TAFINLAR.

o serious skin reactions. Rash is a common side effect of TAFINLAR when taken alone, or with trametinib.
TAFINLAR, when taken alone or with trametinib, 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

¢ increased blood sugar (hyperglycemia). Some people may develop high blood sugar or worsening diabetes during
treatment with TAFINLAR, alone or with trametinib. If you are diabetic, your healthcare provider should check your
blood sugar levels closely during treatment with TAFINLAR alone or with trametinib. 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

e TAFINLAR may cause healthy red blood cells to break down too early in people with G6PD deficiency. This may lead
to a type of anemia called hemolytic anemia where the body does not have enough healthy red blood cells. Tell your
healthcare provider if you have any of the following signs or symptoms:

o yellow skin (jaundice)
o weakness or dizziness
o shortness of breath

The most common side effects of TAFINLAR alone include:

¢ thickening of the outer layers of the skin e warts

e headache e hair loss

o fever ¢ redness, swelling, peeling, or tenderness of hands or feet
e joint aches

The most common side effects of TAFINLAR when taken with trametinib in people with melanoma include:

o fever . chills
e rash . joint aches
e headache . cough
The most common side effect of TAFINLAR when taken with trametinib 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

TAFINLAR 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.

TAFINLAR may cause lower sperm counts in males. This could affect the ability to father a child. 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 of the possible side effects of TAFINLAR. For more information about side effects, 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 TAFINLAR?
o Store TAFINLAR at room temperature between 68°F to 77°F (20°C to 25°C).

Keep TAFINLAR and all medicine out of the reach of children.

General information about the safe and effective use of TAFINLAR

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use TAFINLAR
for a condition for which it was not prescribed. Do not give TAFINLAR 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
TAFINLAR that is written for health professionals.

What are the ingredients in TAFINLAR?

Active ingredient: dabrafenib
Inactive ingredients: colloidal silicon dioxide, magnesium stearate, microcrystalline cellulose
Capsule shells: hypromellose, red iron oxide (E172), titanium dioxide (E171).

Distributed by:

Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936

T2017-68/T2017-69

This Medication Guide 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

Tafinlar 50 mg hard capsules
Tafinlar 75 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Tafinlar 50 mg hard capsules
Each hard capsule contains dabrafenib mesilate equivalent to 50 mg of dabrafenib.

Tafinlar 75 mg hard capsules
Each hard capsule contains dabrafenib mesilate equivalent to 75 mg of dabrafenib.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Hard capsule (capsule).
Tafinlar 50 mg hard capsules

Opaque dark red capsules, approximately 18 mm long, with capsule shell imprinted with “GS TEW”
and “50 mg”.

Tafinlar 75 mg hard capsules
Opaque dark pink capsules, approximately 19 mm long, with capsule shell imprinted with “GS LHF”
and “75 mg”.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Melanoma

Dabrafenib as monotherapy or in combination with trametinib 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).

Non-small cell lung cancer (NSCLC)

Dabrafenib in combination with trametinib 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 dabrafenib should be initiated and supervised by a qualified physician experienced in
the use of anticancer medicinal products.

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



The efficacy and safety of dabrafenib have not been established in patients with wild-type BRAF
melanoma or wild-type BRAF NSCLC therefore dabrafenib should not be used in patients with
wild-type BRAF melanoma or wild-type BRAF NSCLC (see sections 4.4 and 5.1).

Posology

The recommended dose of dabrafenib, either used as monotherapy or in combination with trametinib,
is 150 mg (two 75 mg capsules) twice daily (corresponding to a total daily dose of 300 mg). The
recommended dose of trametinib, when used in combination with dabrafenib, is 2 mg once daily.

Duration of treatment

Treatment should continue until the patient no longer derives benefit or the development of
unacceptable toxicity (see Table 2).

Missed doses

If a dose of dabrafenib is missed, it should not be taken if it is less than 6 hours until the next
scheduled dose.

If a dose of trametinib is missed, when dabrafenib is given in combination with trametinib, the dose of
trametinib should only be taken if it is more than 12 hours until the next scheduled dose.

Dose modification

Two dabrafenib capsule strengths, 50 mg and 75 mg, are available to effectively manage dose
modification requirements.

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

Dose modifications or interruptions are not recommended for adverse reactions of cutaneous
squamous cell carcinoma (cuSCC) or new primary melanoma (see section 4.4).

Therapy should be interrupted if the patient’s temperature is >38.5°C. Patients should be evaluated for
signs and symptoms of infection (see section 4.4).

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, withhold dabrafenib until resolution
of ocular inflammation and then restart dabrafenib reduced by one dose level (see section 4.4).

Recommended dose level reductions and recommendations for dose modifications are provided in
Tables 1 and 2, respectively.



Table 1 Recommended dose level reductions

Dose level Dabrafenib dose Trametinib dose*
Used as monotherapy or in Only when used in combination with
combination with trametinib dabrafenib
Starting dose 150 mg twice daily 2 mg once daily
1st dose reduction 100 mg twice daily 1.5 mg once daily
2nd dose reduction 75 mg twice daily 1 mg once daily
50 mg twice dail 1 mg once dail
3rd dose reduction gt Y g Y

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

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

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

Grade (CTC-AE)* Recommended dabrafenib dose modifications

Used as monotherapy or in combination with trametinib
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 level
Grade 3 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
(CTC-AE) v4.0

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 dabrafenib dose should not exceed
150 mg twice daily.

If treatment-related toxicities occur when dabrafenib is used in combination with trametinib, 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 dabrafenib is used alone and in combination with trametinib, therapy with dabrafenib should be
interrupted if the patient’s temperature is >38.5°C (please refer to Table 2 for dose modification
guidance). Trametinib should be continued at the same dose. Treatment with anti-pyretics such as
ibuprofen or acetaminophen/paracetamol should be initiated. The use of oral corticosteroids should be
considered in those instances in which anti-pyretics are insufficient. Patients should be evaluated for
signs and symptoms of infection and if necessary treated in line with local practice (see section 4.4).

Upon resolution of pyrexia dabrafenib should be restarted with appropriate anti-pyretic prophylaxis,
either 1) at the same dose level, or 2) reduced by one dose level if the pyrexia is recurrent and/or was
accompanied by other severe symptoms including dehydration, hypotension or renal failure.




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

The benefits and risks should be considered 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

If dabrafenib is being used in combination with trametinib and absolute decrease of >10% in LVEF
compared to baseline and the ejection fraction is below the institution’s lower limit of normal (LLN),
please refer to the trametinib SmPC (see section 4.2) for dose modification instructions for trametinib.
No dose modification of dabrafenib is required when taken in combination with trametinib.

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
vision at any time while on combination therapy with dabrafenib and trametinib, please refer to the
trametinib SmPC (see section 4.2) for dose modification instructions for trametinib. No dose
modification of dabrafenib is required when taken in combination with trametinib for confirmed cases
of RVO or RPED.

Interstitial lung disease (ILD)/Pneumonitis

In patients treated with dabrafenib in combination with trametinib 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, please refer
to the trametinib SmPC (see section 4.2) for dose modification instructions for trametinib. No dose
modification of dabrafenib is required when taken in combination with trametinib for cases of ILD or
pneumonitis.

Renal impairment

No dose adjustment is required for patients with mild or moderate renal impairment. There are no
clinical data in subjects with severe renal impairment and the potential need for dose adjustment
cannot be determined (see section 5.2). Dabrafenib should be used with caution in patients with severe
renal impairment when administered as monotherapy or in combination with trametinib.

Hepatic impairment

No dose adjustment is required for patients with mild hepatic impairment. There are no clinical data in
subjects with moderate to severe hepatic impairment and the potential need for dose adjustment cannot
be determined (see section 5.2). Hepatic metabolism and biliary secretion are the primary routes of
elimination of dabrafenib and its metabolites and patients with moderate to severe hepatic impairment
may have increased exposure. Dabrafenib should be used with caution in patients with moderate or
severe hepatic impairment when administered as monotherapy or in combination with trametinib.

Non-Caucasian patients

Limited safety and efficacy data have been collected on dabrafenib in non-Caucasian patients. The
population pharmacokinetic analysis showed no significant differences in the pharmacokinetics of
dabrafenib between Asian and Caucasian patients. No dabrafenib dose adjustment is needed in Asian
patients.

Elderly

No adjustment of the initial dose is required in patients >65 years of age.



Paediatric population

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

Method of administration

The dabrafenib capsules are to be swallowed whole with water. The capsules should not be chewed or
opened and should not be mixed with food or liquids due to chemical instability of dabrafenib.

It is recommended that the doses of dabrafenib be taken at similar times every day, leaving an interval
of approximately 12 hours between doses. When dabrafenib and trametinib 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.

Dabrafenib should be taken at least one hour before, or at least 2 hours after a meal.

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

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

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

associated with trametinib treatment, please refer to the trametinib SmPC.

BRAF V600 testing

The efficacy and safety of dabrafenib have not been established in patients with wild-type BRAF
melanoma or wild-type BRAF NSCLC therefore dabrafenib should not be used in patients with wild-
type BRAF melanoma or wild-type BRAF NSCLC (see sections 4.2 and 5.1).

Dabrafenib in combination with trametinib in patients with melanoma who have progressed on a
BRAF inhibitor

There are limited data in patients taking the combination of dabrafenib with trametinib 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 dabrafenib and trametinib has 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 dabrafenib is used as monotherapy
or in combination with trametinib.

Cutaneous squamous cell carcinoma (cuSCC)

Cases of cuSCC (including keratoacanthoma) have been reported in patients treated with dabrafenib
alone and in combination with trametinib (see section 4.8). In the Phase III studies MEK 115306 and
MEKT116513 in patients with metastatic melanoma, cuSCC occurred in 10% (22/211) of patients
receiving dabrafenib as a single agent and in 18% (63/349) of patients receiving vemurafenib as a
single agent, respectively. In the integrated safety population of patients with metastatic melanoma
and advanced NSCLC, cuSCC occurred in 2% (13/641) of patients receiving dabrafenib in
combination with trametinib. The median time to diagnosis of the first occurrence of cuSCC in study
MEK115306 was 223 days (range 56 to 510 days) in the combination therapy arm and 60 days (range
9 to 653 days) in the dabrafenib monotherapy arm.

It is recommended that skin examination be performed prior to initiation of therapy with dabrafenib
and monthly throughout treatment and for up to six months after treatment for cuSCC. Monitoring
should continue for 6 months following discontinuation of dabrafenib or until initiation of another
anti-neoplastic therapy.

Cases of cuSCC should be managed by dermatological excision and dabrafenib treatment or, if taken
in combination, dabrafenib and trametinib should be continued without any dose adjustment. Patients

should be instructed to immediately inform their physician if new lesions develop.

New primary melanoma

New primary melanomas have been reported in clinical trials in patients treated with dabrafenib. In
clinical trials in metastatic melanoma,these cases were identified within the first 5 months of
dabrafenib as monotherapy. Cases of new primary melanoma can be managed with excision and do
not require treatment modification. Monitoring for skin lesions should occur as described for cuSCC.

Non-cutaneous malignancy

In vitro experiments have demonstrated paradoxical activation of mitogen-activated protein kinase
(MAP kinase) signalling in BRAF wild-type cells with RAS mutations when exposed to BRAF
inhibitors. This may lead to increased risk of non-cutaneous malignancies with dabrafenib exposure
(see section 4.8) when RAS mutations are present. RAS-associated malignancies have been reported
in clinical trials, both with another BRAF inhibitor (chronic myelomonocytic leukaemia and non-
cutaneous SCC of the head and neck) as well as with dabrafenib monotherapy (pancreatic
adenocarcinoma, bile duct adenocarcinoma) and with dabrafenib in combination with the MEK
inhibitor, trametinib (colorectal cancer, pancreatic cancer).

Prior to initiation of treatment patients should undergo a head and neck examination with minimally
visual inspection of oral mucosa and lymph node palpation, as well as chest/abdomen computerised
tomography (CT) scan. During treatment patients should be monitored as clinically appropriate which
may include a head and neck examination every 3 months and a chest/abdomen CT scan every

6 months. Anal examinations and pelvic examinations (for women) are recommended before and at
the end of treatment or when considered clinically indicated. Complete blood cell counts should be
performed as clinically indicated.

The benefits and risks should be considered before administering dabrafenib in patients with a prior or
concurrent cancer associated with RAS mutations. No dose modification of trametinib is required

when taken in combination with dabrafenib.

Following discontinuation of dabrafenib, monitoring for non-cutaneous secondary/recurrent



malignancies should continue for up to 6 months or until initiation of another anti-neoplastic therapy.
Abnormal findings should be managed according to clinical practices.

Haemorrhage
Haemorrhagic events, including major haemorrhagic and fatal haemorrhages, have occurred in
patients taking the combination of dabrafenib with trametinib (see section 4.8). Please refer to the

trametinib SmPC for additional information (see section 4.4).

Visual impairment

In clinical trials ophthalmologic reactions, including uveitis, iridocyclitis and iritis, have been reported
in patients treated with dabrafenib as monotherapy and in combination with trametinib. Patients should
be routinely monitored for visual signs and symptoms (such as change in vision, photophobia and eye
pain) while on therapy.

No dose modifications are required as long as effective local therapies can control ocular
inflammation. If uveitis does not respond to local ocular therapy, withhold dabrafenib until resolution
of ocular inflammation and then restart dabrafenib reduced by one dose level. No dose modification of
trametinib is required when taken in combination with dabrafenib following diagnosis of uveitis.

RPED and RVO may occur with dabrafenib in combination with trametinib. Please refer to the
trametinib SmPC (see section 4.4). No dose modification of dabrafenib is required when taken in
combination with trametinib following diagnosis of RVO or RPED.

Pyrexia

Fever has been reported in clinical trials with dabrafenib as monotherapy and in combination with
trametinib (see section 4.8). In 1% of patients in clinical trials with dabrafenib monotherapy, serious
non-infectious febrile events were identified defined as fever accompanied by severe rigors,
dehydration, hypotension and/or acute renal insufficiency of pre-renal origin in subjects with normal
baseline renal function (see section 4.8). The onset of these serious non-infectious febrile events was
typically within the first month of dabrafenib as monotherapy. Patients with serious non-infectious
febrile events responded well to dose interruption and/or dose reduction and supportive care.

The incidence and severity of pyrexia are increased with combination therapy. In the combination
therapy arm of study MEK 115306 in patients with metastatic melanoma, pyrexia was reported in 57%
(119/209) of patients with 7% Grade 3, as compared to the dabrafenib monotherapy arm with 33%
(69/211) of patients reporting pyrexia, 2% Grade 3. In the Phase Il study BRF113928 in patients with
advanced NSCLC the incidence and severity of pyrexia were increased slightly when dabrafenib was
used in combination with trametinib (48%, 3% Grade 3) as compared to dabrafenib monotherapy
(39%, 2% Grade 3).

For patients with metastatic melanoma who received dabrafenib in combination with trametinib and
developed pyrexia, approximately half of the first occurrences of pyrexia happened within the first
month of therapy and approximately one-third of the patients had 3 or more events.

Therapy with dabrafenib should be interrupted if the patient’s temperature is >38.5°C (please refer to
Table 2 for dose modification guidance). Patients should be evaluated for signs and symptoms of
infection. Dabrafenib can be restarted once the fever resolves with appropriate prophylaxis using non-
steroidal anti-inflammatory medicinal products or paracetamol. The use of oral corticosteroids should
be considered in those instances in which anti-pyretics are insufficient. If fever is associated with other
severe signs or symptoms, dabrafenib should be restarted at a reduced dose once fever resolves and as
clinically appropriate (see section 4.2). No dose modification of trametinib is required when taken in
combination with dabrafenib.



LVEEF reduction/Left ventricular dysfunction

Dabrafenib in combination with trametinib has been reported to decrease LVEF (see section 4.8).
Please refer to the trametinib SmPC for additional information (see section 4.4). No dose modification
of dabrafenib is required when taken in combination with trametinib.

Renal failure

Renal failure has been identified in <1% of patients treated with dabrafenib alone and in <1% of
patients treated with dabrafenib in combination with trametinib. Observed cases were generally
associated with pyrexia and dehydration and responded well to dose interruption and general
supportive measures. Granulomatous nephritis has been reported (see section 4.8). Patients should be
routinely monitored for serum creatinine while on therapy. If creatinine increases, dabrafenib may
need to be interrupted as clinically appropriate. Dabrafenib has not been studied in patients with renal
insufficiency (defined as creatinine >1.5 x ULN) therefore caution should be used in this setting (see
section 5.2).

Hepatic events

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

Hypertension
Elevations in blood pressure have been reported in association with dabrafenib in combination with
trametinib, in patients with or without pre-existing hypertension (see section 4.8). Please refer to the

trametinib SmPC for additional information.

Interstitial lung disease (ILD)/Pneumonitis

Cases of pneumonitis or ILD have been reported in clinical trials with dabrafenib in combination with
trametinib. Please refer to the trametinib SmPC section 4.4 for additional information. If dabrafenib is
being used in combination with trametinib then therapy with dabrafenib may be continued at the same
dose.

Rash
Rash has been observed in about 25% of patients in clincial studies when dabrafenib is used in
combination with trametinib. Please refer to the trametinib SmPC section 4.4 for additional

information.

Rhabdomyolysis

Rhabdomyolysis has been reported in patients taking dabrafenib in combination with trametinib (see
section 4.8). Please refer to the trametinib SmPC section 4.4 for additional information.

Pancreatitis

Pancreatitis has been reported in <1% of patients treated with dabrafenib as monotherapy and in
combination with trametinib in metastatic melanoma clinical trials and about 4% of patients treated
with dabrafenib in combination with trametinib in the NSCLC clinical trial. One of the events
occurred on the first day of dabrafenib dosing of a melanoma patient and recurred following
re-challenge at a reduced dose. Unexplained abdominal pain should be promptly investigated to
include measurement of serum amylase and lipase. Patients should be closely monitored when re-



starting dabrafenib after an episode of pancreatitis.

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

Pulmonary embolism or deep vein thrombosis can occur when dabrafenib is used in combination with
trametinib. 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
dabrafenib in combination with trametinib (see section 4.8). Please refer to the trametinib SmPC for
additional information (see section 4.4).

Effects of other medicinal products on dabrafenib

Dabrafenib is a substrate of CYP2C8 and CYP3A4. Potent inducers of these enzymes should be
avoided when possible as these agents may decrease the efficacy of dabrafenib (see section 4.5).

Effects of dabrafenib on other medicinal products

Dabrafenib is an inducer of metabolising enzymes which may lead to loss of efficacy of many
commonly used medicinal products (see examples in section 4.5). A drug utilisation review (DUR) is
therefore essential when initiating dabrafenib treatment. Concomitant use of dabrafenib with medicinal
products that are sensitive substrates of certain metabolising enzymes or transporters (see section 4.5)
should generally be avoided if monitoring for efficacy and dose adjustment is not possible.

Concomitant administration of dabrafenib with warfarin results in decreased warfarin exposure.
Caution should be exercised and additional International Normalized Ratio (INR) monitoring is
recommended when dabrafenib is used concomitantly with warfarin and at discontinuation of
dabrafenib (see section 4.5).

Concomitant administration of dabrafenib with digoxin may result in decreased digoxin exposure.
Caution should be exercised and additional monitoring of digoxin is recommended when digoxin (a
transporter substrate) is used concomitantly with dabrafenib and at discontinuation of dabrafenib (see
section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Effect of other medicinal products on dabrafenib

Dabrafenib is a substrate for the metabolising enzymes CYP2C8 and CYP3A4, while the active
metabolites hydroxy-dabrafenib and desmethyl-dabrafenib are CYP3A4 substrates. Medicinal
products that are strong inhibitors or inducers of CYP2C8 or CYP3A4 are therefore likely to increase
or decrease, respectively, dabrafenib concentrations. Alternative agents should be considered during
administration with dabrafenib when possible. Use caution if strong inhibitors (e.g. ketoconazole,
gemfibrozil, nefazodone, clarithromycin, ritonavir, saquinavir, telithromycin, itraconazole,
voriconazole, posaconazole, atazanavir) are co-administered with dabrafenib. Avoid co-administration
of dabrafenib with potent inducers (e.g. rifampicin, phenytoin, carbamazepine, phenobarbital, or St
John’s wort (Hypericum perforatum)) of CYP2CS8 or CYP3A4.

Administration of ketoconazole (a CYP3A4 inhibitor) 400 mg once daily, with dabrafenib 75 mg
twice daily, resulted in a 71% increase in dabrafenib AUC and a 33% increase in dabrafenib Cpax
relative to administration of dabrafenib 75 mg twice daily alone. Co-administration resulted in
increases in hydroxy- and desmethyl-dabrafenib AUC (increases of 82% and 68%, respectively). A
decrease of 16% in AUC was noted for carboxy-dabrafenib.
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Administration of gemfibrozil (a CYP2CS inhibitor) 600 mg twice daily, with dabrafenib 75 mg twice
daily, resulted in a 47% increase in dabrafenib AUC but did not alter dabrafenib Cpax relative to
administration of dabrafenib 75 mg twice daily alone. Gemfibrozil had no clinically relevant effect on
the systemic exposure to dabrafenib metabolites (<13%).

Administration of rifampin (a CYP3A4/CYP2CS inducer) 600 mg once daily with dabrafenib 150 mg
twice daily resulted in a decrease in repeat dose dabrafenib Cuax (27%) and AUC (34%). No relevant
change in AUC was noted for hydroxy-dabrafenib. There was an increase in AUC of 73% for
carboxy-dabrafenib and a decrease in AUC of 30% for desmethyl-dabrafenib.

Co-administration of repeat doses of dabrafenib 150 mg twice daily and the pH-elevating agent
rabeprazole 40 mg once daily resulted in a 3% increase in AUC and a 12% decrease in dabrafenib
Cmax. These changes in dabrafenib AUC and Cnax are considered not clinically meaningful. Medicinal
products that alter the pH of the upper gastrointestinal (GI) tract (e.g. proton pump inhibitors,
H,-receptor antagonists, antacids) are not expected to reduce the bioavailability of dabrafenib.

Effect of dabrafenib on other medicinal products

Dabrafenib is an enzyme inducer and increases the synthesis of drug-metabolising enzymes including
CYP3A4, CYP2Cs and CYP2B6 and may increase the synthesis of transporters. This results in
reduced plasma levels of medicinal products metabolised by these enzymes, and may affect some
transported medicinal products. The reduction in plasma concentrations can lead to lost or reduced
clinical effect of these medicinal products. There is also a risk of increased formation of active
metabolites of these medicinal products. Enzymes that may be induced include CYP3A in the liver
and gut, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, and UGTs (glucuronide conjugating enzymes). The
transport protein Pgp may also be induced as well as other transporters, e.g. MRP-2. Induction of
OATP1B1/1B3 and BCRP is not likely based on the observations from a clinical study with
rosuvastatin.

In vitro, dabrafenib produced dose-dependent increases in CYP2B6 and CYP3A4. In a clinical drug
interaction study, Cmax and AUC of oral midazolam (a CYP3A4 substrate) decreased by 47% and 65%,
respectively with co-administration of repeat-dose dabrafenib.

Administration of dabrafenib 150 mg twice daily and warfarin resulted in a decrease in AUC of S- and
R- warfarin of 37% and 33%, respectively, compared to administration of warfarin alone. Cpax of S-
and R-warfarin increased 18% and 19%.

Interactions with many medicinal products eliminated through metabolism or active transport is
expected. If their therapeutic effect is of large importance to the patient, and dose adjustments are not
easily performed based on monitoring of efficacy or plasma concentrations, these medicinal products
are to be avoided or used with caution. The risk for liver injury after paracetamol administration is
suspected to be higher in patients concomitantly treated with enzyme inducers.

The number of affected medicinal products is expected to be large; although the magnitude of the
interaction will vary. Groups of medicinal products that can be affected include, but are not limited to:
Analgesics (e.g. fentanyl, methadone)

Antibiotics (e.g. clarithromycin, doxycycline)

Anticancer agents (e.g. cabazitaxel)

Anticoagulants (e.g. acenocoumarol, warfarin, see section 4.4)

Antiepileptic (e.g. carbamazepine, phenytoin, primidone, valproic acid)

Antipsychotics (e.g. haloperidol)

Calcium channel blockers (e.g. diltiazem, felodipine, nicardipine, nifedipine, verapamil)
Cardiac glycosides (e.g. digoxin, see section 4.4)

Corticosteroids (e.g. dexamethasone, methylprednisolone)

HIV antivirals (e.g. amprenavir, atazanavir, darunavir, delavirdine, efavirenz, fosamprenavir,
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indinavir, lopinavir, nelfinavir, saquinavir, tipranavir)
Hormonal contraceptives (see section 4.6)

Hypnotics (e.g. diazepam, midazolam, zolpidem)
Immunosuppressants (e.g. cyclosporin, tacrolimus, sirolimus)
Statins metabolised by CYP3A4 (e.g. atorvastatin, simvastatin)

Onset of induction is likely to occur after 3 days of repeat dosing with dabrafenib. Upon
discontinuation of dabrafenib offset of induction is gradual, concentrations of sensitive CYP3A4,
CYP2B6, CYP2C8, CYP2C9 and CYP2C19, UDP glucuronosyl transferase (UGT) and transporter
substrates (e.g. Pgp or MRP-2) may increase and patients should be monitored for toxicity and dosage
of these agents may need to be adjusted.

In vitro, dabrafenib is a mechanism based inhibitor of CYP3A4. Therefore, transient inhibition of
CYP3A4 may be observed during the first few days of treatment.

Effects of dabrafenib on substance transport systems

Dabrafenib is an in vitro inhibitor of human organic anion transporting polypeptide (OATP) 1B1
(OATP1B1), OATP1B3 and BCRP. Following co-administration of a single dose of rosuvastatin
(OATP1B1, OATP1B3 and BCRP substrate) with repeat-dose dabrafenib 150 mg twice daily in
16 patients, Cmax of rosuvastatin increased 2.6-fold whereas the AUC was only minimally changed
(7% increase). The increased Cmax of rosuvastatin is unlikely to have clinical relevance.

Combination with trametinib

Co-administration of repeat dosing of trametinib 2 mg once daily and dabrafenib 150 mg twice daily
resulted in no clinically meaningful changes in trametinib or dabrafenib Cuax and AUC with increases
of 16 and 23%, respectively, in dabrafenib Cmax and AUC. A small decrease in trametinib
bioavailability, corresponding to a decrease in AUC of 12%, was estimated when trametinib is
administered in combination with dabrafenib, a CYP3A4 inducer, using a population PK analysis.

When dabrafenib is used in combination with trametinib refer to the guidance for medicinal product
interactions found in sections 4.4 and 4.5 of dabrafenib and trametinib SmPC.

Effect of food on dabrafenib

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

Paediatric population

Interaction studies have only been performed in adults.
4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in females

Women of childbearing potential must use effective methods of contraception during therapy and for
4 weeks following discontinuation of dabrafenib and 4 months following the last dose of trametinib
when given in combination with dabrafenib. Dabrafenib may decrease the efficacy of hormonal
contraceptives and an alternate method of contraception, such as a barrier method, should be used (see
section 4.5).

Pregnancy

There are no data from the use of dabrafenib in pregnant women. Animal studies have shown
reproductive toxicity and embryo-foetal developmental toxicities, including teratogenic effects (see
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section 5.3). Dabrafenib should not be administered to pregnant women unless the potential benefit to
the mother outweighs the possible risk to the foetus. If the patient becomes pregnant while taking
dabrafenib, the patient should be informed of the potential hazard to the foetus. Please see trametinib
SmPC (see section 4.6) when used in combination with trametinib.

Breast-feeding

It is not known whether dabrafenib is excreted in human milk. Because many medicinal products are
excreted in human milk, a risk to the breast-feeding child cannot be excluded. A decision should be
made whether to discontinue breast-feeding or discontinue dabrafenib, 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 dabrafenib as monotherapy or in combination with trametinib.
Dabrafenib may impair male and female fertility as adverse effects on male and female reproductive
organs have been seen in animals (see section 5.3). Male patients taking dabrafenib as monotherapy or
in combination with trametinib should be informed of the potential risk for impaired spermatogenesis,
which may be irreversible.

4.7 Effects on ability to drive and use machines

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

4.8 Undesirable effects

Summary of the safety profile

The safety of dabrafenib monotherapy is based on the integrated safety population from five clinical
studies including 578 patients with BRAF V600 mutant unresectable or metastatic melanoma treated
with dabrafenib 150 mg twice daily. The most common adverse drug reactions (ADRs) (incidence
>15%) reported with dabrafenib were hyperkeratosis, headache, pyrexia, arthralgia, fatigue, nausea,
papilloma, alopecia, rash and vomiting,.

The safety of dabrafenib in combination with trametinib has been evaluated in the integrated safety
population of 641 patients with BRAF V600 mutant unresectable or metastatic melanoma and
advanced NSCLC treated with dabrafenib 150 mg twice daily and trametinib 2 mg once 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.

13



Tabulated summary of adverse reactions

ADRs which were reported are listed below by MedDRA body system organ class and by frequency.
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)
Table 3 Adverse reactions reported in the integrated safety population of dabrafenib monotherapy
(n=578)
System Organ Class Frequency (all grades) Adverse Reactions
Very common Papilloma

Cutaneous squamous cell carcinoma

Neoplasms benign, malignant Seborrhoeic keratosis

and unspecified (including Common

cysts and polyps) Acrochordon (skin tags)

Basal cell carcinoma

Uncommon New primary melanoma
Immune system disorders Uncommon Hypersensitivity
Metabolism and nutrition Very common Decreased appetite‘
disorders Common Hypophosphatgerma
Hyperglycaemia
Nervous system disorders Very common Headache
Eye disorders Uncommon Uveitis
Respiratory, thoracic and
me(ﬁasting’disorders Very common Cough
Nausea
Very common Vomiting
Gastrointestinal disorders Diarrhoea
Common Constipation
Uncommon Pancreatitis
Hyperkeratosis
Alopecia
Very common Rash
Palmar-plantar erythrodysaesthesia
syndrome
Skin and subcutaneous tissue Dry skin
disorders Pruritus
Actinic keratosis
Common - -
Skin lesion
Erythema
Photosensitivity reaction
Uncommon Panniculitis
Musculoskeletal and Arthra?gla
Very common Myalgia

connective tissue disorders — -
Pain in extremity

Renal failure, acute renal failure

Renal and urinary disorders Uncommon

Nephritis
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Pyrexia

General disorders and Very common Fat.l ue
- . . o Chills
administration site conditions :
Asthenia
Common Influenza-like illness
Table 4 Adverse reactions reported in the integrated safety population of dabrafenib in
combination with trametinib (n=641)
System Organ Class Frequency (all grades) Adverse Reactions

Very common

Urinary tract infection

Nasopharyngitis
Celluliti
Infections and infestations e T8
Folliculitis
Common -
Paronychia
Rash pustular
Cutaneous squamous cell carcinoma?®
Neoplasms benign, Common Papilloma®
malignant and unspecified Seborrhoeic keratosis
incl cysts and pol i
@ ysts 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 .ea .ac ©
Dizziness
Vision blurred
Common - - -
Visual impairment
horioreti th
Eye disorders S oroTeHTopatly
Uncommon Uveitis
Retinal detachment
Periorbital oedema
Common Ejection fraction decreased
Cardiac disorders Uncommon Bradycardia
Not known Myocarditis
Very common Hypet“censwnd
. Haemorrhage
Vascular disorders -
Common Hypotension
Lymphoedema
Very common Cough
Respiratory, thoracic and D
s . . yspnoea
mediastinal disorders Common —
Pneumonitis
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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

Investigations

Very common

Alanine aminotransferase increased

Aspartate aminotransferase increased

Common

Blood alkaline phosphatase increased

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
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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

Cutaneous squamous cell carcinoma

For dabrafenib monotherapy in study MEK 115306, cutaneous squamous cell carcinomas (including
those classified as keratoacanthoma or mixed keratoacanthoma subtype) occurred in 10% of patients
and approximately 70% of the events occurred within the first 12 weeks of treatment with a median
time to onset of 8 weeks. In the integrated safety population for dabrafenib in combination with
trametinib, 2% of patients developed cuCSS and the events occurred later than with dabrafenib
monotherapy with a median time to onset of 31 weeks. All patients receiving dabrafenib as
monotherapy or in combination with trametinib who developed cuSCC continued on treatment without
dose modification.

New primary melanoma

New primary melanomas have been reported in clinical trials with dabrafenib as monotherapy and in
combination with trametinib in melanoma studies. Cases were managed with excision and did not
require treatment modification (see section 4.4). No new primary melanoma was reported from the
Phase I NSCLC study (BRF113928).

Non-cutaneous malignancy

Activation of MAP-kinase signalling in BRAF wild type cells which are exposed to BRAF inhibitors
may lead to increased risk of non-cutaneous malignancies, including those with RAS mutations (see
section 4.4). Non-cutaneous malignancies were reported in 1% (6/586) of patients in the integrated
safety population of dabrafenib monotherapy, and 1% (7/641) of patients in the integrated safety
population of dabrafenib in combination with trametinib. Cases of RAS-driven malignancies have
been seen with dabrafenib as monotherapy and in combination with trametinib. Patients should be
monitored as clinically appropriate.

Haemorrhage

Haemorrhagic events, including major haemorrhagic events and fatal haemorrhages, have occurred in
patients taking dabrafenib in combination with trametinib. Please refer to the trametinib SmPC.

LVEF reduction/Left ventricular dysfunction

Decreased LVEF has been reported in 8% (54/641) of patients in the integrated safety population of
dabrafenib in combination with trametinib. Most cases were asymptomatic and reversible. Patients
with LVEF lower than the institutional lower limit of normal were not included in clinical trials with
dabrafenib. Dabrafenib in combination with trametinib should be used with caution in patients with
conditions that could impair left ventricular function. Please refer to the trametinib SmPC.

Pyrexia

Fever has been reported in clinical trials with dabrafenib as monotherapy and in combination with
trametinib; the incidence and severity of pyrexia are increased with the combination therapy (see
section 4.4). For patients who received dabrafenib in combination with trametinib and developed
pyrexia, approximately half of the first occurrences of pyrexia happened within the first month of
therapy and approximately one-third of the patients had 3 or more events. In 1% of patients receiving
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dabrafenib as monotherapy in the integrated safety population, serious non-infectious febrile events
were identified as fever accompanied by severe rigors, dehydration, hypotension and/or acute renal
insufficiency or pre-renal origin in subjects with normal baseline renal function. The onset of these
serious non-infectious febrile events was typically within the first month of therapy. Patients with
serious non-infectious febrile events responded well to dose interruption and/or dose reduction and
supportive care (see sections 4.2 and 4.4).

Hepatic events

Hepatic adverse events have been reported in clinical trials with dabrafenib in combination with
trametinib. Please refer to the trametinib SmPC.

Hypertension

Elevations in blood pressure have been reported in association with dabrafenib in combination with
trametinib, 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.

Arthralgia

Arthralgia was reported very commonly in the integrated safety population of dabrafenib monotherapy
(25%) and dabrafenib in combination with trametinib (26%) although these were mainly Grade 1 and
2 in severity with Grade 3 occurring uncommonly (<1%) and no Grade 4 occurrences being reported.

Hypophosphataemia

Hypophosphataemia has been reported commonly in the integrated safety population of dabrafenib
monotherapy (7%) and of dabrafenib in combination with trametinib (4%). It should be noted that
approximately half of these occurrences with dabrafenib monotherapy (4%) and 1% with dabrafenib in
combination with trametinib were Grade 3 in severity.

Pancreatitis

Pancreatitis has been reported in dabrafenib monotherapy and in combination with trametinib.
Unexplained abdominal pain should be promptly investigated to include measurement of serum
amylase and lipase. Patients should be closely monitored when re-starting dabrafenib after an episode
of pancreatitis (see section 4.4).

Renal failure

Renal failure due to pyrexia-associated pre-renal azotaemia or granulomatous nephritis was
uncommon; however dabrafenib has not been studied in patients with renal insufficiency (defined as

creatinine >1.5 x ULN). Caution should be used in this setting (see section 4.4).

Special populations

Elderly

Of the total number of patients in the integrated safety population of dabrafenib monotherapy (n=578),
22% were 65 years of age and older, and 6% were 75 years of age and older. Compared with younger
subjects (<65), more subjects >65 years old had adverse reactions that led to study drug dose
reductions (22% versus 12%) or interruptions (39% versus 27%). In addition, older patients
experienced more serious adverse reactions compared to younger patients (41% versus 22%). No
overall differences in efficacy were observed between these subjects and younger subjects.

In the integrated safety population of dabrafenib in combination with trametinib (n=641), 180 patients
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(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.

4.9 Overdose

There is no specific treatment for an overdose of dabrafenib. 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: LO1XE23

Mechanism of action

Dabrafenib is an inhibitor of RAF kinases. Oncogenic mutations in BRAF lead to constitutive
activation of the RAS/RAF/MEK/ERK pathway. BRAF mutations have been identified at a high
frequency in specific cancers, including approximately 50% of melanoma. The most commonly
observed BRAF mutation is V600OE which accounts for approximately 90% of the BRAF mutations
that are seen in melanoma.

Preclinical data generated in biochemical assays demonstrated that dabrafenib inhibits BRAF kinases
with activating codon 600 mutations (Table 5).

Table 5 Kinase inhibitory activity of dabrafenib against RAF kinases

Kinase Inhibitory concentration 50 (nM)
BRAF V600E 0.65
BRAF V600K 0.50
BRAF V600D 1.8
BRAF WT 3.2
CRAF WT 5.0

Dabrafenib demonstrated suppression of a downstream pharmacodynamic biomarker (phosphorylated
ERK) and inhibited cell growth of BRAF V600 mutant melanoma cell lines, in vitro and in animal
models.

In subjects with BRAF V600 mutation positive melanoma, administration of dabrafenib resulted in
inhibition of tumour phosphorylated ERK relative to baseline.

Combination with trametinib

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. 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 dabrafenib with trametinib 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 dabrafenib or combination with trametinib, patients must have BRAF V600 mutation-
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positive tumour status confirmed by a validated test. In the Phase II and III clinical trials, screening for
eligibility required central testing for BRAF V600 mutation using a BRAF mutation assay conducted
on the most recent tumour sample available. Primary tumour or tumour from a metastatic site was
tested with an investigational use only assay (IUO). The IUO is an allele-specific polymerase chain
reaction (PCR) assay performed on DNA extracted from formalin-fixed paraffin-embedded (FFPE)
tumour tissue. The assay was specifically designed to differentiate between the V60OE and V600K
mutations. Only subjects with BRAF V600E or V600K mutation positive tumours were eligible for
study participation.

Subsequently, all patient samples were re-tested using the bioMerieux (bMx) THxXID BRAF validated
assay, which has CE marking. 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%.

Clinical efficacy and safety

Melanoma

. Dabrafenib in combination with trametinib

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 I/II study.

MEK115306 (COMBI-d):

MEK115306 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 I1IC) 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).

20



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% CI) 0.71 (0.55, 0.92)
Stratified Log-Rank P-Value 0.011

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).
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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 9.3 8.8 11.0 8.8
(months) (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

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

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

Adjusted Hazard Ratio (95% CI)

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 dabrafenib with trametinib 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. 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).

) Dabrafenib monotherapy

The efficacy of dabrafenib in the treatment of adult patients with BRAF V600 mutation positive
unresectable or metastatic melanoma has been evaluated in 3 studies (BRF113683 [BREAK-3],
BRF113929 [BREAK-MB], and BRF113710 [BREAK-2]) including patients with BRAF V600E
and/or V600K mutations.

Included in these studies were in total 402 subjects with BRAF V600E and 49 subjects with BRAF
V600K mutation. Patients with melanoma driven by BRAF mutations other than V600E were
excluded from the confirmatory trial and with respect to patients with the V600K mutation in single
arm studies the activity appears lower than in V60OE tumours.

No data is available in patients with melanoma harbouring BRAF V600 mutations others than V600OE
and V600K. Efficacy of dabrafenib in subjects previously treated with a protein kinase inhibitor has
not been investigated.

Previously untreated patients (Results from the Phase |11 study [BREAK-3])

The efficacy and safety of dabrafenib were evaluated in a Phase III randomised, open-label study
[BREAK 3] comparing dabrafenib to dacarbazine (DTIC) in previously untreated patients with BRAF
V600E mutation positive advanced (unresectable Stage III) or metastatic (Stage [V) melanoma.
Patients with melanoma driven by BRAF mutations other than V600OE were excluded.

The primary objective for this study was to evaluate the efficacy of dabrafenib compared to DTIC with
respect to PFS per investigator assessment. Patients on the DTIC arm were allowed to cross over to
dabrafenib after independent radiographic confirmation of initial progression. Baseline characteristics
were balanced between treatment groups. Sixty percent of patients were male and 99.6% were
Caucasian; the median age was 52 years with 21% of patients being >65 years, 98.4% had ECOG
status of 0 or 1, and 97% of patients had metastatic disease.

At the pre-specified analysis with a 19 December 2011 data cut, a significant improvement in the
primary endpoint of PFS (HR=0.30; 95% Cl1 0.18, 0.51; p < 0.0001) was achieved. Efficacy results
from the primary analysis and a post-hoc analysis with 6-months additional follow up are summarised
in Table 8. OS data from a further post-hoc analysis based on a 18 December 2012 data cut are shown
in Figure 3.
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Table 8 Efficacy in previously untreated patients (BREAK-3 Study, 25 June 2012)

Data as of Data as of
December 19, 2011 June 25, 2012
Dabrafenib DTIC Dabrafenib DTIC
N=187 N=63 N=187 N=63
Progression-free survival
Median, months 5.1(4.9,6.9) 2.7(1.5,3.2) 6.9 (5.2,9.0) 2.7(1.5,3.2)
(95% CI)
HR (95% CI) 0.30 (0.18,0.51) 0.37 (0.24, 0.58)
P <0.0001 P <0.0001
Overall response®
% (95% CI) | 53(45.5,60.3) | 19(10.2,30.9) | 59(51.4,66.0) | 24(14,36.2)
Duration of response
Median, months N=99 N=12 N=110 N=15
(95% CI) 5.6 (4.8, NR) NR (5.0, NR) 8.0 (6.6, 11.5) 7.6 (5.0,9.7)

Abbreviations: CI: confidence interval; DTIC: dacarbazine; HR: hazard ratio; NR: not reached
? Defined as confirmed complete + partial response.

As of 25 June 2012 cut-off, thirty five subjects (55.6%) of the 63 randomised to DTIC had crossed
over to dabrafenib and 63% of subjects randomised to dabrafenib and 79% of subjects randomised to
DTIC had progressed or died. Median PFS after cross-over was 4.4 months.

Table 9 Survival data from the primary analysis and post-hoc analyses
Cut-off date Treatment Number of Hazard Ratio (95% CI)
deaths (%)

dabrafenib 21 (11%) ’

June 25,2012 DTIC 21 (33%) 0.75 (0.44, 1.29) (a)
dabrafenib 55 (29%) ’

December 18,2012 | DTIC 28 (44%) 0.76 (0.48, 1.21) (a)
dabrafenib 78 (42%) A

@ Patients were not censored at the time of cross-over

OS data from a further post-hoc analysis based on the 18 December 2012 data cut demonstrated a 12-
month OS rate of 63% and 70% for DTIC and dabrafenib treatments, respectively.
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Figure 3 Kaplan-Meier curves of overall survival (BREAK-3) (18 December 2012)
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Patients with brain metastases (Results from the Phase Il study (BREAK-MB)

BREAK-MB was a multicentre, open-label, two-cohort, Phase II study designed to evaluate the
intracranial response of dabrafenib in subjects with histologically confirmed (Stage [V) BRAF-
mutation positive (V600OE or V600K) melanoma metastatic to the brain. Subjects were enrolled into
Cohort A (subjects with no prior local therapy for brain metastasis) or Cohort B (subjects who
received prior local therapy for brain metastasis).

The primary endpoint of the study was overall intracranial response rate (OIRR) in the V600E patient

population, as assessed by investigators. The confirmed OIRR and other efficacy results per
investigator assessment are presented in Table 10.
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Table 10  Efficacy data in patients with brain metastases (BREAK-MB Study)

All Treated Subjects Population

BRAF V600E (Primary) BRAF V600K
Cohort A Cohort B Cohort A Cohort B
N=74 N=65 N=15 N=18

Overall intracranial response rate,% (95% CI)*

39% (28.0, 51.2) 31% (19.9,43.4) | 7% (0.2,31.9) | 22% (6.4, 47.6)

P <0.001° P <0.001°
Duration of intracranial response, median, months (95% CI)
N=29 N=20 N=1 N=4
4.6 (2.8, NR) 6.5 (4.6, 6.5) 2.9 (NR, NR) 3.8 (NR, NR)

Overall response,% (95% CI)?

| 38%(26.8,49.9) | 31%(19.9,43.4) | 0(0,21.8) | 28%(9.7,53.5)

Duration of response, median, months (95% CI)

N=28 N=20 NA N=5
5.1 (3.7,NR) 4.6 (4.6, 6.5) 3.1 (2.8, NR)
Progression-free survival, median, months (95% CI)
| 3.7 (3.6, 5.0) | 38(3.6,55 | 19(0.7,3.7) | 3.6(18,5.2)
Overall survival, median, months (95% CI)
Median, months | 7.6 (5.9, NR) | 72(9,NR) | 3.7(1.6,52) | 50(3.5,NR)
Abbreviations: CI: confidence interval; NR: not reached; NA: not applicable

a Confirmed response.

b This study was designed to support or reject the null hypothesis of OIRR <10% (based on historical
results) in favour of the alternative hypothesis of OIRR > 30% in BRAF V600E mutation positive
subjects.

Patients who were previously untreated or failed at least one prior systemic therapy (Results from the
Phase Il [BREAK-2])

BRF113710 (BREAK-2) was a multicentre, single-arm study that enrolled 92 subjects with metastatic
melanoma (Stage [V) with confirmed BRAF V600E or V600K mutation-positive melanoma.

The investigator assessed confirmed response rate in patients with BRAF V600E metastatic melanoma
(n=76) was 59% (95% CI: 48.2, 70.3) and the median DoR was 5.2 months (95% CI: 3.9, not
calculable) based on a median follow-up time of 6.5 months. In patients with BRAF V600K mutation
positive metastatic melanoma (n=16) the response rate was 13% (95% CI: 0.0, 28.7) with a median
DoR of 5.3 months (95% CI: 3.7, 6.8). Although limited by the low number of patients, median OS
appeared consistent with data in patients with BRAF V600E positive tumours.

Non-small cell lung cancer

Study BRF113928

The efficacy and safety of dabrafenib in combination with trametinib was studied in a Phase II,
three-cohort, multicentre, non-randomised and open-label study in which patients with stage IV 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.

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.
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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 11). The efficacy of the combination with
trametinib was superior when indirectly compared to dabrafenib monotherapy in Cohort A.

Table 11 ~ 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 1 (%) (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

QT prolongation

Worst-case QTc¢ prolongation of >60 millisecond (msec) was observed in 3% of dabrafenib-treated
subjects (one >500 msec in the integrated safety population). In the Phase III study MEK 115306 no
patients treated with trametinib in combination with dabrafenib had worst-case QTcB prolongation to
>500 msec; QTcB was increased more than 60 msec from baseline in 1% (3/209) of patients. In the
Phase III study MEK 116513 four patients (1%) treated with trametinib in combination with dabrafenib
had a QTcB Grade 3 increase (>500 msec). Two of these patients had a QTcB Grade 3 increase

(>500 msec) that was also an increase >60 msec from baseline.

The potential effect of dabrafenib on QT prolongation was assessed in a dedicated multiple dose QT
study. A supratherapeutic dose of 300 mg dabrafenib twice daily was administered in 32 subjects with
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BRAF V600 mutation-positive tumours. No clinically relevant effect of dabrafenib or its metabolites
on the QTc interval was observed.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
dabrafenib in one or more subsets of the paediatric population in melanoma and solid malignant
tumours (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption

Dabrafenib is absorbed orally with median time to achieve peak plasma concentration of 2 hours post-
dose. Mean absolute bioavailability of oral dabrafenib is 95% (90% CI: 81, 110%). Dabrafenib
exposure (Cmax and AUC) increased in a dose proportional manner between 12 and 300 mg following
single-dose administration, but the increase was less than dose-proportional after repeat twice daily
dosing. A decrease in exposure was observed with repeat dosing, likely due to induction of its own
metabolism. Mean accumulation AUC Day 18/Day 1 ratios was 0.73. Following administration of

150 mg twice daily, geometric mean Cmax, AUC(0-1) and predose concentration (Ct) were 1478 ng/ml,
4341 ng*hr/ml and 26 ng/ml, respectively.

Administration of dabrafenib with food reduced the bioavailability (Cmax and AUC decreased by 51%
and 31% respectively) and delayed absorption of dabrafenib capsules when compared to the fasted
state.

Distribution

Dabrafenib binds to human plasma protein and is 99.7% bound. The steady-state volume of
distribution following intravenous microdose administration is 46 L.

Biotransformation

The metabolism of dabrafenib is primarily mediated by CYP2C8 and CYP3A4 to form hydroxy-
dabrafenib, which is further oxidised via CYP3A4 to form carboxy-dabrafenib. Carboxy-dabrafenib
can be decarboxylated via a non-enzymatic process to form desmethyl-dabrafenib. Carboxy-
dabrafenib is excreted in bile and urine. Desmethyl-dabrafenib may also be formed in the gut and
reabsorbed. Desmethyl-dabrafenib is metabolised by CYP3A4 to oxidative metabolites. Hydroxy-
dabrafenib terminal half-life parallels that of parent with a half-life of 10 hrs while the carboxy- and
desmethyl-metabolites exhibited longer half-lives (21-22 hours). Mean metabolite to parent AUC
ratios following repeat-dose administration were 0.9, 11 and 0.7 for hydroxy-, carboxy-, and
desmethyl-dabrafenib, respectively. Based on exposure, relative potency, and pharmacokinetic
properties, both hydroxy- and desmethyl-dabrafenib are likely to contribute to the clinical activity of
dabrafenib while the activity of carboxy-dabrafenib is not likely to be significant.

Dabrafenib is a substrate of human P-glycoprotein (Pgp) and murine BCRP in vitro. However, these
transporters have minimal impact on dabrafenib oral bioavailability and elimination and the risk for
clinically relevant drug-drug interactions with inhibitors of Pgp or BCRP is low. Neither dabrafenib
nor its 3 main metabolites were demonstrated to be inhibitors of Pgp in vitro.

Although dabrafenib and its metabolites, hydroxy-dabrafenib, carboxy-dabrafenib and
desmethyl-dabrafenib, were inhibitors of human organic anion transporter (OAT) 1 and OAT3

in vitro, the risk of a drug-drug interaction is minimal based on clinical exposure.

Elimination

Terminal half-life of dabrafenib following an intravenous single microdose is 2.6 hours. Dabrafenib
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terminal half-life after a single oral dose is 8 hours due to absorption-limited elimination after oral
administration (flip-flop pharmacokinetics). IV plasma clearance is 12 I/hr.

After an oral dose, the major route of elimination of dabrafenib is metabolism, mediated via CYP3A4
and CYP2CS8. Dabrafenib related material is excreted primarily in faeces, with 71% of an oral dose

recovered in faeces; 23% of the dose was recovered in urine in the form of metabolites only.

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 dabrafenib oral
clearance. In addition, mild hepatic impairment as defined by bilirubin and AST did not have a
significant effect on dabrafenib metabolite plasma concentrations. No data are available in patients
with moderate to severe hepatic impairment. As hepatic metabolism and biliary secretion are the
primary routes of elimination of dabrafenib and its metabolites, administration of dabrafenib should be
undertaken with caution in patients with moderate to severe hepatic impairment (see section 4.2).

Renal impairment

A population pharmacokinetic analysis suggests that mild renal impairment does not affect oral
clearance of dabrafenib. Although data in moderate renal impairment are limited these data may
indicate no clinically relevant effect. No data are available in subjects with severe renal impairment
(see section 4.2).

Elderly

Based on the population pharmacokinetic analysis, age had no significant effect on dabrafenib
pharmacokinetics. Age greater than 75 years was a significant predictor of carboxy- and desmethyl-
dabrafenib plasma concentrations with a 40% greater exposure in subjects >75 years of age, relative to
subjects <75 years old.

Body weight and gender

Based on the population pharmacokinetic analysis, gender and weight were found to influence
dabrafenib oral clearance; weight also impacted oral volume of distribution and distributional
clearance. These pharmacokinetic differences were not considered clinically relevant.

Race
The population pharmacokinetic analysis showed no significant differences in the pharmacokinetics of
dabrafenib between Asian and Caucasian patients. There are insufficient data to evaluate the potential

effect of other races on dabrafenib pharmacokinetics.

Paediatric population

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

5.3 Preclinical safety data
Carcinogenicity studies with dabrafenib have not been conducted. Dabrafenib was not mutagenic or
clastogenic using in Vitro tests in bacteria and cultured mammalian cells, and an in vivo rodent

micronucleus assay.

In combined female fertility, early embryonic and embryo-foetal development studies in rats numbers
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of ovarian corpora lutea were reduced in pregnant females at 300 mg/kg/day (approximately 3 times
human clinical exposure based on AUC), but there were no effects on oestrous cycle, mating or
fertility indices. Developmental toxicity including embryo-lethality and ventricular septal defects and
variation in thymic shape were seen at 300 mg/kg/day, and delayed skeletal development and reduced
foetal body weight at >20 mg/kg/day (=0.5 times human clinical exposure based on AUC).

Male fertility studies with dabrafenib have not been conducted. However, in repeat dose studies,
testicular degeneration/depletion was seen in rats and dogs (>0.2 times the human clinical exposure
based on AUC). Testicular changes in rat and dog were still present following a 4-week recovery
period (see section 4.6).

Cardiovascular effects, including coronary arterial degeneration/necrosis and/or haemorrhage, cardiac
atrioventricular valve hypertrophy/haemorrhage and atrial fibrovascular proliferation were seen in
dogs (=2 times clinical exposure based on AUC). Focal arterial/perivascular inflammation in various
tissues was observed in mice and an increased incidence of hepatic arterial degeneration and
spontaneous cardiomyocyte degeneration with inflammation (spontaneous cardiomyopathy) was
observed in rats (>0.5 and 0.6 times clinical exposure for rats and mice respectively). Hepatic effects,
including hepatocellular necrosis and inflammation, were observed in mice (>0.6 times clinical
exposure). Bronchoalveolar inflammation of the lungs was observed in several dogs at >20 mg/kg/day
(>9 times human clinical exposure based on AUC) and was associated with shallow and/or laboured
breathing.

Reversible haematological effects have been observed in dogs and rats given dabrafenib. In studies of
up to 13 weeks, decreases in reticulocyte counts and/or red cell mass were observed in dogs and rats
(=10 and 1.4 times clinical exposure, respectively).

In juvenile toxicity studies in rats, effects on growth (shorter long bone length), renal toxicity (tubular
deposits, increased incidence of cortical cysts and tubular basophilia and reversible increases in urea
and/or creatinine concentrations) and testicular toxicity (degeneration and tubular dilation) were
observed (>0.2 times adult human clinical exposure based on AUC).

Dabrafenib was phototoxic in an in vitro mouse fibroblast 3T3 Neutral Red Uptake (NRU) assay and
in vivo at doses >100 mg/kg (>44 times clinical exposure based on Cmax) in an oral phototoxicity study

in hairless mice.

Combination with trametinib

In a study in dogs in which trametinib and dabrafenib were given in combination for 4 weeks, signs of
gastrointestinal 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.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule content
Microcrystalline cellulose

Magnesium stearate
Colloidal silicone dioxide

Capsule shell
Red iron oxide (E172)

Titanium dioxide (E171)
Hypromellose (E464)
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Printing ink:

Black iron oxide (E172)

Shellac

Propylene glycol

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Opaque white high density polyethylene (HDPE) bottle with polypropylene screw cap and a silica gel
desiccant.

Each bottle contains either 28 or 120 hard capsules

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)
Tafinlar 50 mg hard capsules

EU/1/13/865/001
EU/1/13/865/002

Tafinlar 75 mg hard capsules
EU/1/13/865/003
EU/1/13/865/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

26 August 2013

10. DATE OF REVISION OF THE TEXT
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Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX II
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
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A. MANUFACTURERS RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers responsible for batch release

GLAXO WELLCOME, S.A.

Avda. Extremadura, 3, Pol. Ind. Allendeduero
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 [: 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;

. 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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o Additional risk minimisation measures
Not applicable.
. Obligation to conduct post-authorisation measures

Not applicable.
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING

38



PARTICULARS TO APPEAR ON THE OUTER PACKAGING AND THE IMMEDIATE
PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Tafinlar 50 mg hard capsules
dabrafenib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains dabrafenib mesilate equivalent to 50 mg dabrafenib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Capsule, hard

28 capsules
120 capsules

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

Contains desiccant, do not remove or eat.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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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/1/13/865/001 28 capsules
EU/1/13/865/002 120 capsules

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

tafinlar 50 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 OUTER PACKAGING AND THE IMMEDIATE
PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Tafinlar 50 mg capsules
dabrafenib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains dabrafenib mesilate equivalent to 50 mg dabrafenib.

| 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Capsule, hard

28 capsules
120 capsules

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

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/13/865/001 28 capsules
EU/1/13/865/002 120 capsules

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 AND THE IMMEDIATE
PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Tafinlar 75 mg hard capsules
dabrafenib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains dabrafenib mesilate equivalent to 75 mg dabrafenib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Capsule, hard

28 capsules
120 capsules

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

Contains desiccant, do not remove or eat.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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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/1/13/865/003 28 capsules
EU/1/13/865/004 120 capsules

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

tafinlar 75 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 OUTER PACKAGING AND THE IMMEDIATE
PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Tafinlar 75 mg capsules
dabrafenib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains dabrafenib mesilate equivalent to 75 mg dabrafenib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Capsule, hard

28 capsules
120 capsules

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
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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/1/13/865/003 28 capsules
EU/1/13/865/004 120 capsules

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

Tafinlar 50 mg hard capsules
Tafinlar 75 mg hard capsules
dabrafenib

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, pharmacist or nurse.

- This medicine has been prescribed for you only. Don’t 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, pharmacist or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Tafinlar is and what it is used for

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

4, Possible side effects

5. How to store Tafinlar

6. Contents of the pack and other information

1. What Tafinlar is and what it is used for

Tafinlar is a medicine that contains the active substance dabrafenib. It is used either on its own or in
combination with another medicine containing trametinib in adults to treat a type of skin cancer called
melanoma that has spread to other parts of the body, or cannot be removed by surgery. Tafinlar in
combination with trametinib 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 Tafinlar

Tafinlar 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 Tafinlar and trametinib,
read the trametinib 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 Tafinlar:

o if you are allergic to dabrafenib 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 Tafinlar. Your doctor needs to know if you:
o have any liver problems.

o have or have ever had any kidney problems.
Your doctor may take blood samples to monitor your liver and kidney function while you are
taking Tafinlar.

o have had a different type of cancer other than melanoma or NSCLC, as you may be at

greater risk of developing other skin and non-skin cancers when taking Tafinlar.

Before you take Tafinlar in combination with trametinib your doctor also needs to know if you:

o have heart problems such as heart failure or problems with the way your heart beats.

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 leakage (chorioretinopathy).

o have any lung or breathing problems, including difficulty in breathing often accompanied by a
dry cough, shortness of breath and fatigue.

o have or have had any gastrointestinal problems such as diverticulitis (inflamed pouches in the

colon) or metastases to the gastrointestinal tract.
Check with your doctor if you think any of these may apply to you.
Conditions you may need to look out for

Some people taking Tafinlar develop other conditions, which can be serious. You need to know about
important signs and symptoms to look out for while you’re taking this medicine. Some of these
symptoms (bleeding, fever, changes to your skin and eye problems) are briefly mentioned in this
section, but more detailed information is found in section 4, “Possible side effects”.

Bleeding

Taking Tafinlar in combination with trametinib 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:

- 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 Tafinlar or the combination of Tafinlar and trametinib 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
Tafinlar can cause heart problems, or make existing heart problems worse (see also “Heart conditions”
in section 4), in people taking Tafinlar in combination with trametinib.

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 Tafinlar in combination with trametinib. 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.
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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).

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).

Tafinlar when given in combination with trametinib can cause eye problems including blindness.
Trametinib 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.

=>  Read the information about fever, changes in your skin and eye problems in section 4 of
this leaflet. Tell your doctor, pharmacist or nurse if you get any of the signs and symptoms
listed.

Liver problems

Tafinlar in combination with trametinib 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

Muscle pain

Tafinlar in combination with trametinib can result in the breakdown of muscle (rhabdomyolysis). Tell
your doctor as soon as possible if you get any of these symptoms.

- muscle pain

- dark urine due to kidney damage

If necessary, your doctor may decide to interrupt your treatment or to stop it altogether.

Hole in the stomach or intestine (perforation)
Taking the combination of Tafinlar and trametinib 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
Tafinlar is not recommended for children and adolescents. The effects of Tafinlar in people younger
than 18 years old are not known.

Other medicines and Tafinlar

Before starting treatment, tell your doctor, pharmacist or nurse if you are taking, have recently taken
or might take any other medicines. This includes medicines obtained without a prescription.
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Some medicines may affect how Tafinlar works, or make it more likely that you will have side effects.
Tafinlar can also affect how some other medicines work. These include:

2>

birth control medicines (contraceptives) containing hormones, such as pills, injections, or
patches

warfarin and acenocoumarol, medicines used to thin the blood

digoxin, used to treat heart conditions

medicines to treat fungal infections, such as ketoconazole, itraconazole, voriconazole and
posaconazole

some calcium channel blockers, used to treat high blood pressure, such as diltiazem,
felodipine, nicardipine, nifedipine or verapamil

medicines to treat cancer, such as cabazitaxel

some medicines to lower fat (lipids) in the blood stream, such as gemfibrozil

some medicines used to treat certain psychiatric conditions, such as haloperidol

some antibiotics, such as clarithromycin, doxycyline and telithromycin

some medicines for tuberculosis (TB), such as rifampicin

some medicines that reduce cholesterol levels, such as atorvastatin and simvastatin

some immunosuppressants, such as cyclosporin, tacrolimus and sirolimus

medicines that reduce stomach acid such as omeprazole

some anti-inflammatory medicines, such as dexamethasone and methylprednisolone
some medicines to treat HIV, such as ritonavir, amprenavir, indinavir, darunavir, delavirdine,
efavirenz, fosamprenavir, lopinavir, nelfinavir, tipranavir, saquinavir and atazanavir

some medicines used for pain relief, such as fentanyl and methadone

medicines to treat seizures (epilepsy), such as phenytoin, phenobarbital, primidone, valproic
acid or carbamazepine

antidepressant medicines such as nefazodone and the herbal medicine St John’s wort
(Hypericum perforatum)

Tell your doctor, pharmacist or nurse if you are taking any of these (or if you are not sure).
Your doctor may decide to adjust your dose.

Keep a list of the medicines you take, so you can show it to your doctor, pharmacist or nurse.

Pregnancy, breast-feeding and fertility
Tafinlar is not recommended during pregnancy.

If you are pregnant, think you may be pregnant or are planning to have a baby, ask your doctor,
pharmacist or nurse for advice before taking this medicine. Tafinlar is not recommended during
pregnancy, since it may potentially harm an unborn baby.

If you are a woman who could become pregnant you must use a reliable birth control method
while you are taking Tafinlar and for 4 weeks after you stop taking it and for 4 months
following the last dose of trametinib when given in combination with Tafinlar.

Birth control medicines containing hormones (such as pills, injections or patches) may not work
as well while you are taking Tafinlar or combination treatment (Tafinlar as well as trametinib).
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, pharmacist
or nurse for advice.

If you do become pregnant while you are taking this medicine, tell your doctor immediately.

Tafinlar is not recommended while breast-feeding.

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

If you are breast-feeding, or planning to breast-feed, you must tell your doctor. You and your doctor
will decide if you will take this medicine or breast-feed.

Fertility — both men and women

Animal studies have shown that the active substance dabrafenib may permanently reduce male
fertility. In addition, men who are taking Tafinlar may have a reduced sperm count and their sperm
count may not return to normal levels after they stop taking this medicine.
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Prior to starting treatment with Tafinlar, talk to your doctor about options to improve your chances to
have children in the future.

Taking Tafinlar with trametinib: trametinib may impair fertility in both men and women.

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

Driving and using machines

Tafinlar can have side effects that may affect your ability to drive or use machines.

Avoid driving or using machines if you have problems with your vision or if you feel tired or weak, or
if your energy levels are low.

Descriptions of these effects can be found in sections 2 and 4.

Discuss with your doctor, pharmacist or nurse 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 Tafinlar

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

How much to take

The usual dose of Tafinlar either used alone or in combination with trametinib is two 75 mg capsules
twice a day (corresponding to a daily dose of 300 mg). The recommended dose of trametinib, when
used in combination with Tafinlar, is 2 mg once a day.

Your doctor may decide that you should take a lower dose if you get side effects.
Tafinlar are also available as 50 mg capsules if a dose reduction is recommended.

Don’t take more Tafinlar than your doctor has recommended, since this may increase the risk of
side effects.

How to take it
Swallow the capsules whole with water, one after the other.

Don’t chew or crush the capsules, since they will otherwise lose their effect.

Take Tafinlar twice a day, on an empty stomach. This means that
o after taking Tafinlar, you must wait at least 1 hour before eating, or
o after eating, you must wait at least 2 hours before taking Tafinlar.

Take Tafinlar in the morning and evening, about 12 hours apart. Take your morning and evening doses
of Tafinlar at the same times every day. This will increase the chance of remembering to take the
capsules.

Don’t take the morning and evening doses of Tafinlar at the same time.

If you take more Tafinlar than you should

If you take too many capsules of Tafinlar, contact your doctor, pharmacist or nurse for advice. If
possible, show them the Tafinlar pack with this leaflet.

If you forget to take Tafinlar

If the missed dose is less than 6 hours late, take it as soon as you remember.

If the missed dose is more than 6 hours late, skip that dose and take your next dose at the usual time.
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Then carry on taking your capsules at regular times as usual.
Do not take a double dose to make up for a missed dose.

If you stop taking Tafinlar
Take Tafinlar for as long as your doctor recommends. Do not stop unless your doctor, pharmacist or
nurse advises you to.

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

How should you take Tafinlar in combination with trametinib

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

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

o Take Tafinlar and trametinib 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 Tafinlar or trametinib, 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 6 hours to your next scheduled dose of Tafinlar, which is taken twice
daily.

o] If it is less than 12 hours to your next scheduled dose of trametinib, which is taken once
daily.

o If you take too much Tafinlar or trametinib, immediately contact your doctor, nurse or
pharmacist. Take Tafinlar capsules and trametinib tablets with you when possible. If possible,
show them the Tafinlar and trametinib pack with each leaflet.

o If you get side effects your doctor may decide that you should take lower doses of Tafinlar and /
or trametinib. Take the doses of Tafinlar and trametinib exactly as your doctor, nurse or
pharmacist tells you.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.

Possible side effects in patients taking Tafinlar alone

Possible serious side effects

Bleeding problems

Tafinlar can cause serious bleeding problems, especially in your brain when taken in combination with

trametinib. 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

Fever

Taking Tafinlar may cause fever in more than 1 in 10 people. Tell your doctor, pharmacist or nurse
immediately if you get a fever (temperature 38.5°C or above) while you are taking this medicine.
They will carry out tests to find out if there are other causes for the fever and treat the problem.

In some cases, people with fever may develop low blood pressure and dizziness. If the fever is severe,
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your doctor may recommend that you stop taking Tafinlar while they treat the fever with other
medicines. Once the fever is controlled, your doctor may recommend that you start taking Tafinlar
again,

Heart conditions

Tafinlar can affect how well your heart pumps blood when taken in combination with trametinib. 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 Tafinlar in combination with trametinib. Signs and symptoms of heart
problems include:

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.

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 1 in 10 people taking Tafinlar 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 Tafinlar can be continued without interruption.

Some people taking Tafinlar may also notice that new melanomas have appeared. These melanomas
are usually removed by surgery and treatment with Tafinlar can be continued without interruption.

Your doctor will check your skin before you start taking Tafinlar, 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, your neck, your mouth, your 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.

Check your skin regularly whilst taking Tafinlar
If you notice any of the following:

. new wart
o skin sore or reddish bump that bleeds or does not heal
o change of a mole in size or colour

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

Skin reactions (rash) can happen while taking Tafinlar in combination with trametinib. Talk to your
doctor if you get a skin rash while taking Tafinlar in combination with trametinib.

Eye problems

Up to 1 in 100 people taking Tafinlar alone or in combination with trametinib can develop an eye
problem called uveitis, which could damage your vision if it is not treated. Uveitis may develop
rapidly and the symptoms include:
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eye redness and irritation

blurred vision

eye pain

increased sensitivity to light

floating spots before the eyes

=  Contact your doctor, pharmacist or nurse immediately if you get these symptoms.

Tafinlar can cause eye problems when taken in combination with trametinib. Trametinib 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 Tafinlar in combination with trametinib
and while you are taking it. Your doctor may ask you to stop taking trametinib 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

=  Contact your doctor, pharmacist or nurse immediately if you get these symptoms.

It is very important to tell your doctor, pharmacist or nurse immediately if you develop these
symptoms, especially if you have a painful, red eye that does not clear up quickly. They may arrange
for you to see a specialist eye doctor for a complete eye examination.

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

Very common side effects (may affect more than 1 in 10 people):
Papilloma (a type of skin tumour which is usually not harmful)
Decreased appetite

Headache

Cough

Feeling sick (nausea), being sick (vomiting)

Diarrhoea

Thickening of the outer layers of the skin

Unusual hair loss or thinning

Rash

Reddening and swelling of the palms, fingers and soles of the feet (see “Changes in your skin”
earlier in section 4)

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

Fever (see “Fever” earlier in section 4)

Lack of energy

Chills

Feeling weak

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

o Skin effects including cutaneous squamous cell carcinoma (a type of skin cancer), wart-like
growths, skin tags, uncontrolled skin growths or lesions (basal cell carcinoma), dry skin, itching
or redness of skin, patches of thick, scaly, or crusty skin (actinic keratosis), skin lesions, skin
reddening, increased sensitivity of the skin to sun

o Constipation

o Flu-like illness

o Changes in how the heart pumps blood

Common side effects that may show up in your blood tests
o Low levels of phosphate (hypophosphataemia) in the blood
o Increase in blood sugar level (hyperglycaemia)
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Uncommon side effects (may affect up to 1 in 100 people):

New melanoma

Allergic reaction (hypersensitivity)

Inflammation of the eye (uveitis, see “Eye problems” earlier in section 4))
Inflammation of the pancreas (causing strong abdominal pain)
Inflammation of the fatty layer under the skin (panniculitis)

Kidney problems, kidney failure

Inflammation of kidneys

Side effects when Tafinlar and trametinib are taken together

When you take Tafinlar and trametinib 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 trametinib at the same time as Tafinlar.

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 trametinib 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 Tafinlar in combination with trametinib are as
follows:

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

o Infection of the urinary system

o Nasal and throat inflammation

o Decreased appetite

o Headache

o Dizziness

o High blood pressure (hypertension)

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

. Stomach ache

. Constipation

o Diarrhoea

o Feeling sick (nausea), being sick (vomiting)

o Rash, dry skin, itching, skin reddening

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

o Lack of energy, feeling weak

o Chills

o Swelling of the hands or feet (oedema peripheral)
o 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):

. 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),
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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

Unusual hair loss or thinning

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

Decrease in number of red blood cells (anaemia), blood platelets (cells that help blood to clot),
and a type of white blood cells (leukopenia)

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):

Appearance of new skin cancer (melanoma)

Skin tags

Allergic reactions (hypersensitivity)

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):

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, pharmacist or nurse. 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.
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5. How to store Tafinlar
Keep this medicine out of the sight and reach of children.

Do not take Tafinlar after the expiry date (EXP) which is stated on the bottle label and the carton. The
expiry date refers to the last day of that month.

This medicine does not require any special storage conditions.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Tafinlar contains

- The active substance is dabrafenib. Each hard capsule contains dabrafenib mesilate equivalent
to 50 mg or 75 mg of dabrafenib.

- The other ingredients are: microcrystalline cellulose, magnesium stearate, colloidal silicone
dioxide, red iron oxide (E172), titanium dioxide (E171), and hypromellose (E464). Further, the
capsules are printed with black ink that contains black iron oxide (E172) shellac and propylene
glycol.

What Tafinlar looks like and contents of the pack
Tafinlar 50 mg hard capsules are opaque dark red and imprinted with “GS TEW” and “50 mg”.
Tafinlar 75 mg hard capsules are opaque dark pink and imprinted with “GS LHF” and “75 mg”.

The bottles are opaque white plastic 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.

Tafinlar 50 mg and 75 mg hard capsules are available in packs containing 28 or 120 capsules. Not all
pack sizes may be marketed in your country.

Marketing Authorisation Holder
Novartis Europharm Limited
Frimley Business Park

Camberley GU16 7SR

United Kingdom

Manufacturer

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, Roonstra3e 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: +322 246 16 11 Tel: +370 5269 16 50
Bbbarapus Luxembourg/Luxemburg
Novartis Pharma Services Inc. Novartis Pharma N.V.

Tem: +359 2 489 98 28 Tél/Tel: +322 246 16 11
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Ceska republika Magyarorszag

Novartis s.r.0. Novartis Hungaria Kft. Pharma
Tel: +420 225 775 111 Tel.: +36 1 457 65 00
Danmark Malta

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\AGdo 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 Romania

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 1 260 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
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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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A% 2 B E COMOMRMITRET 5 Z &, ( [BEpEiE] o WH. RAICE=FRLv~7 GEfa##ex) & L, 1183 mgke
THZR) (KE) % 2 HME CARMEET 5,
3. ARHIBHIC BIER DR LA, TiookEr2S

Ziz, ZIK%IJ%M@\ Va0l iEF'J}:T'é Lo 2L, ARG | Bk - ARCEETAEA LoD
Wl (SORTORPLICH) SUIHT IRBORIEIAERAIEDE | (1) jesemeprmemeo MIROIR A I A R EIEEE OUrE . AAIO

U7 85E1213, AAREIBREE oY) 2 v 21T - 7= LT, v . g . e Lm0
. 1T THRERAEE ] OTHONR 28 L BT, B|IRT 5
IKIE, WA B T & TR < AR B = L1 CX B, % TR TR v e
W%‘W%&“*g%ﬁ (2) VESHEO TR ORI (DR LTS OB
1) -
NCI-CTCAE ™" = 0@ 1) AAOBRGHHT L, EERAETIE 1 EHE SRS LT3 mke
&% Grade HE YE 2 mgkg L 72D k5T, MBI, B, b

BEREE: Grade 2 | K3 AR X U o8l BAS E*Kﬁ&()\ﬁﬁ’f T1EREEE L
I3 Grade 3 Grade 1 DL F & CllRig, 1 B T3mghkg &7 KOICRLEREZREMD,

P & L CPe 5 & B 2) ARFNE. 1L ET CHRREEET L Z &,
Grade 4 B A G-k (3) AROEHIZHIe-oTE, A TA 7 4% — (02 X

T N E A R g =3 022 ym) ZEHT 52 L,

LW & S 7235 E810E, (4) MoPEMEESA] (A N A BRI EET) EofEHIZOW

Grade 1 LU T & Clg 1%, 1B T, BER OZEMEIIMESL LTV,

PR L C &5 & B

£ 1) NCI-CTCAE v4.0 IZ X Y Grade % H|E

FEREOR®R
BRI B 2 BEE
WG R 1[d 150 mg (1 H 2 [&])
1 BePi iRl 1[5 100mg (1 H 2 [8])
2 BePfE iR 18 75mg (1 H 2 [A])
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CTD 1.7 RERIME—ER DRB436
— 44 T HT5 T 2= AR =R~ 7 R Z)

Wroe4 X7 4T —57 &N 50mg, 75mg 77T — A R L 20 mg, 100 mg

L - HE 3 BePH A 18] 50mg (1 A 2[A])

(i) 4 BB R B 5.rp Ok

H2) HWERAEIC LY AEANERCEZLEAITIE, BERL
WD By 2 ok CHE R A]

BEE -+ R |. BRAF G T2 5% A 2 BB VIR AR e 72 Tk B 0 ARG B2 E: R o
2. BRAF EETE RG5O RIERET - RO | SR RREEST - FESOIE MRS
il AR BIR AR BE SRR O B B R

PR SUTEHAMED I A R % 2 ) il
ST IR 2 A3 0 B
IR AABSFIRIER S U 7R DI bR AN BE 20t A T - O B

P - BHRICEIET B A EOEHR P - BHRICBIET B A EOEHR

L o IR Y B B USRI C 1 B A & (1) UIMRAEZRIENT « MR OIS DA . AL FHRIEARTARE
0. BRAF M5 TERNHRSNEBE G TH L, B BB 2 AFNOAIINE R D% RMEIITESL L TR,
HICHoTE, KRS NEMAPIRZE D 2 8, (2) ARIAYIBRARE UL O B A DB & . (LRI AR RS

2. [HRRAE] OEONEZ I L. AFIOH MR 0% etk FOA b A 2 BHND B OWRHRIE 2 A+ % BH K 5 KA O
Z oI L7 BTG EE ORIREIT S 2 &, A INE R O BRI TRESE L TR,

3. AFIOWHMBL BT D HMER R SMTRTL | (3) BRULERES 26T 2HERHOBE, 77 FFlAx &t
TR, (LSRRI & B IRIRIE D 22 BT 5 AH O A Z0E R OV 4

PEIITESE L TUVVR U,

(4) MAACFFERITHEE UGB AGE R ET - BROF RO
B AEIO—IIBHE K O IRIGEIZI T 58 290 R OV 1
ST LTV,

(5) KRB FRIE B T 2 AR 22 M3~ LT
72N,

(6) BEMEREAE JENMEME, BlE, SRR o E
KL OSHSAE OW%E . THRAGRE) OTHONEZRM L, KHlO
FIMWER O 2% o I CB R LT B¢, IS ERHE OBREIT O
Z &,
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CTD 1.7 RiERINE—Ex

— 4 B BT 5T 2 =T A )VERE =R~ 7 (BisFHEHR)
Wroe4 X7 4T —57 &N 50mg, 75mg 77T — A R L 20 mg, 100 mg
A EOEE Z®E By

AANL, BAFFIC XIS TE D EBEMRICEBW T, 2BALTR
B 53 700008 « BRBRZFF SRR O b & T, AFIOFLG-HwEY) &
HIWT SN DIEBNZ SDWTOARKET 5 2 L, E7o, IBRFARICSE
B BEXIIEORBEAIER a2 ot L. [FE
ERThLRETH L,

#=

(KOBFIITELE Lisnwz &)

1. AREIORS SR UEEOE OB O & 2 B

2. R SUTIEIR L CWATFREED B AN (16, WEik. PER.
BRIFE~ORE) OHEBIR)

HERE

KOBEITEEICRST2L)

(1) 5Ll EoFHREREEEE URAIOBRE RN 5 He
ERH D, )

(2) EBXITZOBEREOH 2 B UERNEAT D BERMN
»5, ) (2. BERERNER) OHESR)

HELQERNER
(1) EEDBEFEZISRO S, EEOBUK, (KilE 2 5 5 @

1. AANT, BERFCHORETE ZERRICBW T, BALFRE
W5 ik - RRER A EROEM O S & T, AFI O 2 EE) & H
W SHDEBNCONWTOAREET D &, . IRERMGIZIST
b, BEXIIZOFEICHEIMER GEREEL HoHBA L, REE
BTro&EETDHI L,

2. RVEMHEERS S, SEICESTZEM L HRE SN THDD
T, PIMEER CEEDAL. PREURIREE, BEEK. JESTE) O K O
WX RO RS, BIEE+2IATI L, £, BENRD
SN AA OB G2 IR L, BT RERLVECFIORS
HOWMY I EEITO 2 &, ( MEERE) | TEEREARNE
Bl . TEXZFEEMR) OESMH)

E23s)

(KDOEBEIIFTHEG Lz &)

AHN DRI 5E LIsBUE OBEFERE D & 5 B

EEZEE

(ROBEITEEICEE T2 L)

(1) A CREREOEHUTEMERFT L ITFFEMED B SR iR Rk
EREDH 5B (HCRERENEES 2B Tth R H 5, ]

(2) HEMERRED B 5 BE XL OO & 5 B (HEMMEE
PEET D RTh D o5, ( TES) | THELREANER] |
THKZREIER] OHEZM)

(3) s hiiE (EsMlaBhEEZ5T) Db oEE RAOKREIC
K0 Bl A xS 2 HEAE SIS SUIRBAE ki TR BT 2 %
TNBH%, ]

HELQERNER

(1) AHO T HREECERICL Y . BEOCRESINCERT 2 &35
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CTD 1.7 RiERINE—Ex

DRB436

— 4 B BT 5T 2 =T A )VERE =R~ 7 (BisFHEHR)

Wroe4 X7 4T —57 &N 50mg, 75mg 77T — A R L 20 mg, 100 mg

A EOER HINTWDLDOT, BEDORELHSICBIEL, BENRD ZONDEA RRBOWER L OOV ERH D, BEE
(fex) DI EITI R, IRFECMEEA D4 572 L E ) 72 L& & ATV, BEIRD b NIHE I, BEORE SIS X DEIE

11792 &,

(2) BffiaE (RIEORT EREE) | #iic /e RIs e v B s
NHOLDONDZ ERH DD T, TG OIRRE % s
L2k, T, HEORFERRD ONEHAICE, NS
EEEEAE 2T L) BREEEETH L, (T4 BWEA
(WDEXRZEEH] OHEZ)

(3) BGUANDOEBRLICEMERESE N H Db Z ERHHOT, Bl
BE+5IITVO, BENSRO DNGEICE, @R AE A
7528, (T4, BIEREKRZENER] OHESHR)

(4) DARREOEEROLEENRD HDND 2 LRbDDT, KA
B GBARTICIT, BB O MEREL MERT D 2 &, AL |
W OHEIERE (b= a—%) 21TV, BEORE (E=X
BRHI=E (LVEF) OZEBA &) Z+mIclg2 L, BENED
LNTHAITIREE., REUFE S 2RI+ 572 8, @WYR
WEZITH 2 &, (T4 REROEXZEWER OES
i)

(5) &K (WELKEET) FORBRIREENRE ST
WHDT, EHIMICIROREOERAEMETHZ &, £z,
IR BH 2355880 LN HA I, EHOMICEREMEZ 22T
HEIBEERET L L,

(6)ALT (GPT) . AST (GOT) %D LH %5 IFHEREIEEN H
LbId I ENRHDDOT, ARFFGHILEHOI R
BTV, BEOREEZ HoICBETL 2L, (4. RIEA
(WEXZEWEM] OEZM)

HEEM

AHENL CYP2C8 KN 3A4 DIEF L7025, Fi=, AFNE CYP2CY K&
W3A4 ZFETHZENRENTND,

HAORBEZER L, WURENBEZ21T) 2 &, BEOREMKIS
WX BRIERR DN HEICIE., RIBRERLVE CHORESE
EEETLZ L, (TERREIWER) OEZBH)

(2) BIEMRRENH 5N DEZ ENHDEDT, AROFKGIZHIZ-
Tik, BRI (PRORRISEE, ngmik, J8E0SE) ORfesE K O X ##
MREOEMLE, BIBE+2ITH) 2 &, Fio, HEITE U THE
CT, MiE~—h—SohEr2EKTHZ &, ( [EE)  NEE
Beh) . TEXZREM] OEZBMH)

(3) HRRIMEREREEND S b Z &0 H 5 DT, AHIOH 5Bl M4
KO G I E R R re iR A (TSH., 07 T3, 7
T4 SOWE) 2EiT 52 &, AFIEEG I H RIS EEREE 2358
HONTEGEEIE, WURAEEITY 2L, ( TERREWER] ©
P ))

(4) TF7 4 FF%—, RBE B ZHFEE, B2, RilE, K
JE. R R #ESE % & e Infusion reaction 23 H N D Z ENH DD
T, ARFIOF 5T EEE D Infusion reaction (24 2. TEARIZ 4372
RO TE DA T2 LChed 22 &, 7, 2B HUBED
ARFIBEG-IEIZ Infusion reaction 23H HHOIND Z EHHHD T, KKl
BHEHRRORBNEGHETRIZIAA Z AV A U2 RET D/ E, &
HORREE 3 ICBIETHZ L, 728, Infusion reaction & 55 L
TS AT, £ TOMBEROERNERIZEET 5 E TEREEZ+
mEET sz L, (TEXRZRIER OERM]K)

HEEM
PERER
(DFAICERT D2 &)
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— M4 TR BT 7 2=T AR =R~ 7 Gl 1Hfz)
WrEs BT 4T —HT7 N 50mg, 75mg 77— R RRE 20 mg, 100 mg
A EOEE BrRER

i)

FAICERT D &)

5 2 e

KR4 % BIRER - B | 7 - ARE
ik F
CYP3A FHFEA] | AFOMAPRE | 245 DA
b hady— N EATHEBE | 2NCYP3A &
Ao GEn#Fny | WdHLH0T, ESD L
[E N D) CYP3A BHEMEA |12k, KAl
25y 2m~ DIRVEEF~D | OREAFHLE
A REEZZET D A, MR
U e &, RUERG | ERERTD
T CYP3APHE | BELLH
A& AANZDEH | B,
BT 25461
X, BEOIRHE
IR
L. BIfER O3
Bl - H9RICEE
T5HZ &,
( [Ewoke
DIHZR)
CYP2CS BLAEAI | AFIOMApHEE | 6 03H
BEAT 4T a WEFRTDEZ | 5 CYP2C8 %
U (HNE | WHDHOT, ESLZE
&) s CYP2C8 FHFEAE | I2 LV, AH
HoORWIEFI~ | OREBIDEE
OREFEZEST | S, mHE
52l RE | ERERTS
59" CYP2C8 B | B3 d
EH & AHEO | B
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—REIA B BT T7T2=T AR =R~ 7 (B Hkz)
Wroe4 X7 4T —57 &N 50mg, 75mg 77T — A R L 20 mg, 100 mg
A EOER ZiE, BEOR

(fex) [k N A =

L. ®IfEAD3E
Bl - BERRICIER

THZ L,
( [HmaEhne
DIESH)
CYP3A KX AFNOMmMPPRE | T b DEA
CYP2C8 A | SME T3 58% | 28 CYP3A K
VY nrHdHDT, X CYP2C8 %
Lm | CYPA RO FEIHZ L
- CYP2CR FHHEAE | I KV, Al
D720 HE~ | OfGEHMEE
ORFEEES | =4, MR
228, ([ | EMETTD
WEhiE] oS | AN D
i 5.
= I N A =N PN -7 YRR
SRR Zb gz kAL | B xak
o ikt | # e Vst /e ek SINEE)
#I HAFlomp | SRefFIyd
. PR L AN TAEN
2 ayHEi A2
L
CYP3A H'E CYP3AIZ X VR | AFIN
N #INHHA L | CYP3A %76
R 1 BT PER 258 HypZ il
() F = X, ThoodE | K, i
Fay .o | AOMPEREN | OFEH O
=JLTA KT KT L., Atk EEME T
MBI T D AEE | D ATREMEDY B
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DRB436

— 4 B BT 5T 2 =T A )VERE =R~ 7 (BisFHEHR)
Wroe4 X7 4T —57 &N 50mg, 75mg 77T — A R L 20 mg, 100 mg

(MT AF =T L OHFRFEO R

DA — L) PR 5, %
FxYP ALY ( [ZEwEhRE]
N DIEZ )
CYP2C9 #'% CYP2CO IC kv | AFIN
T TF Y R# SN H3EHAl | CYP2CY %75
s LRI 2856 | B9AZ LiC
= S Y75 F - I ) I W
FOM AR | OHH o
EFL, A% | BREMETT
MBI T D AIEE | D ATREMEDY B
PR 5, %
( [3EwEhRE]
DIEZR)
OATPIB1 ¥, 1} | OATPIBI K T® A DS
OATPIB3 #£2 | OATP1B3 DAE | OATP1IB1 &
HMG-CoA 855 | L7220 HHAI L ff | U OATP1B3
i 55 [ 2 AT 2%E1F. HRAET D D
(B A RAH hoodAlo | gk, Z
Fo) Ak MAREMN ER | 210 DFEAID
- THrEENRH | mPEEN
%5, ([GEp# | 358z h
] DIEER) NdHD,
BIYEA

BRAF V600E/K 25 58 % 4 9~ 5 #E1T FE i AR & OUR IR BIBR A BE 72
EHERAERTEEANRLE LIEAAE N7 AT =7 L oA
X BEWNE VI AREEREER (MEK116885 i&BR) (23T, 12 fijth
1261 (100%) IZERRBRAEERS 2E50RERAPRE SN, #
DOERLDOIE, FEE8HI (66.7%) . AST (GOT) Hhn, Kigtk
ES 6 ] (50.0%) TH-o7=,

BRAF V600E/K %8 5 2 454 % HRIBUIBRA 6 e ML SR (AR 8 2 )

BIVEHR

GRIGUIBRARE 2 M B AE)

EINH T AHRBR (ONO-4538-02 }2 OF 08 3BR) DL MEETMx 4 59
. 48 ] (81.4%) \ZEIWER (BREMREMER 25T B’RD LT,
FE72EWER (10%LL ) 3% 2 8E 16 il (27.1%) . EEE 11 4
(18.6%) . HUIRARBSHEASTE 11 6 (18.6%) . W N Y I —FRFmr=
WA 8B (13.6%) . HIMEREED 8 B (13.6%) . 1A TSH HE/n 7
Bl (11.9%) | HEBEY A o i 6 i (10.2%) . CRP #1 6 4
(102%) . %57 6 B (102%) M OMERIKL 6l (102%) TH-o7-,
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— R4 T BT75 7 2= AL VERE =R~ T (BlEHHZ)
Wroe4 X7 4T —57 &N 50mg, 75mg 77T — A R L 20 mg, 100 mg
s %L Lo I FHIR PR BR  (MEK 115306 48R K& 08 MEK 116513 | (FKERH)

() AR O R T AF=T7 L OPFRHEGRECIVT, 559 B 501 4 IR RERHEST + FES DI/ N i)

(89.6%) ZHERMRAEMET 2 E&CRWERANHE SN, Z0E
b DI, FEN2T1 B (48.5%) . FEFE 156 ] (27.9%) . W

126 5 (22.5%) ThHotz, OEKREE TOER)

BRAF V600E 2258 2 3 A UIBR AN AE 72 1T - B8 O I/ Nl it
BE RS L U EBILES AR RER (E2201 3RER) o ~F
AF =7 L OBAEERICEV T, 93 Hi 83 1] (89.2%) (&K
MAEMER Y 2 E8CREARHRE Sz, ZOERL DT, ¥ E 46
Bl (49.5%) . FEL 36 B (38.7%) . MEM- 25 5] (26.9%) . F2fF
g0 25 B (26.9%) Thotz, e ISR O—EIRKREFE T
DEEH

(A B B - 0D D

EINE 1 fEGARRER (BRF116056 #5k) 2R\ C, 12 il 12 4
(100%) ICHERMREMEE 25 RIERRZRE SN, T0ER
ok, BB, FE BEHES 6 B (50.0%) Thoiz,

BRAF V600E 75 52 & A1 9~ % ARIGUIBRASHE 72 M E A B R 2 6
& Lo N FREG PR SR BR  (BRF113683 akBR) DASHI| Bl % G
RN, 187 Bl 164 B (87.7%) (CHGRMRA MR % & fefIfE
A aniz, ZoERbOE, @Ak 63 Bl (33.7%) . K&
FLEAME 40 1 (21.4%) . BEJE 3761 (198%) TH-o7=, (KR
B E TOER)

ERZRER L OZ OMOFWEROBEEIZOWTIE, h T AT =
7 L OPFREORIVER 1334 R B (MEK115306 iR, KX
MEK116513 35 O E2201 3U8R) 12760 & | ARAIEMEE 5RO
BIVE I 3MEA R FABR  (BRF113683 #ER) ICES& L, =
2. IO DEEREABR TRD SN TWRWENERITBEE R E L
7o Tods. EANRBIERAORBMEEIX., T AF=7LOPH

B, AHIHEIh P SRFONAIZFE#E L 72,

EPNEE I AHRER (ONO-4538-05 J 8 06 #AER) D72 &MERTM x5 111 4
. 88 (79.3%) CEIWER (EERMAMEEE 251 NRD LT,
FE2RREA (10%LLE) 1358 16 i (14.4%) | U 16 5

(14.4%) . BHGHEE 16 B (14.4%) R O%Z 16 6l (14.4%) THo
Too  OKFEIE)

GRIGEIBRARRE XU M o0 B H )

EFR LR I AHRER (ONO-4538-03/CA209025 #AER) D72 &R A
42406 B (AAN 37 B8 Te) . 31961 (78.6%) ICRIWEM (B
MEREEZET) NROLNT, EREIER (10%LLE) 1355 134 4
(33.0%) . B 576 (14.0%) . & 5 HEEE 57 5] (14.0%) . THi 50
Bl (12.3%) . BEEGE 48 1 (11.8%) KOFEZ 41 4] (10.1%) Th-
7o OKFEIE)

(BRUIEEHEO TR A X Y VN E)

ENZE I AERER (ONO-4538-15 #ER) O AaMFEMmxEg 17 FilF, 17 4l
(100%) (CRIWER (BERMAEMRT 25T) PR LT, ERRIE
A (10%2L E) 33BN T ] (41.2%) . & D HEIE S B (29.4%) . FE 4
il (23.5%) . FIRAREEREIR TE 3 B (17.6%) | %55 2 5] (11.8%) .
BRI 26 (11.8%) RO AE 261 (11.8%) Thotz, (KREE)
(BELEREE & H 5 2 HETE)

EFR L RS AR RER (ONO-4538-11/CA209141 3RER) D24 34t 4
236 B (HAN 18 B&Te) . 139 5] (58.9%) ZRIEA (FRRMAiE
BEghate) PR LN, EREIWER (5% LE) 133555 33 f
(14.0%) . B 2061 (8.5%) . 2 186 (7.6%) . & 9 FEAE 17
(7.2%) . BHJEER 17 B (7.2%) . T 16 4 (6.8%) KOEIM 12 4
(51%) Thot-, (KR

(B AR B LRI R e 22 AT - B OB
ERLLEE I AHRE (ONO-4538-12 #ER) D22 MR 2 330 {4
(AARN 152 B1ETe) W, 141 B (42.7%) \CRIWER (BRAERRZEfE R

Page 10
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Novartis
CTD 1.7 RiERINE—Ex

— R4 T BT75 7 2= AL VERE =R~ (BIETHEZ)

Wroe4 X7 4T —57 &N 50mg, 75mg 77T — A R L 20 mg, 100 mg

A EOER EEtr) NROLNL, ERRIER 5%LLE) X% 5 HEE 30 f
() (9.1%) . THI23 61 (7.0%) . F&Z 19 B (5.8%) KOVETT 18 fi

BHERBIWER

(1) A BRI « B S AR (0.6%. 1.6%) . 77 KTy
r—= (03%. 3.7%) . R—x 9% (0.5%. HERH) 1H
LbNBEZERHDHDOT, BEEHIITITV, BERRDL
NIGEAITE, W@ a21To 2 &, (12, HEREAN
HE] OEZR)

(2) BHEE (CWRIBE) - FUEMEERAE (02%. 1.1%) %

(5.5%) Thot-, (KW

EXRBIEA
(1) FIEMEMmRS

Wil MR, iR R S O R ERIR R (3.6%) 23D DD
ZEBHDLOT, LK, FRINEE, R MEORY (2T

FOMAIERZ B L, RESRO ONIZHEITE, He
PANTHHED X, MIES CT, i~ —h —FOoMEZE/KT 52 L,
FEMEMRENEON TSI &G L PIE L, BB ERLVE

OIEMIES (TR RHbbhs L BRbLOT, BlE YAOEGEOBENLINEEZITO Z L, (MBS | MEEE
ZFITATY, BREDRO bR HEEITIE, WY R LE 21T Gl THEEREANER] OHZM)
52 &, (120 HEAREANER] OHEEMR) (2) EEMENE. DI, Hid. B mARE

(3) DEEE : DARE (02%. 0.5%) . E=RERER4 (0.3%.
1.4%) . BRHSRED (6.4%. 4.7%) ZOLEEND SIS
ZERHDLOT, BEETSIITV, BERIRDSNEHE
Wik, L RSS2 YR B AT
Zk, (N2 EEAREARNER] OHESH)

(4) FFSRERSE : ALT (GPT)  (9.4%. 1.6%) . AST (GOT)
(92%. 0.5%) S0 EF %05 FHRERER S bbb 2 &
NHDHDT, BEE DTV, BENRD LRHEAIC
. R, REE IR G2 IRt AR S AR LE AT 2
Lo (T2 BEAREARMEE] OHEBR) (

(5) BEREIRIMARE (TN LMEERT) | FHERE (0.3%. 4
FEARE)  « BRERERIRILARIE, AHEMIENR S bbb Z L 3d
0T, BEETHHIATV., REPRBD SN HAEICITRE
ZHIET 55 CHEURLEEIT) Z &,

EEMMEAAE (BEFEARHTY) | Dge GEEERBTR) | Wik
(0.1%) . BREURAMRE EERHEY) RHobhdZ enbH,
INBEEHLIZEBSZONDEFMLIEIN TS, B
T, MR FEE, PEULIREE, wERREE. CK (CPK) E&- LEXR
#.OMPRORE I AV o ey EREOBIE I T, B
DR SN HA TG A IE L, BIBRERLVE CFOKE
LOWMYNREERITO 2 &, £, BEFEAIEICLDZ Y —F
DI O BRITITFRAENEITT D2 LN H DO T, MUIRIED
fblizt+naEETs2 L,

3) KIB&., EEOTH
KIGgE (09%) . BEDOTH (0.7%) BNdHHbhDZLNHHD
T, BREHSIATV, Fiid 2 ML B, RS OER2 &
Sbhnmaicix, #5252 8, WHURMEBEITHY 2
L,

(6) MBS « L (DFH B BEEARD]) | MIEREE (D | (4 1 BoesRg

FTHHHEAH) FOMMEREERHSDNDZLNnHDHD
T, B2 +2ITITV, RENED ONGEICITR G2
1EL, U EZIT S &,

1 ROERR T (BME 1 BBEIR 2 & e)  (0.3%) 3% bbdu, FERW
PET b T R=VRCEDLZENRHHOT, Oid, Bl EEE
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CTD 1.7 RERIME—ER DRB436
— 44 T HT5 T 2= AR =R~ 7 R Z)

Wroe4 X7 4T —57 &N 50mg, 75mg 77T — A R L 20 mg, 100 mg

R ForEE DIER ORISR D LRI H5ERET D 2 &, 1 HHERIF D 5
(o) b AIITEEETRIE L, A 2 Y CRFIOFR 5% Y) 72

WUE AT H Z &,

(5) FefEth /MR HERBER
S N PTESREE EEARIY) R bbb Z b5
DT, BEETHITATV. BENRD LN-BAIIT RS2 Pk
L. @YR0EE1TH 2 &y

(6) FFiREREE, FF&. RELPERRE R
AST (GOT) #4fn. ALT (GPT) #40n. y-GTP #40. AL-P ¥4, £
UL HIINGE & M O IFREEREE (0.7%) . PR (02%) . #Efk
MRS R EERAY) BHobhDdZENHDHDT, BEE 5
ATV, BAEDNRD SN HA IR E2 I+ 50 Y, Bk
WEEITH Z &,

(7) FRIREEREREE
FORIRFSAEAR T (5.6%) . HURBRERSETLHEEAE (1.2%) . FIRAR
2% (0.8%) ZEDOHFIRIBERERENH LD I EBHDHDT, Bl
BTV, BRENED ONTEE RS2 hIET A
L, WURAEEITH Z L,

(8) PHIEREE
It = 2 —m T — (14%) . ZHR=—ax—uaF— (01%) .
HofEE=a—a/F— T« NU—JEfERE, B O3
NG BRI SOMREEND D Z ENHDDT, B
ATV, BRE DR LG E I EkEE R IET 57 L
WY B AT 2 L,

(9) BESF
A4 (04%) . JREREMEER (02%) ZOBEEND D
N5ZERHDHOT, AFNOLEE T ITEIBHEERT 21T
W, BENRBROONEGAICERS AR I A, EmU R E
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CTD 1.7 RERIME—ER DRB436
— 44 T HT5 T 2= AR =R~ 7 R Z)
Wroe4 X7 4T —57 &N 50mg, 75mg 77T — A R L 20 mg, 100 mg
B EOTER R HERE R4 (0.8%) #@%UW BN 5D D LN DHD
() T, B2 512470, BENRED AR E 2P IRT
Dl WU EEITO 2 &
(1 1) DS

K GHERFH) NZbobhbdZ EnbbDT, BIEE 1+
;'Ewb\ LD LN AT G ERIET 570 L %ﬁ@]fxﬂ%
%ﬁo_ko

(12) HEDRMEE

PR R SR R BESERMARAE  (Toxic Epidermal Necrolysis : TEN) | )&
FEREIRSE@ERE  (Stevens-Johnson FEMERE) (W 4L & BHEARBTH) |
ZIALBE (0.3%) %@Eﬁ@ﬂi)ﬁ” EE 2 & %X’Jﬂé ERHBHD
T, BIBRETHIATY, BERRD bNEAICITHR G2 PR
L., U7 0EETTH Z

(13) HiRmSERE

T FARMARAE (0.1%) . FHZEARAE (0.1%) %5 O F IR ML FEFE
73\3?)%2]”)2]%5 EBRHDOT, BIEEZTHITITV, ;@%75* L8 5
NGB ICIT G2 RIET 572 L, #URMELEITH 2

(14) Infusion reaction
T4 7% — B EE X OMEE, BB, sillE, K
JE. RO RS, S EUE S 2 & T Infusion reaction (2.7%) M3H B
nsz kﬁ\&bé@’( BEOREL+SICBEL, RENROL
ﬂf_ i, BEERIET S L, EmYREEITO L, F
7. Eﬁ@ Infusion reaction 23 & & O 7= HAIZITE B IZ G %
1L CTHEEIZRMEZIT O & &bz, ERPEIET 5 TREOR
rt+ocBEZdasz L,

Z DORITEM Z DORITEH
RO XD RIERDB D BN Z LD DHDOT, REMRO LN | LFOBIWERAGRD b2 HE I, ERICH D THEYRLEZIT S
BaiZid, eIk d 570 LA E 2T Z & Z&,

Table 1, Table 2 &/ Table 3 &R
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Confidential

CTD 1.7 RiERINE—Ex

R4 HT 5T =T A SRS (IR )
Wroe4 X7 4T —57 &N 50mg, 75mg 77T — A R L 20 mg, 100 mg

R VR BIE~DRE BIE~DRE

fe) RIS T ERHRESE F LTS 2 EBSV0T, BE | MICEIHRE CIRAERBENME F LTV 50T, BEORIES 148

DOREEZBR LN OEEL RS TDHZ L,

Wi, Ei, BEE~0®RE

(1) MR SUTAENR LTV 2 ATREE D & 0 AT L7n 2
L, MTRT B ATREMEN & B Im AN ITIE, AFIBES- R O 544
TH—EHMITE T EIT Y O R8T L, BiER
FTIE, ARG P RO GH&T % —EHIFITBET 2175 &
IRETSHZ L, ([EERTIE, 7y MZBWTREW O
RN - BRIBAREOMKME, BB 20 mgke/ H  (FRK
RER (AUC) OF031%) LLEORETH LI, IR - &
REOIRAE, AERAT - BT ROEE, EFE T OEHE,
DS R AR M OV AR 43 B S 300 mg/kg/ B (bR M 8 B
(AUC) DF11.91%) BETHEODLNTWD, Flz, vV A T
v N RO XTI AT BN 5T 5, )
(19, ZotoEE] OEHMR)

(2) B EET 55100, #FEsfiksEs2 L, (b
OHAHAF~OBITIZIRHTH Y, FAFORLGIZET I L4E
MEVIHESE L TUVLRUY, )

INRE~DEE.

RHAEFE, Bk, IR, IR/ NRISKR 2 24tk i
LTV,

HWERS

B, ER RERSEOHRS ML TR,
g : BEREREOBFHEANIH S TWRWD T, mEHREI
DOINTHAITIE, AF % Rl L) e sHERIEEZITH Z &,

BLARPOEEICRESETLI L,

i, ER. RILFEE~ORE

(1) ARNOEIRP OB GBI 2 LRI L TWRWO T, ik
SUTHTHR L TV D ATREME D B 2 I NI IT B G- Lsn 2 & 2 JFHI &
TR, RUEBTRET 256 IR EOREIENEREZ
LED EHW SN DG EICOREET D L, o, WIRT D
RO H 2w NIk, #Y etk s Vs Koo &,
=Y V% A7z AR R R ONHAE R O AEICBI T 2 BRIl W
T, 10 mg/kg D 2 BB (AUC il CRERIREE & D) 8~23 1
WA %) (LD IERAERIICIIT DR - BT RS 5V IEH
AR ROBMMNTED LI, EFBEIEERO bk i -
Too Elo, HAERORKE R OFREIZEEITRD bNiehodz, 72
B, AANIHAROMER TRO TS, ]

(2) BATOREICET HLEMITHL L TWRWO T, BIRICEK
54 aEAlehibses 2, (KAloe MLF~0
BATIIRGF SN QR & b IgG A HICBITT 5D T,
AEISBATT 2 TR D D, )

NRE~DIRE

AR EIR, BrER, 2R,

W (BERRRBR 720

RIS D 2 Vi3 LT

R EOER
(1) FRSURE
1) A 7ATREE S, WMLUSHEIR LA &,

Page 14
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DRB436

Novartis
CTD 1.7 RiERINE—Ex

— 4 B BT 5T 2 =T A )VERE =R~ 7 (BisFHEHR)
Wroe4 X7 4T —57 &N 50mg, 75mg 77T — A R L 20 mg, 100 mg

2) AANT B RABRAEEE LI 5% N UEFRIC AR
L. MiEEIZ60mL UL EZRAZ LT 5,
3) WENBITETRM L, 2MARIREITRT 5 Z &,
4) FRLEOWITESLOIHEAT A&, F7o, HA%KLEK
1. MEBEROBZENNHDLOTHEA LRV &,
5) TR ORI 0.35 mg/mL ARl Tid, AHI o s o
REMEDNHER S TUauy,
6) AL ORFIXLRNT &y
(2) HEREK
PFTERIRANEE G- & L, KT, ARG L7222 &
(3) #5Ef
AFNIREFFEOHRE L, BEFHEIII TN &,

ZDMOBEE

(1) 225 RAS &£ 5 B/E7 BRAF #lll% BRAF [LEH| CHLPE
FTBHZLIZED ., MAPK ¥ 7 FIMRZEDIEEL VR ST
%o VEERRBRICBWTIL, RAS B FEREZAT HEED
FRENPFEINTND,

(2~ T A, T v MRS XTIV TR i B
K LR oM, R 06, BT 38d %) 2 5 mg/kg/H
(MpREERE (AUC) O 021%) LLEDRETAHALIL, T v
kRO X TIEARRRZ IZB W T HEEMITED S/ h-o
77

(3) =T A, 7w MRS I COE ST A~ T g8
GEBMROZ M /50, i, FEEFOER i, FEO
AR PELETE, IFE RO M, A/ MAE FRE R %) 2
15mgkg/A (EERIEFEE (AUC) O 0.51%) LLEORETHR
LTz,

(4) A XIZBWTERE IO RIEN 20 mgkg/ B (FRIRGEEE &
(AUC) D#) 8415 LLEORETHLNTZ,

FOMDER

(1) ERIMZBOTARAN T 2HUROEANRE I N TN D,

(2) PITAKH 50 mghkg 208 1 B, 4 BEMKERSE LR, ok
DY RERE EEAINRERRD bz & ORERH D,

(3) MBSMEGERRARBRIZ RV T, ARANT X 2 1654 |2 AR i oA A R
DNEHME S NTIERI T, EHEZRBAE R E IR 5% O BB S OHE
DO LN, 2
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CTD 1.7 RERME—EX DRB436
— R4 T BT75 7 2= AL VERE =R~ T (BlEHHZ)
Wroe4 X7 4T —57 &N 50mg, 75mg 77T — A R L 20 mg, 100 mg

(5) In vitro 3T3 JLHMERBR Ttk 2R L, F/2, ~T LA TR
Z W7z in vivo FEBR T 100 mg/kg (BRRIEZE R (Cmax) OF
311%) LA EOBETHBRIERIS R A BN, )

WASGED 2017 49 AT (8 16 B
YER4EA A

)




Novartis

CTD 1.7 EfER%HE

Confidential

—EX

— 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
2t4 AARA—F 4V U —ERE4E TURIL v —R 274 TR
HERAEH H 7 U 5 ZEEH 100 mg ; 2009 4E 5 H 20 H 200647 H 24 H
7V LS 500 mg 5 2007 451 H 4 H
FRHm4EA A 200049 A 28 H
F3EAEAH
O X 4y 'S I
VAo v L5 2 [ FR
b g S (Coz\qa 0,
— o, : /
HoN- d; 1 CO.Na \\~ﬁ
), 0 MH3
/
H 0
HIE - 5 & B« HEA B« HEA
L AT XA FE RPN TLAKMY 151.7mg (XA | 1A TR AARTTF L 50mg. 150 mg XL 450 mg BH
FLFERELTI1085mg) Xix 713mg (A MLFERELT
510mg) &H
s - AE 1. Mg fs 4 B i 1. BHEEEGE, M/ERGE, Z|IEE, IS, FETEE, BV 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 17
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CTD 1.7 RERIME—ER DRB436

— 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
fE) 2K B ofiEEEES & OOFRBEEORE
(1) FHERZENE - IFZEME - AR R IR AR RS, T3 U EEME
Da—A 2 TRAET 7 IV —E5 - BIFEEICKT Do
MEIEE A & OOFREIEOEA
AHRATZ7 7 I Rz bRV REDOPRFEIEICRBWNT, BLR
TIF OB ER OGS AL, IVRTTFELT
635 mg/m?> (RFEED) % 1 B AR HEEXIE 400 mg/m? (IR
FiEFE) %2 HEARMEEL, 272< &b 3~4 BEIKRIKS
Lo Thxk 1 7—nE& L, BE5E2#YIKRT,
B, BEEEROERS AEIIRA, ER, HAT2hopE
PEREEANC X 0 @ EHET 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,
HNRTTF o OFRGER RS HEX, IAVRTTF L
LT 560 mg/m? ((AFRmifE) % 1 ARARHEEL, Pt
b 3~4 HBRET S, chx 17— é L, BEZHVIK
‘g_o
277U, 36 4 AU TORIBIZIIINR T TF o %
18.6 mg/kg &9 %,

7k, BEEROERE BBUTRE, ER, PRI 2 hobik
(s [N BT NERT: AR
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CTD 1.7 FfERME—&EX DRB436
— R4 B ARARNLFERF N T AKIY HNRKRTZF
Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg
4., AHFER, BREBICEUT250 mL 2LED T R SR i34
BHEBERICERML, 30 U 0T TRERET S,

L - & A - ARCEET 2R EOER A - ARCEET 2R LOEER

(Fex) (1) AN L 2 EERBWERORBRLERS D720, LLTOL S | (1) LEEE AR ZEGT 56, FFHT 2 MOFUEIEEEA DR

(2)

(3)

(4)

\CHER KR NS I B 25952 &,

1) TERE . AFIwEEED 7 BUL EFmiNS#ERE LT H 1
F05mg #HEHAROEEGT 5, ok, KFlokE %4
IEXIFET T 25101, AFIREEEE2 G 22 HA
FCHBEARIR R 2 B 535,

2) BV Bip: AFWIEEEOALZR ES T HANC, B
#I B LTI1H1Img zfARNKET S, 20
%, AFEGHMAPEOREHIE%Z 2 BEETIORT
EBa—xT¢) Ic1EEET D,

VAT T F LA OHUEEMESEA & OO IZB T 2 /&

DL EMITMENL L TR, B, VAT T T UIEARAIE S

30 531212 75 mg/m? (KR 2&5 L., BEEIZELT

X, VAT T F U ORMTEBIZHENE BRI O 72 D O ALE

LEITHZ L,

SRV B LR LT AREE BAITCHER LA 06 %)

P OV MRS LT 72y,

WK DIRM SCEFITIE, REORELEEOTH R H 5,

BEICE$ A MBI IE-KE O 2 — A BALARFO F EFHETL.

AifE D5 2 — 2 TORARMERE X 135 R IR MLk #et 1o HS

EWRETDH L, BB DR 20T 572D 2T

WLTH LW, BERCE, R, 2, 30T FIA 12K

WHREEITY 2 &, TNBIFARKIZHEASUIT AT T F o

LR THERT BT IC LAY 5,

K1) &F (HESUIHR) KO R T I F 0 AERES-niKE

i

X ELZHGTDHZ L,

(2) /MM E R 2 o PUEME R A & OFERBRIEICR Y
T, BHIEDMET LTV D EETIL, BHEME, TERRmE, Bk
EORIUHICERE L, ABETNCREMBICEET 275 8 BE
ORHEEZBIE LN OEEICRET A2 L, 0B, BHREOEE
L LT GFR (Glomerular filtration rate : ;RER{K AifH) &4 ZE L
T, BEBEZBRIRT L2 ENEE LU,

(3) /NN B ARSI 5 D O FUEMAE A & O SRR ERICE D
TIE, BEStHk ( (IS AKIRESE LR T 7T (MR |
) ROPFHEAIOUSH SIEZEEZ G T 5 2 &,
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CTD 1.7 RERBE—ER DRB436
— 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 - &

(e &)

BFICT U— R 3 DL EOIEMEEEN T L5812, &5H
WERTOMELLTIZEE T2 £ CARAOR G212 56 2 &, &5
IR2DOHA RTANHEH Z &,

#2) &K (MAIHHA) RO R T 5F 0 0RAERE-FENRK

FpEED L)

1) CKEESCEAE AT B EMEEE (CTO)

T 2) MRREEZRRL

PR EMEORBARICHEIR SN D AR E VAT T F o AERE %
F3IRT, 7 L— K3 XiT 4 OMRFEENRD AT
BEZ IS &,
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CTD 1.7 RERIME—ER DRB436
— 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&
(B x) #3) AF (WHSUIBEH) ROV RFFF o 0fARFAG -k
%

2 BIDOWERIZ 7 L— R 33 L <34 OMmissttd 2 EFEMmiK
FERRBO ONTHE L7 L— R348 L <IE 4 Ok 8l
BENTHEITELICARORE 2 PIETH &,

(SR D FHHE)

AHN 13 T H RERRIEREZ, 7V A X R 100 mg D
A42ml, 7V LZEFA 500 mg OB 20mL ZEA LT
WIS %, IR ONA M L%t FIEEEIT 25 mg/mL (F2HIE)
Thb, HERBIUSUTHERORBRZRERY ., BRtHe
IR L C 100 mL & L CAWAS,

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 RERBE—ER DRB436
— 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
ke - ZhE I DR 2 & OFE R K OMEFHRIEBEIR B T OFE R % B
(%) L., KENOHMER N E ool g Lz BT, BF
e OEREATH Z &, [ THRRRAE DOHEBH]
R oS > 20 Z®E

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 DRB436
— 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
ZHR]

(4) BEEOHLIBRE [(AFNITTE L TEIVIEESN S, BE
EOREEIZIE U TARF O M FREOHEMNRD LT 5,
JVTF=r s 7 UT T AN 45 mL/min R0 BEIZON
T+ 7RT —2 B, ]

(5) HEEDOHLBE [BEMEITONTOFSRT — 2N

V]
(6) HltE [ [GlE~DE] OESE]
B AR

(1) BEIE AT ZF 0 L OFFRBIEOEPNMEHRERILR S5 T
WA Z END, ABESUIABERBEICECZEB T CE/T S
Z &,

(2) BENEHEEICZ D DT, 35 ORE N O EE 2 B
5120, BIBRERVECHIONRESEZET 5L,

[ TERARRkAE) DIEE]

(3) BHIHSOEELRBEANEZ2Z23H5DT, BEIC
B U IR ARER 2 oo izt U, BEENCEER R (iR
RURRTE, AFHSREMREE. BHRERES) 21TV, BREXRED D
NGEETE, R, RESOBYRAEEZITH> 2L, &

3. HERURHEEIR LTV B B D B B Ak (TR, FERR, BRI
~OR ] DEBIR)

pE S

(ROBFIBTI 5T 5 2 &)

(1) BEIHOHSBE (FHIHEHESED 2 L505, ]

(2) BWEOHEE IFRIEMETLTO20T, BUEMZKL 5
bbig = LD, ]

(3) WHEHEOBH 2 BH [RIEIEEAET LCO50T, B
KbLPONDZLRDHD, ]

(4) YL EHE LTI (ABEIRIC LY, BUE S RE S
L2ENHD, ]

(5) KEHE [BaMR2yEE s PRI BINSDS, ]

(6) e ( [HlhE~ORS) OHBH)

(7) MR ( UNRE~ORT) ORBE)

(8) RMMER LT 2% (HBEMHSAERS b5 bh, BIEHEC
WETLZE0nHD, ]

BEARLARNER

(1) BRSO TEARENSEZ 2 2 L 8b50T, HEHHRSR
& (MARE, FRIERE, BRIERES) 217540, BE0
WRIEZ T BB 5 = b RESRD SNEHAICHE, Wit
IR, TILSOMOREETS = L, Fz, WIAK, FHCL R
75 F L DR R I R T LTV B T B 3
B HHONDZENHDHDT, ZThbDEETIINEREEL
WML, MRS 5 2 & SASEMICD
7% LAUERAHL & bbh, BIEEHERT 5 2 LR b D0
T, BHHEEICT) 2 &,

(2) BBESIMSE ORI SHRT 5 2 & 5o B OT, (bOREES
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CTD 1.7 FfERME—&EX DRB436
— A T ARARNLFERF N T AKIY HNRKRTZF

Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg

I EOEE 7o, BENDEEIZ BT > T, G-CSF 8 o) 7 8 12 B4 A, BOSERZFET 2561203, BEOREBEZBIZE L 20

(o) LTHBETDHZ L, b, BETAIREARICERTHZ L,

(4) MEMEMREOEERMBEENPEZ D2 E08HDDT, KA|
OFEEIZH T2 > T, BERAER (FFUIRAE, %K OREVE D
FiE) Z+oic@iss L, S X mEZ1TH> 2 &,
F7o, BEIE U CHE CT M, BIRM AL 5T
(Pa0y) . MR ENARILEESHR /7 FikA (A-aDO2) | FlyEHK
fiE/] (DLco) 72 EDOMAEZITV, BENRO LNTHAIC
I R, RESOBWERMEEITH 2L, MEERRED
JtimEtE DRIE D B VDT RMERER DN HA X, BEbIC
AFNC X BIRFEEHIE L, AT a4 FIBFEEOHEY) 2 0E %
1To2Z2 &,

(5) Mk, MEARZERIEROARFIE G5 ~OEEBIIRHTH 503, fih
OIERRAFHHETAI CRIERA OHERARE SN TNDH DT, %
BORIERNRD 55 BHE Tid, AFHER G-I EIEROHE
HERFT 52 L,

(6) HEOBHERERE T, AANTERLZEBZONDIETE
DHEINTHDHDOT, RENEGANT B OBHEEE & s
5Tk,

(7) BWERTERAEME (w7 R) ROHEMEATRZRI T 2 5
(w2 BPIBRREDE T 2 WITEMESNME, X
A B OBMES DTSR NG SN TS DT, AR
WHEREROBE IR ET L HERH LG, MR
TOWEELEBRETHI L,

fHAEEA

BrRREE

BEFRICERT D2 &)

(3)

(4) B -

BTbZ &,
M, AR IREOMILEHERNRZ 52 LR HDHDT,
BEOIRIEZE TS L, WERAEBEEZITH Z L,

(5) RRYWE, MMM ORI SUIHEC 2R 5 2 &,
(6) /NEXROAFEATREZR i O B R EG-T D LENH D HEITIE,

PEMC S 2B BET D 2 &,

(7) AH|LAAMOGUEMEIESA, BERRHE OO LY, FFioFkik

PAEJE (VOD) MBIE L7 L OMENRH D DT, +orEET 22
L. 1)

(8) FLEICAAIZMEN T DECIE, BEESCk ( TER EOLEED G

WRZKRIE « MG/ ERRTSE  AMAGE~OL IR DS
EINVRTTF (HIE) | F) ERGTHI L,

HAEIER
PERER

BEFRICERT D2 &)

ARANOFGAZ B 7= > Tid G-CSF "A GO 2 EAIZE L TH S
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CTD 1.7 RERME—ER DRB436
—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
B EOTER BIVEHR BIVEHR
() <EP SRR R > AR OME (FEEKTHE COHE)
BRI RIS ARAN VAT T F U L OOFRE VAR | BIEG] 6,218 B (KFRRF 620 1 X OME A EGEFRA 5,598 1) (23517 5 El
BRI\ T, AIEH & ORIRBEREZ S mf%&w%EM#iﬁﬁ VEF K QNG PR IR AE BH DR RIL 86.02% THh 0, T/ bDILIES
JEF 25 Bl 1 FNCRS Bive, REMERFMRTSR 25 FlFIZFE O &M 50.45%, BEKTIR 45.43%, SHEEIK 18.64%, BiE 18.25%, ¥
NEEEREWERIZ, B (96.0%) . ~F27 0 B N 5.74%, HIMED 56.42%, /MRS 42.67%, ~F 27 v B2
(96.0%) . BACAIE (88.0%) . fFH BRI (84.0%) . FRIMER | 40.10%, FRIMERED 36.14%, ~~ +27 U v MEFED 31.65%, ALT
B (84.0%) . HIMEREA (80.0%) . WEME (72.0%) . VR (GPT) LE# 10.15%, AST (GOT) L¥H 9.18%, 4FHERNELD 7.40%,
Higi (64.0%) . BRI (56.0%) . IMHRFERM (52.0%) T | BUN E5-5.05%, 7L 7F =+ 27U 75 AEETF 3.57%, M7 L

HoTm,
e/ 2k A 8 TARRBRICE W T, &AL (500 mg/m? X
i 1,000 mg/m? ™ #5) & OREREREEE TE RV THNE
B GIEF] 226 B 1 HHCRRD BTz, 2R x5 225 fldic
RO LN FEREWERIZ. AST (GOT) L& (76.9%) . ¥
(73.8%) . AIMEEL (71.6%) . ALT (GPT) b5

(71.6%) . fFHERIED (64.4%) . BECRIR (56.9%) . ~E7
o e (542%) . il (53.8%) . LDH EH (52.0%) . V
VBRI (51.1%) ThoT-,
) AR OAFR ST 1 BHE
5, [ THE- ARl oESHE]
<5\ E ERRBRER AlAE>
FIAHRBORF L AT FF 0 L OPFREGEIZENT, AA
Bt & DRFBMR % & 7E T & R WIE T FIS 2 5 EF] 1065 5174 12
FIZRO BN, 209 H 3FITERLOE S I B BFHES
SN TOWRVEFITH -T2, BaMEFElxE 1007 ] GEELOE
X 2V B AR FICEO b= EREIER . B
(60.5%) . T (43.5%) . W&t (42.5%) . 4 ERECD
(33.5%) . ~EZRrEVED 31.9%) . BERIRE (25.5%) .
HfERED (23.6%) TH o7z,

55 1L FHERER O ARA B 5AEIC IV T K%%k@l%%%%f
TETE 72V 2 GAER] 265 B 3 FIZERD BTz,

. 500 mg/m? ({FEXmFfE) Th

TF=r ER25T%EThH T,
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— 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

PERFAM 52 265 FIHICFRD b EREIERIZ. #57

(34.0%) . Eolr (30.9%) . BHCARE (21.9%) THoT,
%ﬁg?ﬁﬁ BEXRA2BWERY BEXRZEIER
foc

(1) BEEEIE - Qe (71.6%) . GFHHEkED (64.4%) |
~NEZrE VD (542%) o U BRI (51.1%) i
AR (46.2%) . EIfL, FEEMELEHERECD . YL BRI
ENRH LD ERHDHDT, KIEMKDEE % +5124T
VN, BERERD BRI ) R AL A
1To2 L,

(2) RRYWE : WUIIE, RSO EEREIMENRD Sbhd Z &7
HDHDOT, BEE STV, BEIED bNIGE IR
Hai L, #OR0EET 2 L,

(3) BEHME 3.6%) : MEMEMEIS LN ENHDHD

T, WS X BUREE AT 9 70 EBIS 2 T0IATV RE SR

O ONTHEEITIE, &5 ERILL, BWYRLAEEZITI Z L,

(4) Yavl , TF724 7%y —vavl TFH747% v —
W Hbd ZLMNdDOT, BEEEFZIATO, FFRA
ML WS, MEERT, 2. BR, £ OHEEEORERED
DN AEIIIREEFIL L, B RAEEITY 2 &,

(5) BEDOTH (13%) : BEOTHROLONDLZLRNH LD
T, BEOWREBEFSICEEL. RESEO NG AIC
I, EE, RS RNAEEZIT) 2 L,

(6) Wik (13%) :BARHLEDLONDZERHDLDT, BEDIK
RBEHIcBigz L, BEPRD ONHGEITE, WE, IR
B, MK, EREEREGEEETRLEEZITO 2L,

(7) BR&E: 7VT7F=vEH (71%) . BRAE, 7L T7F=
e VT T UARTRELDND ZENHLHDOT, HEI
IR AT 5 72 &, BEDIREBE H0cB8lE L, RERR
D ONTHEITIE, R, IREEE)RUEZITH Z L,

(8) HEMEEFBEMARIE (Toxic Epidermal Necrolysis :

(1) WMBRED (0.1%AK%) EOFHEMH  PLinskid, gl (~%
Ja vy, RINEREAD, ~~ 27Uy MERD) , Bk
D, GFREREA, MRS, RS LD Z b DD
T, BMIROBEEZ 51247V, BE AR N HEI12E,
P, KSR, PRSI E AT D L,

(2) Yavyy, TF747F%F 32— (01%KMH) :avr, 7FH7 4
TXERV—HEREITZENDHDDT, BEE ST, FT—
B, MERREE, RNER, mERT, [ESERER S Db
el I&k G A2 PRI L, MERREEZITI Z L,

B, AFOEEREEERSL L, Yavy, TF74T7F%—
ORBBBEENEL RHER L ALND (ZOMOEESR) |
(3) FEEMERZK (0.1%) : F8EN, UZuk, PRORRIEE, FHods X R a st
S MR N BN ZENHDHDOT, BIEE 45147

W, BEARO LN AITEEETIEL, RIBERESLE S
RO EHEOMEY) L EEITH Z &,

(4) 2MEBEE (0.1%K0) , 77 ra=—ERE EERR) &
WEEE, 77y ras—EEHERSLDNDLZ ERHHDT
B &2 T, BUN, M7 V7 F=2, JLT7F=r 7
VT T AMEEICRENRD b GE A2 IR L, @Y
TRAEEITH Z L,

(5) FFAR&, IR, BE (OWThLHEERE) - FR2, T
BEfEE, HENLLDLND ZENHLDOT, EYRICHRELITS
7o CEISE FOIATY, BEARD ONEGAICIIEE E2 PR
L, @ORLEEITS &,

(6) HILEEIE, HEFAL, WHEEHML, HEEEE (WIhbi
FEARH) R, WL, WMIREHn, YEEEES
bbb ERHHOT, BEEZHSITITY, BENRDLN
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Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg

R EoEE TEN) . FZEKEHRHRAEMRRE (Stevens-Johnson JEMERE) : ARG EPIEL, MURLESITS 2 &,

(fex) BRI S SE AT . B2 RS REISTHRE 5 5 0 B 7o FE R B (7) Mm%, BEMEAES GEEARD) - M, ARk

NHLLNDZ ENBHDHDOT, BIEE+HH5ITITV., BENE

DOENTBEEITITEEETIE L, WERAEEITS &,
) FE/ANHBE T 2 x5 & T A ENBRRBRICBWL TR b
BIVERIC DWW TR BIBEE 2 508 L 7=,

BRENHHDNDZ ENHHDT, BBRE 51TV, Ly
MR « PN H S b zalcizkE2miE L, @Y 0LE%
1792 &,

(8) WREEMEA LD R (0.1%K0)  BEME (BCKE, i - &
M-, 2 UEERS, BN, MEESOBN H 5 W IhiE Kk OGN EY O
) oW HRL, BREMEA LD RIBITTDZENHDHDT,
JBE RN B b b GG I3 G 2RIk L, BERBITIEEOwE
YR LB AT 5 Z &,

(9) BEZE (0.1%AK0) , MEE GEEARH) : MEZE, WHEEIH
LN ENRBAHDT, BEELHZIITY, REIBEDO LN
LAk 2RIk L, WYRLEEITY Z L,

(10) I F|RAE GEEARY) Mt - BeE (e, HKim
1, TOMOBIRIIEIRARIES) "bbbdZ EnbbHD
T, BEE+OITITY, BENSRO bNGEICERE A2 IE
L, ®WYRMEZITY 2 &,

(11) MERE, 5omibLARSY GEEARH) L%, 5-om
PELRERNH LDLIND I ERNHDLDOT, BENROLNT-HEIC
S AR IEL, EURMEEITY Z &,

(12) WhMERBEEGERE EELRH) /NG, ik
i, BAREEZEME T HEMEIRBEEFERES S Db d Z &R
HDHOT, TYWMCmERE /MR, FRIMEREE) K OEEERE
BEAT O 0 PBEZ 71247V, BEDRRD o GH 1Tk s
EokL, @ERAEEZITO 2L,

(13) RAMWMRSHEERE (WERY]) . SMErEERREERED &
LD ENRBHDHDT, BEL DTV, SURICHEITT S
W IR, IRERSE, WI{AMEONE AMEIIR IR S O Ml X B A
BRD SN THAIITHEEEPIE L, @WYRAEEZITH) Z &,

(14) HEELENEBREFERE (DIC) GEEARY)  HFEMEMLE
WEEEERRE (DIC) BH5bND ZENRHLDOT, BBE H7IC
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CTD 1.7 RERIME—ER DRB436
— 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
R ForEE 1TV, /i3, ik FDP i, 1S~ « 77U /&7 BB o ik
(o) BAIZRENRBD DN EGE 2RI L, EERN0E AT
5z &,

(15) AMEX HEETRH) MRS LDLONDLZZERHDHD
T, BEE 01T, M7 7B, Mg S—BEEi
BEPRD LN GEITREEZRIETH L,

(16) HEEE (0.1%A0m) : %0, HEERHLDLNLIZENHDLD
T, BIEEZSIATY, RERRD ONGEEICIIREEF T
5708, WURMEEITY Z L,

(17) HERE (kg aEosEEEsEte)  GEEARP)
FUEME (RIEt: AEMEEERE 2 &) N bbb Z &
HDHOT, BITHEOSLSE, FObLON, &, FHFE, 5L,
RREEL NGB SN GAIITES 2RI L, @R 0E 1T
PRGN

(18) |JEEBREEEN (EARY)  BEREEERISLbND
ZENHDHOT, MIEHERLEIRER OEEBEREZITO e L,
BEOREE TCBIET 5 2 &, BRENRO SN EAICITH
HaEfIEL, EUIRAE (R, & IRREME BRI & OB
5, B 2175 L L b, ERAEET S TREDWRIESY
BT A L,

EXRREER EH

(1) 52 -M¥HE, HKBFEHER, REE: VAV 75T, D
SIMFLIH, ERBEEMIRE, REEHEORREERSLDNLLZ &
WHDHDT, BENRBDONTHEICITEELZTIET S &,

(2) BILEEM : > AT 7F 2T, 7—2ABHORMMEE NN H 5
bbb ERHDHOT, BRENRDOONGEICIHREEZHIET
5:ko

Z DLOEER T Z DoEER

WD XD 72EWER RO SN EAICIE, BRI RAEOEEEIZ | Table 5 2/
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CTD 1.7 FfERME—&EX DRB436
— A T ARARNLFERF N T AKIY HNRKRTZF

Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg

A EoHEE JHEU, W, EEPIEEOWEYRAEETTO &,

(fex) Table 4 i

FEE A~ S
—HRICE A TIHAEMENMET LTV Z ENRZWNn, B
DOREEZBR LN SHEBICHRETDHZ L,

i, ER. BILRE~0kE

(1) #Em SUTEEIRE L TV B TREME O & D 8m N ZidBe 5 Lisn 2
L, [BER (U R) THEABEARHRSE LT
%, ]

(2) FHFBHEEGET 2580, FlezbibEsEs2 L, [AH
FADBITIZOWTIIRHATH 5, ]

INEE~DRE

INREEITKRE D 2N STV Yy, [ HRRERD 72
l/\O ]

BERS

el - R R ERGRICERE STV 2 ERERIE i

mEE~DEE

B CIE, —RICAEFIRGRE (B RERERE, TFRRGE, BHERES) MMETL

TWHDT, HEITCHRGMBICEET 272 ERFORELZBIZE L7

NOHEEICEETHZ L,

i, ER. BILRE~0kE

(1) W XOTHEE L TW D RO D NZiZf G Lisnz &, £
7o, R DR H 5 ethicid, AFIER S R O E5K TH%
—EHMIGEY 2T T2 L5 mET A2 L, [BWER (9
v B ICBWTEGEHEER, BREBSEERSRE ST
%, ]

(2) RN—=FF—HET D R0 H 5 BT, ARG RO
ST ESEIREY AT D L 0 RET A 2 b, [HIE
&R IR IR AR AR, IR FLAERS AE A 2 e e iR LR
A O~ T 2 AW /IMEREBRICBW T, EmEttamE sh
T3, ]

(3) BHBEEGT AL ERIEIEL L&,
(7> 8 THHF~OBITHRE SN TS, ]

INEEA~DERE

ANEEMEEEIEE (R IERE - WERREIENE - AFERAE - PR R IS A

9, BRXTEEO—A( T AET 7 ) - BHEE) o3

A OPEEMEREES & OOt LB TIE, BREIH, THaakEE, o

7 A= —EER S OB EEORBUCRFICERE L, HETOICEE M

BT BB OREZBE LR LERICEG T2 L,

ek, HET, AHlZEHECHOBENEZAT K L0 L5

&, R EAEREAK TN/ NEBEICRRT S L ORERD D,

BERS

AFZ @A ETRE LIZBRIC, K2 EHRERREND bbb o

BUL7ES TS




Novartis Confidential Page 31
CTD 1.7 RERBE—ER DRB436
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Wroe4 7 U A ESHH 100 mg, 500 mg NTTTF SR 50 mg, 150 mg, 450 mg

ek M. Zin) | MEERORZ TH D, £ | E0H D,

7oy BRE O THRPR S b d Z Db D,

U G L Ao T AITE, TEIRICIE U7 SRR IR 21T D

f, WU F— bW NI DABEERTT DL,
BEH EOTER HWRLEOBEE HWRLEOBEE
=) (1) F (1) F

1) AFITHaHEEEZET 5720, ARSI TEEZEH
THZENLEE LV, BEICEEENAMNE LZGEIRE
HBIZAITATELS TR L, MIEICAHE LESAITES
WCEBOmATI S Wi+ Z &,

2) AHNIOEREK OFIRICIE B R AR AR D I % -+
HIE, INVVULEERTHEREDIRGIZEVE
D XUTIME B FER SN TWDH 0T, AigY v 7k
VY U FNVIREE ORLEERIT 52 L, E£72, e
DREEITHRN &,

3) WBRBITESHICRET A L, RETAHEITHRK
(2~8°C) ICTIRIEL . 24 BERILAPICEAT A Z &,
TR LTI Lswn 2 &y

(2) BB
P REEIRAE G & L, 2T, BIRRIEES Len
ko

1) KFNE, A4 02E0CTI /B (ATA=ERVATFY)
R CHOMNEZ 2720, Znb07 2 Bk L O S
ERETBHZ L,

2) AKENX, TAI=ULERIGELTIREMERE L, 1EMEME
TH250T, HRICHIZ-> TUIT VI =0 A EEteERnE
ZHWARWZ &

3) AHNL, LA THLDOT, MMOFTEMEEREA & ITREL
AN

4) KENTMEIEE T T 5720, FUEHIIFREEMRT S5 2
ENREFE LV, HICEEAAE LTZSAE, BEBICSED
K TELBEWIRT Z &,

(2) BB

1) AN, ABEAERSOMEES (NaCl, KCl, CaCL%) %
EAHTLWIRIZIENT S & &1L, 8 BELINICR G 2K T+ %
Z &,

2) EURNFRGICBR L, SENMEMIRND &, EFERML I
RS AEZTZIENH 0T, RS mESMIIFN
WX ) ICEERICEGT A &,

(3) Rk
AFNT, RO LY 3FT 20T, B AR LT 5
Ze.
ZDMOTER ZDMOTER
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CTD 1.7 RERIME—ER DRB436
— 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
BEBEERRO S5, ~ U Z/MERBRIZEBWN T, BEORER2H | (1) FANX, AT ITFoRETHENED b o TEFNITK L
HEnTna, TiE, AENRTED LTV,

(2) AENE, MELOE b Y )RSk LA BRFEERRD b
TRY, T, NARAZ—IZHT HYAEREEHEENTED b
TW5,

(3) 7 v FOEHEEERRE GEIRNES) 12X 0 B TIRXOIRO R
B8, BISLIRORHERENRELZEOWMEND D,

(4) KAl EfhoFiEEEGA ORIz L Y, SMEAmFE A mFEH
EEIGELH D), BHBEBIEGERE (MDS) BREAELLED
WMERD D,

(5) Ao EEKEENRD E, Yavy, TF7 4 7% —0DRE
BEEE DS B < TR DEADA A S, R AERAI O S0 500 8 (8] %
BA5EEOMANTBEE L 72D LORERD D,

USEBE ) 2014 4F 1 HGET (5 9 [ 2018 4F 1 ASaT (5 19 i)
VBl A

1 %
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Table1 2274 >5—AF+JL50mg, 75 mg

; TOHDEMER (b5 AF=T EDOHAR)

ﬂ?ﬁf;‘{’l‘ﬁ 100/0uJ: 1 %~ 1 0%5|E5ﬁ ()/o*ﬁﬁ
B rE et e - WK, BEMELE W e | JRIEREYL, SIREEZS,
JIINEEERZS
& - - TP ERIBDE, i, iR | -
DIE. A BRI AE
et i - BERBEE, Bk, KF Y UL | S
MmyE, KV ERImAE
b N - SEIE FREIPED F -
iR i e b sl - T, BAkEE HELE 3R b e, bk
WANKSIESE . 5 & D IREAK, M
HIBE, R JE R
i - M DD e E I, fRimE, i (G U UoNEIE, IR, QT/QTce M
i, P 25) [N
od) 3= W P 2% - WK, TR AR Jitiflg& 2%
;HIESS BEde TN A /T A RS, B, DPNELER. DS | ER
FREER - - ALP #4001, y-GTP #4/0 -
BE - BB, SR BEE 7 O FEAE, SEMR | R
JE5. FEBE, BtEALIE, &
. @A, HERE, $E -2
JERIREN A SIEERE, KG9
. ZIAE. N2, OtiE
BUE
HEER - RAfA . FH YR VURSR, FRREfE, I CK R R AR
(CPK) #/m
B AP R E - - B, BARL, RANE FEMER
%®
&5 - FEEN PRIy, IR, EANE KRRYVETRIE, A > 7 PRk | RO e sE A TN
PR, IR D RIE
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HEARH 10%LL E 1%~10%3K i 1% il
FDh IR E - HER M AL AE FLEEE, T2 manry
Table2 274 >5—hA 7RI 50mg, 75mg ; TOMODEIMER (AH| B i)

SFETH 10%LL £ 1%~ 10%3kK# 1%k
RERAE - - SAEEE % -
e - - RS, ARG, KU SERm | -

I
HER - 9 - R
i - M QT/QTc [HIFHE - - -
g SE DR - - -
PRIR 58 : : kil :
HIESS - - BL, WEM, R ERL /3
BIE EAfke %, WAk, BEE, BE - | TOME, KEEER. AXAlL | -
S JEC T AR N R R A (A ;fi BEIEIRZE, ALEBE, At

HERR - B i AT, DU -
1 BAAe, BVERELmEE. R | - - -

ARt
5 - Wy, FE EIE R A LTV UWRERE | -
FDh IRBUE - JLEEE, T ra L Ry, fEBR | -

PEAIE
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Table 3 7P — AR AE#E20 mg, 100 mg ; ZDHDOEIER

5%1&J: 1"'5(’/0*% 1%*% ﬁf;‘v‘.’l‘ﬂix

MERUY) VINREE

i, U oREREUGE, AIfmER
JRAME 1/ NRIB A E

U L oSERE, ARIMEREEAD . ~
~ ~7 Uy MEd, AmEREE
I GFHREREOEIN, BLEREY
. GBI E, AFEREREE N
JE, ~EZ o U

HERBG . I RRER S

DEREE

TRAR, DBED, DAY
i, SR, BhEE, fREREE, O
X QT L&

REMR, DIER, DR, DR
&, atbifRe

HEURRES

[FIERTED F N, HAREL, R

RN WEE

T RIS THE, TERIRZKE,
meEzLrFa ke, R
TR oREREME, BUH R IREUTA
Bk U oS—BHIN

i
i
IH

SEIER, HAMKT,
FREY) FREEEIN, . HN
PR, A, IREDE, AiREE

TA =2 b M- EERGRE

il
i
T
i

o, Hds

Mg, ONFE, DRk, TR
M-, {EEG

REES DI, REERZG . MK,
Him. B, Bk, Bk D
DIRRTEHRE, DIRK, HEEY
TR, HIEARE, BUE, 1
Webss . pPS I, R R
M2, BhEE, DPEmi
Aa, HLE I

T ARIATESS

E25EEF

Wy, FEE

TEREE, MENE, EE, RN
TRIE, B JAE

A8, VIE, BEIEVRE,
PR, RAEIERR, B A
B, B EERREIRT, &M,
A TNV PR E R

RER

TR
OH}

U v~ F R, FuEhss
. FERRR S C3 H#ahn, fA Rk

Vo~FR¥BE A4 —n
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U R AR
B itk e B, KE SR, ROERRGE, R
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JaVERZ . RIS RIRIE
RERUXEES FAHOR EE, K B U A BERPT . DK, EIRBIIE, & | @~ 27 %> 0 AME, REHET
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i
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1 ~50/0*ﬁﬁ

1%KiE

SRR REE*
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Table 4 7 ') L% 5t 100 mg, 500 mg ; =Dt EIER
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| B mE s | 874291
W;”Vkﬁ il Omg : 2280 0037200
il 50mg : 22800AMX00372000
LES &&ﬁ%%%}BRAFBﬂiﬁﬂ RS 75mz : 22800AMX00373000
{7 F AR - (EE—EMEOLGECLVERTL L) AR 20164558
TR OME BRI AR 20164£6 8
fERT 2L — 201345 A
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)

[ ROBHIZEERELEWNIE) ]
L. AREIO Bk L OE O BEEIE D & 5 B3
2. WIS AR L CW A AREME O B A A ( T6. it
FEMR, BHRE~O®RY ) OHEBM])

(FRHE)
(4% - K]
- 17J7Jzzuq{§f7°:/71;7°xy/uﬁﬁh.ﬁ
59.25mg (¥ 777 x=7& L T50mg)
wra—2A ATT Y Ui~ 7RV T A K
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w , . R
27 4T e HTENRKRICE 7 a A a—A Z bk,
—h TN WiLF & o EH
50mg [ER7N AR RSB I DO2 58 h 7 )L
=
V45 C ww | somp :, !\__;I
kA= — K| GSTEW 50mg
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VTR NRET T T e =T AV

> o=
POy B oo S (757 2= 2 LCT5me)
=S NS VY. S/ VNN 7/
; A
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knll 2 — N | GSLHF  75mg
KEX (K| B 194mm £ : 6.9mm  ELE: : 0.346g

[ZhEER IE51 R ]
1. BRAFEIGFEREH T HRAURTRELEHERE
2. BRAFEIEFEE#*H I VBT aEL#ET - BREOIFE
NSk

HEEX (I RICEET S ERLDER>
1.+ Ea T 2REBIE N TRE/RZICBIT 5B
FIZL Y, BRAFBIGFEREN R SN B IR ET

HZ L&, MEIZHT - T, AR SN EA DI EEE
PHWDZ L,

2. [EERMRE] OEONEERI L, RHOFHHER )
LM+ B U7 B O B OEINET O
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3. RBN Ot MBI L FIEIC BT DB MR R 2N
VIRENT L TN 7auy,

(RERURAE]
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BE. RANZEIFTS7z=T&LT1E150mgE1H2
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FNRRARHIE D5 &
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. I AF =TSO FEMEELA & OFRICBIT S
M OV RIS LTV 22,
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IR 2 & A2 £ COMORMITHET 5 = &,
( [EpEE] oESH)

3. AFEHIC X 0 EWERAN B L-HAiE, Frtokk
Werk BB, RAIERE, BEREXETETs2L, 2
U, AlAE (B ORFE ERE) SUTHiz 2 )
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1) NCI-CTCAE v4.01Z & ¥ Grade % | &

REREDER

FAE SR R B B’5E
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1 B i 1[8]100mg (1 H2[a])
2B P 1[7]75mg (1 H2[A))
3B 1/5]50mg (1 H2[a])
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WM EREE A ST L) BELHEET L
B
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H ORI E S
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| Btk s, (| $EBTALD
WEik] OWBH) Do

¥HEE BREER - HEAZE | #F - BRETF
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BARAE (OIS HEARH) SOMMEREENH
LONDLTERHDHOT, BIgE 74T,
WHRO LA B I L,
BEITO Z &,

(2) =t EIERA
KOEIBRIERBBHLONDZENHDLOT, RE
DR LT HAITE, BEERILT 57 L@y
WUEZITH T L,

FSAF=TLOHRAR

HEFH 10%LLE 1%~ 10%R 7% 1% #
o % Ge, SHEHA
UINEEDS
TP ERIBAE . B
1% i, iR
SiE L I ER IR
oAt RAGEER, Wik, | b
R K~ YU T A
i AR Y S ER M
g AT FEIMED
ES
T, HNmEE i) e g
B, Bk
B AR R
g5, MR
MG 75 7 R 27
o - D | R I, RIE, | U o SR, R
e » Hif (B, t | AR, QT/QTc
P 1 %5 FR3E
0% VR i gk, PERIREE | FilERZE
# %
H1E e O T | ERL R, AN | ER
* L OWEME | R D%
frpa ALP H#901, v
ER -GTP Hiin
R KN | EUEEST OFE | AR
i iE, SERERE
ge, FLBE, AEA
{BiE. BT, A
b, BLEIE, T
B e JREFEARA
TR RIEERE, K
JERA, ZITAE.
NEMIE 2% L it
R
o B, A5 | DUBOR. FRURAE. | ROV ERE
% L) i CK (CPK)
) Hm
SR R Bk, BARA,
1) AL PRAMAE B
B
FE P | R, A v | OSSR
&5 i B | T U PRR [iiipEaia
SN B KD E
0 WEOE BRI LAE SLEANE, 7 1
it IRy




AF B iy

HEEFRH | 10%LE 1%~ 10%3k i 1% %
B SLIHEE
73
3 BB, FEAkIRGE,
L 15U LRI
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IV EYIN AN

8.

BEERS

BiE, ER BERSEORETMOEN TR,
WE  BERGHEOMEANTM SN TNRNOT,

(1)

(@)

(3)

(4)

(5)

1.

BERERERONTGEITIE, AH % i L)
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AF VAR SN GMEALTARARAN) , 27
HEitt?

SAE A BB FARNC [4C] ¥ 7T 7 = =7 D95mg
(i) ZEERO#RE U2, REP TR R
D93.8% MBI 7z (FE5%2405) , MdtreD =
PEMERRBR 123 (R G RON71.1%) THY ., RTI
1322.7% 3B S 7,

. HEEHR

(1) Invitro

2757 =T ICYP2B6 e UBA4 & HE LT-, ¥ %
2. 777 2=713CYP2C8 L U2CI19% fHE L 7=
(ICsofl : ZNFN82K U224 umol/L) ., 9 X7 5
7 = =71 FPgp K UBCRPOIE TH -7z, 10

(2) In vivo
1) FTAF=71

SME A B BEE1THIC N T A F =7 2mgd1 A 1]4]
KERARE L H 757 = =7150mgD1 H2[E K18
ROBESE20FA LR, MY 777 2=70
Cmax}. CAUCIE, ¥ 7 T 7 = =7 B 5-BFIC -~
T, ZNZIR16 K TR23% I L 7=,

2) rhaty =

S E BT B 160112 CYP3A4D BREEMN 2 A4
L7 baty—n @AANZENAETE) 400mgD]
AlEXERONEE %2475 7 2 =775mgD1H2[H
KEROKE LA LR T T 7=
AUCK CmaxiZ, ¥ 75 7 = = 7 BUM#EB G2~ T
FENENHITIILOB3%HEM L7z,

3) AT 4 TrIN

SR 8 B 171 CYP2C8 DI EEH 2 A4
L7 L7 47l (ENAKER) 600mgdd1 H2[E K
ERAKEE X757 =7 75mgd1 H2EIFER O
WELOFH L&, #7977 x=7HMEEICH
RCHET T 7 =7 DAUCITKI4T% ML =6 D
O, CmaxlIZ{LL7en-o7,

4 IT 7Y

SNEANBER RS 14BIC X 7 7 7 = =7 150mgD 1 H
2RI IERRO#E L TLT 7 U2 (SIK : CYP2COD K
B, RIK : CYP3A4K. O'CYPIA2DFE) 15mgHA[AlF%
AEE2EALEZEZDU LT 7Y o DAUCIE, ¥V
N7 7 U B EIZHE AT, SIKTHIZT%. RIKT
FI33%IWA Lz, £7-. 977 U OCmaxld UL
77 U UHMBE AT, SIKTHRI18%., RIKTHY
19%H3m L 7=,

5 IH VT A1

6)

SHEANERREERERFICF 7T 7 = =7150mgD1 R
2 FIKEROEE LI F YT A (CYPSADIEE) 3mg
OHERAOFGEZIMHHLIZEEDIF Y T ADAUC
K OCmaxiE, ¥V 7 LAHEMBEHIZLE_XTEREN
74 61 % LT,

U7 7oL

7)

S EA B R 1762 CYP3A K ONCYP2C8 D 5 i
TERZHETDHU 772600 mgD1 H 1A ER
O%5424757=7150 mg®D1H2BIE#HS &
BEHLEEX, X757 =T BB 5ICHT,
275 7 =7 DCmaxlF27%., AUCIE34%8D LT,
0 ANAKF D)

8)

SAE AR A EFI6HIIZ T ARZAZ F > (OATPIB1KL
UOATPIB3D ) 10mgD HER OB 5424757
==7150 mgD 1 A2EFEAHFG AL &, ¥
777 2= HFRABEGICHRT, B ARZRZF
DCmaxlF94%., AUCIF22% M L7z, £/, 77
7 =2=7150 mgx 1 H2E14HMNERS Li-#ico
ANRNAZF N0mga HERRAHE L& ¥ T 5
7 2= 7B G ICHRT, B ANRZREF D
Cmax (X 156%HE 1. AUCIET%HE M L 7=,
FRTF ) — L6

SNEANEREEE1IFNZ T NT T —) (Ta b
R TBHEAD 40megD ] B1EKERO#K 52X T F
7 =7 150mgD1 A2 EROHEEG LA L &
XTI 7= THMB SR A T T T =
T DAUCIFI%IEIN L. CmaxiF12%B Uiz,

(KA DAR S - E - MEE EEROHE] 0"

=2 M)



1

(ERPRRL#R]

. BHEAE

(1) BFRANIZEIT 5K

ENE /0 AHERRB (MEK1168853 ) 1®

BRAF V600E/KZ B %459 5 O TEBmBE (G5
[HH/8— b)) RO QOMRIAEIBRAHE 7 A Bl R
(FEOAE =) GEFIE: © 6 FILTO 6 ) %

RRIZHF 77 =7 (1[81150mg% 1 A 2[a0E# H #% 5-)
LT AF=T QmgxlAIEEAERS) 20HHT 5

8 1/ M AHREBR 2 0 L7z, 8 LA X — M 525%)

RIED 1383% (5/615]) T o7,

A3) avoR=F Uik e U CRIERGEARR ST

W5 THXID BRAFF v & W TRE I,

7£4) RECIST (ver1.1) HA RT7A L BIEBRETE

M EIC S < HE  (CRHPR)

(2) HNEANIZEIT 5K

Y

2)

S S MAH G R A B (MEK 116513545, COMBI-v)
19)

BRAF V600E/KZ: B % 459 5 B34 RIS YI 6
TR R ERET0AB xR, X T T T =T (1
El150mgZ 1 H2[ELE A& E) & F T AF =7 (2mg
ZIHIEE A E) 203 588 (DFRBEIERES2
) L_XAT 7 x=7 (1[81960mg% 1 A 2[a)E# H £ 5-)
ERET AR (RNAT 7 = =T EE3520) LU
FIFEIEE R IEIE A L iR 2 50 LU 7=, 24F
R (0S) OHFBFEFTICEBWNT, RAT 7 =2=Tf
&R U CORIRIERE ISR W CRERHERCE B it
FE2F 0 b7z [Kaplan-Meierds THEE L 7= 1 9fi
BERABRIERERBIE, AT 7 =T #1725 A, ~
F— N0.69 (95% 54K M : 0.53-0.89) . J&hl
log-rankfi & p=0.005] .

24 FHRB (0S) MKaplan-Meierg #
(MEK1165135BRITTSE M. 2014F4817R A v b
#*2)

HES B ARG AR AR (MEK 1153067358, COMBI-d)
20)
BRAF V600E/KZE 5 & 45§ 5 B4 RIS YIS HE
TeiEME B BEFE 230 G, X T T T =T (1
FI150mgZx 1 H2RIE A E) & T AF=7 2mgx
1H1EE A& S) 2#0FA3 28 (OFRFIERR21141)
L. A7 T 7 2=7 (1E150mg% 1 H2[EE H#5)
R4 AR (BARIER21261) % ol L7255 1048
T EHEREEA R 2 S L, B AT
WM (PFS) DMz T, BAIRERE L il LT
PEHBERIC BV TREIFMICA B RIER 1RO 5
7= [Kaplan-Meieri: CTHEE L 7= B 9ufil - (F R IERE
935 H. HAEERERSy A, ~TF— FE0.75 (95%

3)

2

EHEXH @ 0.57-0.99) | J&@hlllog-rankff & p=0.035]
72k, OSOEMMATIZE VT, Kaplan-Meierik THE
TE L 7o R OF AR IERE C25.1 0 A BEARIERE T
1874 A ThH o7z [P — FE0.71 (95%(EFEXM -
0.55-0.92) 1,
WESN B AR R R BR  (BRF1136837 5%, BREAK-3)
21)
BRAF V600EZ: B % 453~ % B4 ARIAYIBREER
M ERAEEI2S0FE NG, ¥T7 77 2=7 (1
E150mg#Zx 1 A2ELE A b)) #5958 (18741)
L H TN RT 0 1,000mg/m? (AR FFE) % 38 ICF
MR- 58 (6341) % bhig U 7= S AHIE 5 i
VEZo AL PLis R % 320t L 7=, PESOFEATICRB VT, &
NN CFEEWIRLTHE T 77 = =T RERICE
TAOARFBFHNICAERBRRIEERED b
[Kaplan-Meierik CHEE LIZHRE : ¥ 77 7 ==
TEERSIH A, XN 2T H, ~AF—F
F0.30 (95%{ZHEX ] : 0.18-0.51) . J&Jlllog-rankis
E p<0.0001] ,
1ES) A Yl E % B CResponse Genetics, Inc (RGI) TUO
assay & WV TS SV, MSkMARiE & o RN
R S 7ZTHXID BRAFX v 3z v =4 W
e L THERGERR I N TV S,

SEEELFHM (PFS) dMKaplan-Meierfh g
(BRF113683ERITTSER. 201151281984 Y b7
)

. JE /N A Bt i

1.

[ BR AL (R S TURH B R AR (B2201346k) 22

BRAF V600EZ % 9 % ™0 GIFRARAEZRitEAT - FE%E
OB AEEZXNRIC, X777 2=7 (1 [
150mg Z1H2[HEAHE) & NFAF=7 Qmg %
LA 1FENE A& 5) OffHE S (OB RTUEMEEE A
EETLFRIEREO H 5 57 B, O HEIERED
7RVERFE36 i) ARG D S IHIE B iR It BB
BEM LT, R (%) 2R Zh@63.2 (95%
[EHEICH] - 49.3-75.6) KRTU@61.1 (95%EHHIXH :
43.5-76.9) THoT-,

11:6) K[E DClinical Laboratory Improvement Amend-
ments (CLIA) & XIERELEX D 5 BRAEHKEI T
FEEOEEFREEEZHV THRE SN, MZhRE
L DRIEMNER ST 4 v 3~ A  Dx Target Test
CDx Y AT AP = B WiskeE & L CRIEIR
FEARIN TV D,

(EhEE]
nESHR

(1) Invitro



1) #7F 7 = =71%, BRAF V600EZ M % RBl+ 5 b
I R EL 00 i bR Sl Ak (UACC-257, SK-MEL-1,
COLO-829%) KUVt b /)Nl i il s H oM V522 #
MRk, BRAF V60OKZE S 2 56 B4 % b b vk B (o il
A SiHER (WW165, YUMAC, YULAC K TXYUSIT1)
A ONZBRAF V600DZS ¥R 2 55 89~ % & b I B
HEE F e WM-11 S5 ik o B 5 % il L 7=, 23.29)

2) #7577 x2=7%_ MEKIKUMEK2MERTHD k
FAF=T LT HZ LI XY, UACC-257,
SK-MEL-1, COLO-829, MV522 kRS (2 %4 5 H#
FECAIH A A VA5 SR B AL ER & Phifs L CHE R L 7=,
23,24)

(2) Invivo
#7F 7 = =71%. BRAF V60OEZ M 2 3¢ 84 % b
I B Bl SR A3T5P FLIAIARE 2 2 TRt L 7-
~ U RZEWT, BRI A Lz, 2 £, &
T 72T VT AF =T EAKRET S LI
X0 BHHNEAMBEE & bhle U C s s i 7 A
DR LT, 20

2. EFRMF
X757 x=7%, BRAFEEA! (V600E, V600K
UV600D) DFF—VBiEMEHELRZ, 27 /2, &
757 = =7%, A3T5P FIIARZ Bl L=~ 7 %
DIEEMIC BT, RAFY 7 VR F it ERK
DY UL ERELR, 20

(AT S EBEFHIER]

g
fNH:
!
N=\
[ HN
\ ]
F :}’ 5 « H:C—SO0sH
H y
g N 7 CHs
//‘\\ N
F O O Hi:C CHs

—fgL BT T T = =T A VLR (Dabrafenib Mesilate)
{54 N- {3- [5- (2-Aminopyrimidin-4-yl) -2-
(1,1-dimethylethyl) -1,3-thiazol-4-yl]

-2-fluorophenyl} -2,6-difluorobenzenesulfonamide
monomethanesulfonate

432+ CasH20F3N50282 CH403S

Sy FHE: 615.67

PER BE~EEEHADOMRTH D,

(&M

Lo [EEEG Y A7 BRI 2 FOE O b WIS EMT 5 2 &,

2. ENTORBIER D TIROENTWD Z &5 b, BEIRTE
%, —EBROEFIAMRL T — 2 NEFS N D £ TORIE, &
ER 2 R G R RREIR AE 2& 9Eh 45 2 & IC kv | A
BHEOEREREICET 2 & L bIT, KADRZEMR AL
PRICET 27 — & 2 IR L A OB IE- AN L2
HEZHLD Z L,

(2%]
BT 4T — RTINS0 28K TR (T T AT U R
k)

BT 4T =R BNTSmg 280 SN (T ATF 7R
~v)

[EEx#]

1)  Hatzivassiliou,G.ctal. : Nature 464.431,2010 [20160200)

2)  ANEER BN LERRICET 5477 7 = =7 Oy
(20160201)

3)  Denton,C.Letal. : J.Clin.Pharmacol.53 (9) ,955,2013 [20160202)

4) Ouellet,D.et al. : J.Pharm.Sci.102,3100,2013 [20160203)

5)  ALANEEL: MiEEERES  (20160204)

6) AR : Invitrof G (20160205)
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9)  AENEEEl : CYPICKIT Din vitroBLE/EA  (20160208)

10) #pERE: b T2 AE—F —I2 X Dinvirolfi  20160209)

11) #WNER: ¥ 75 72=F L T AF =T O ER
(20160210)

12)  #hWER: 4 b — L b O TEAER (20160211)

13) #ENEE: AT TR UL L QYR (20160212)

14) #EPNEERE: DL T 7 U vk OSBMAEAEA  (20160213)

15) AEPNEERN: 4T AL ORBMAEEMA  (20160214)

16) A% - V7 7L B L T RT T L b OEYAREAE
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19) #pER : MEAVBTURRGH RS (MEK116513385) (20160216
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23)  ALPNEEEl : BRAFZERIME b b AR d Ik O B R
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24)  HPEEEL : BRAFZERIPE b b IE/ NI B AR O B B
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(SmkEER 5]
FHEIERICE B OENE RIS E E LT FaIC TiR
TaEu,
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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,
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CYP2C9 /& CYP2CO IZ X 0 RSN DFAN &S | AAKIA CYP2CY #7585 &
TT Y Lk LZHAE. INOOEFIOMPRENME |1k b, ZhbIEF oM iR
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Lice =), ¥777x==7150mg® | H2EIKERAFKE L FTXTFTY—/140mg D1 H 1[H
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FHAIZHART, B A RAXF D Cmax 1T 156%8501 L, AUC I% 7%HM L 7=,

INBEEEE 2, CYP3A KU CYP2C8 #5574, OATPIBI & U OATPIB3 A8E & O AAEHIC
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EETRWERARE Sz, ToELb ok, WAk 63 il (33.7%) . FEFLIENE 40
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FEIRFER (MEK115306 5Bk, FOAMEK116513 5Bk & OV E2201 5A5R) (2R & AR B
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IT MAEEERE (2201 3B (B0 2B EHORBBRENARH Lz, £z, 2ohoRE iz >w
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[CBWT, Grade3 XiZ 4 DFEESEIBREN 2%LL ET, o CDS ICF#E a2, ENEAHZ
TG LTy TREMEES %) 485070, TEEAE LRHE) o0 Tik, F
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RGP AR TREMELOS R ENTWA Z &, HREIEEREUE 33 # (5 LEE 1 4D
HEINTWAEZ LG, BRMNEFXERVCDS & DEREEE] MBSz, ThEa2i,
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nh, BATHRAXECESZT|ELE,
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10 bR, EWR, RIBESAORSH

101w, Eiw, BEIRFAOERE

() AR SUTIERE L T B AR D & DI NISIT G- L2 b, dERT 2 AIEEMEDS & 2 i A
T, ARFIE G R O 544 Tt — E MRS O 220t 2175 KOs d 52 &, Bl
FAIE, REEGH R OB G4 T % EMRITEE 21T X o852 &, (@I
T, 7 v MZBWTRHEMORERENE - BIREEOKM, FILEEN 20 mgke H
(kg & (AUC) O 03 %) LLEDORETH LI, HBIRE - ERBEOKME, & KA -
B CTHEOEE, E AR ORE, L= P RRKE KR ORI EED 300 mg/kg/H  (ERANE
#ZiE (AUC) Of 1.9 f5) HTHROLILTWD, £/o, YU A, Ty MO X TrIBEMEA
THERIER BN O N TWD, 1 (19, ZOMOIEE] OESR)

Q) TWIWEETHHAIE, BHLETIEESEH &, (B FORAHT~OBITIEIRHTH
V., BAFOEGIZHET 2L AVETML L TR, )

10.2 1R, ER SBILHREAOBRSEOHRTEEM
HAFOWRM CEICRH SN TV ANEICOWNT, BF AT 5 BIMERTE LT
D, BUTIRM SCEIC S X 3BT L,

11 INREADRE

11.1 INREADES
IEHARE ., FER. IR, SR U/ NI R 2 2 a RS LT,

11.2 INREADEEDERTERAL
HITOWM TR ENTOBNAEICONT, BFLETLEMERIIELN TN &
D, BUTIRM SCEIC S X 3T L,

12 BERSHE
12.1 BEiRE
e, SEAR - B ER SRFOMEIIE STV,

RUE A SR ORI SN TV RWO T, IBERGNEONIS AR, Az ik
LB 2R A RERRIE 2T 9 T &

122 BEEREOHRTEHRL
HATORM CEICTHR SN TOBNAEICHONT, EFL2ET 5 EMERIALA TN &
NG, BATIRM CEIC S X E L,
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13 FDMDFER

131 ZOHOEE

(1) ZEFIRAS % 5 B4 BRAF il % BRAF [HLEHICTLEET 5 Z L12X VW, MAPK 7
FIAGEDTEMEALD R STV, D BERBICE WL TIE, RAS s FEREAT 5 IEE
DFRBBEE SN TND,

@ ~YUA Ty FROA XITBWTRER R LRICERZE OB LR OZNE, 2,
K7 HO8A %) A 5 mgkg/H (BRREREER (AUC) O 02 £i5) ULLOBETAHLN, T v
hR O X TRIREHIT I T b IR bhad -7,

B) YUA, Ty hEROS XTEBWCLEILME ~OEFE GEBINROEN: B, i,
FEEFOIER L, 05 OMKENLE MRS, FFEIROZME, W& /i HEE%E) 2
15mg/kg/H (BRREERE (AUC) O 0565 LLEORETALNT,

@) A XZBWTRE MO RIED 20 mgkg/H  (HRRERE (AUC) DK 8.4 %) LLEDRE
THLNT.

(5) Invitro 3T3 K@mMERBRCTHEEL R L, £72, ~T7 VAT ZAZ W2 in vivo R T
100 mg/kg (BRIRBEFEF (Cmax) OFJ 31 £5) LU EORE THmIERISS 57, ]

13.2 ZFOMDIEDHRTEIEM
HITORM LTSN TOBNAEICHONT, BFA T 2 BMERTASA TN b
NG, BATIRM CEIC RS X HE L,
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<H1T>
%4 « | [BARA] N-3-[5-Q-T7 2/ BV 2 D04 Af )V)2-(1,1-V A F IV FIL)-1,3-F 7 > — )b A JL]-2-
il % TN T 2= 26-V T NAuRCB AR T I R A X AV R
[2£4] N-{3-[5-(2-Aminopyrimidin-4-yl)-2-(1,1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyl}-2,6-
difluorobenzenesulfonamide monomethanesulfonate
& K
ZhEe - % | BRAF BIETFEREZH T 2 BRIGURARE /e B B
B
Mk - A | 8%, BAIF 77 7==7L L TLE150mg % 1 H 2[H, ZEERCGRAKET D, b,
S BEOREIZL Y EERET D,
BB o | IR B, S BI3E
o E | morsEEs
TR | JFK : 47T 7 2 =7 X ViR
HRNGY = | g . %7 4 F—HT A 50mg 1 HTEAFLT ST 2=7 L LT 50mg GH)
o & 874 F—H TN TS mg (| BT EAFET 57 2= L LT 75mg &H)
H M| BT T 7 2= A VVERK

2k WG OESERE &0 (mg/kg)
7w bk > 600
S X >80
iE# G- By E 51 B 52 e 5 & TP
(mg/kg/ H) (mg/kg/ H)
~ 7 A 26 i & 15, 50, 150 <15

> 15 IFFRER « U LoSER - AFBRER - APHEAEER - BImERER O EE, ALTAST &
E, Zva—2&MHE, RO, RIE, FFHIRIER, 7 v S—Hifaiex 8
ek, M REPSR, GRNEXIEROZUREM, B Emmn, g8/
HI'H T ORI BRI AT, RRE TN, REREE & e,
ORI S OIS N, FIRMIER, mERESE, & /& E
P2, SJE _FRPAFRRER, MR S ERIE K

>50: U L HliORNE I, M) oSk

150 : {RE MREBMEKE, 717 2 K, REORAMEREMRERE UL
FNER, @Ik

A 4 3 ®o 5,20, 200 <5, 2200

>5: MU ZUERY NMEE, aiEIRERAE LR oa AN, TSR
VONEIOIRMEREEAN, FEEROMER THIZN, WY, R ERofiazks
>20 : DABIE
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200 : (RERD AERINE A 2R E
7> bk 13 1 e 20, 200, 400 <20

B R ORI T

>20 : RED, (RERINE RERRGE, RN Gk, REE R, %8
o), U N EREGRE, U ARAE, R - RIS B B B RS O R BILE
fETCHE, AiH RS L BOEIERL, KRR~ T EEsE, K LR TR,

>200 : AFEREREGEE, BEA - FUZ U R Y R 7AT I U OfE, /NEREE

(M%)

B RE Z2 ek
400 : HIE, BAAEIR, ZFHER - BHERE O S, IR A M IO MR
A4 X 438 g 1,5, 50 5
> 1 BELEARAE, HEE G iRk A A fE)
50 @ FERE O, XM, 1B, FLUEE, REEE - A, =RFoin
J& - i
A X 138 A 5,20, 60/100 <5

VIR M EREE AN, AR 1 BR B R (R B

B S A AE

) o7 kER 14/15 BICFEEF Ik

>5: REWRAE (L5, FER, MEOBR) , MR, Wik, BiARER, #ik/ B
GfE, REORLLE, REMEIIEMIIREXIIOS A i, KRORE LK
BNE R, RE RO 5D BT, D > SE ORI NS

>20 : {KEE - BEFED, BN, RN, IRER, HPER - HERE O &E, ALP
EE, RE, ZLT7F=r -TATIV-aLxTa—)L-Jr - Y TLD
A, A DEBEOMBSHEM A MEEGE, FE BRIk, BRO Y >R, &

60/100 : HED —foRAEE L (RERD, RACNR, HIE, BOKIER, WRE, W&

R | ENEER

27T 7 x =T EMBES OENG 1 FHEERHER (BRF116056 35)
BIER (BAREERSLEHZET) BEE  12/12 #1=100%
RIVEA (BBARMAEMEAT LB 4 E51) OFE !

RBHE 6
FE 6
MEim 6Bl A&

HTT77x=T L NI AF =T O L D ENERRRR (MEK116885 35k)
BIER (MAREERSLEZET) BEE  12/12 6#1=100%
RITEA (BBARMAEMAT LB 4 E51) OFE !

FEE 8 Hl
TARTGXUET I ) T AT 27 —BHM 66
KAtEmE ol &4

]

S E AR

SMES N AR (MEK115306 38%) D956, ¥ 777 = =7 HAIKGHE
BITER (BRARMAMRFEEB 2 5T) FEHE : 186/211 $1=88.2%
BITER (BARMAEMRFE A2 5T) O -
At 63 il
5 56 41
BiEiE 5261 %%
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AMEZE I AHRE (MEK115306 3RBR) D56, ¥ 777 x2=7¢L b7 AF =7 OOtHKEGH
AIVER
AIVER

FE

(FRR AR E A 2 5 Tr) R © 179/209 $1=85.6%
(BRI AR T E® 2 &) OFFE

98 il

% 5745

5o 52 &

= t

JINVT 4 AT 7SR A A

<HIBR - IB0>""

HHLD I LR, TR

b %4 - Bl 4

% & =X

Zh hE 2 R | 1. BRAF BB TERAH T DRIGUIBRA AR 2o I R A NE
2. BRAF BT ERAHT 5 UIRTRERELT -+ R O I/ N

Mk - & | BEREAEOSRE
WH, RACEFA 77 72=7L L C1H150mg % 1 A2, ZEERICROKSESTS,
ek, BEOREBIZLVETHET S,
I/ AR DA
FIRAF=T LOPFHICBWT, @, RACEY T I 7 =T LT1E150mg & 1
H2Mm, ZEfGRpcns 95, ok, BFOREIZLVEERHET S,

Bl K% o BT

molR 4 kO

A H - &

B P

&l 1E M| ENRER

X757 =7 B G OENE [ KRR (BRF116056 7R5k)
EIEAH (BRMRAERE A2 &) I  12/12 #1=100%
BWER (HARMRAERTLE#EET) OFME :

ELE 6 Bl
FEE 6 1Al

BIfR 6Bl %%
AT T 7x=T L NI AF =T O X S ENERRE (MEK]16885 35k)
BIWEA (BRAMRAERE LT L 1) L= 12/12 #1=100%
BIEA (BARREMERFE LT Z5T) O

HEEN 8 H

TARGEURT I ) NT7 A7 27 —BHEM 64

KAEEPERE 6 %

HME SR
SMEIZE 1T AHERER (MEK115306 88%) D5 H, #7777 = =7 HAIE G
BHWEH (BARMAERELET L ETe) FEE : 186/211 #1=88.2%
BIER (BEPRMAERF AT A 5T) O
A 63
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W55 56 i
BiBEE 52 151 £
SAESS T AEERER (MEK115306 3ERk) 096, ¥ 7737 x2=7L NI AF=TDHKS
B
) FEFER ¢ 179/209 $1=85.6%
) OFEXE -

Ho Hol

IWER (RR AR A S 5 25 )
IWEA (BRI A 2 25 H)
FEEL 98 fil

mEE 574

Wy s2 &

Eae
zate

] B 3 [ 5 R

[ERSIESE T AHEER (B2201 388R) 096, ¥ 757 xc=7 L v I AF =T O HEGR
93 filtf (HARANEE 1 HlZETe) 8361 (89.2%) ICEMWER RO bz, EAREIERIL,
FEEN 46 5] (49.5%) , B> 36 B (38.7%) , WEM: 25 6] (26.9%) , FZRERLMER 25 4]
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BHEH
B=

&

FBEE AR

B E SR

HRiELE
(BA. &)

REEs

Bl

42 FREHRCE

421 ZFEWE

E85Y

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

(ZZ A B

4213 TREEMAR

(3% & 7L )

4214 EH

EAEYRE AR (%ML

422 Y EEEEAEE

4221 S¥ERUAYT—aVRESE

ZAFEHGL]

4222 Uy [EZEHLEL]

4223 &7

4.2.2.341

il

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

GsSK

=

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)

GsSK

1HF)R

HRmEE

KE

&

HAREE

T
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4.2.2.4 k&
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
4.2.2.4-2 |Metabolism of GSK1120212 in Male and Female Intact GSK k= -2 HREREE 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]

4.2.2.7 %

e DL DEY B

B (oL BRG]

4.2.3 &

T MEELY

AL ]
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&S FE R EAEE (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
4.3-3 Bello DM, Ariyan CE, Carvajal RD (2013) Melanoma mutagenesis and aberrant cell signaling. Cancer Control; 20:261-81. T
4.3-4 Cargnello M and Roux PP (2011) Activation and Function of the MAPKs and Their Substrates, the MAPK-Activated Protein Kinases. Microbiol Mol Biol Rev; )N
75(1):50-83.
4.3-5 Chou TC and Talalay P (1984) Quantitative analysis of dose-effect relationships: the combined effects of multiple drugs or enzyme inhibitors. Adv Enzyme AN
Regqul; 22:27-55.
4.3-6 Lito P, Rosen N, Solit DB, et al. (2013) Tumor adaptation and resistance to RAF inhibitors. Nat Med; 19(11):1401-9. p )N
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; )N
116(6):855-67.
4.3-9 Wellbrock C, Karasarides M, Marais R (2004) The RAF proteins take centre stage. Mol Cell Biol. 2004;5:875-85. i
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EE

= B

EE

S ER E FR AR

SAER R RIBAT

ST £
(EA-85)

B8

B

52 ZHbkaB Sk

52 |cHhpB ok

JINLT AR

EH

[ HAREE

EH

53 REBHESER

R UBEES
531 HUBAICABREE

5311 NAAF~ATE )T« (BA) SREE TR

£ [(BIEHaL]

53.1.2 HEBBAGKERR WA RIEEE

BE)EABRIREE [udritl])

5.3.1.3 In Vitro-In Vivo DEBEZ BT

AEEEE (AR EHiL ]

5314 ENTHRUBLEMAIERARES

5.3.1.4-1 |Validation of a Method for the Determination of GSK2298683 in
Human Plasma by HPLC with MS/MS Detection
Final Report Addendum No.1

GSK

5.3.1.4-2 |Validation of a Method for the Determination of GSK2118436,
G5SK2285403, GSK2167542, and GSK1120212 in Human Plasma
by HPLC with MS/MS Detection

Final Report Addendum No.2

Bt

HAREE

BT

GSK

HAREE

&

532 FrEabzRL RN e ABnE e

5321 MFFEHAHABHREE [RIEHEL]

5322 HRARUVEDBE(FRARBEE (ZaafZL]

5323 fthob bERHMERANFEHBHREE

5.3.2.3-1 JAn In Vitro Investigation of the Trgnsport via Heterologously
Expressed Human Breast Cancer Resistance Protein of
GSK2118436, GSK2285403, GSK2298683 and GSK2167542 in
MDCKII cells

GSK

5.3.2.3-2 |Mechanistic in vitro investigation of hepatic uptake of

GSK2285403 and GSK2167542.

HAREE

FH

GSK

Bt

HAMEE

=i

533 WEEVTE (PK) FHBRHS

5331 BERBEI-BILPRE VIR EETREEE (BEARE0]

5332 BEICATAPKRUDBAREARREE (AL AREL]

==)
5333 MEMERNEBILI-PKEBREE (GaaikL]

q-.u

5334 SNAMENZ R L I-PKABRE =

5.3.3.4-1 ]An open-label study to evaluate the effects of a potent CYP3A4
inducer and the effects of a pH elevating agent on the repeat
dose pharmacokinetics of dabrafenib (GSK2118436) in subjects
with BRAF VY800 mutation positive tumors

J LT 1 R 2013412H208

~201643A31H

E, A xR,

F—ALFUT,

its

Bt

HAREE

BE
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5.3.3.4-2 |An open-label phase 1 study to evaluate the effects of dabrafenib| / VLT 4 R 20155%3H3H RARA 2, B3R a5 HAREE &=
(GSK2118436) on the single dose pharmacokinetics of an ~20165£8H1H
OATP1B1/1B3 substrate and of a CYP3A4 substrate in subjects
with BRAF VY800 mutation positive tumors
5335 REal—i-av/PKRAERHEE [uEiil ]
534 BREFENZ (PDIREBERETE [T REL]
535 FIMHRUERSELHBREE
5351 HEYTLEISEICHTHAHEMBHBEEE [HugnalL]
5352 FEXEHEBRITE
5.3.5.2-1 |A Phase |l study of the BRAF inhibitor dabrafenib as a single GSK 201108B05A~E |77 ¥R, k1Y, EFFERE HAREE Bl
agent and in combination with the MEK inhibitor trametinib in M ARYTF, AZ
subjects with BRAF VB00E mutation positive metastatic (stage IV) Z, I N7—, A
non-small cell lung cancer. Ry, 4AFYR,
XE, B, EEH,
B, Et50HEE
53522 |A Phase |l study of the BRAF inhibitor dabrafenib as a single T4 A |201MEBBOBE~E [ZF R, FA Y, EfE R HAREE ERali
agent and in combination with the MEK inhibitor trametinib in B (T—4%hv k|05 UF, AZ
subjects with BRAF VB00E mutation positive metastatic (stage 1V) T2 X N9z —, R
non-small cell lung cancer. B) R, AFYR,
*E BE EBE
&%, FHS0HEER
5353 HBHOHBHEZHETHRITLEREE — _ _
5.3.5.3-1 |SCS Appendix 1 (Integrated Summary of Safety, data analyses) T4 R — — EEE HAHEE FF4h
5.3.5.3-2 |J-SCP Appendix 2 (Integrated Summary of Clinical J LT 4 R — — EfE £ = HABESE i
Pharmacology, data analyses)
5.35.3-3 |J-CTD Appendix 1 (Integrated Summary of Safety and Efficacy, JLT 4 R — — EFE HAMESE i
data analyses)
5.3.5.3-4 |SCS Appendix 3 (Adverse events of special interest) J LT 4R — — HEETE] HARE= e

5354 ZTOMDEGRIABRBEE [IEHTL]
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ES ~ = M e SR ER = MR HARS RER R MRIBFT (EAL B4 BEsE il 5E
536 TREQERAERI_HEILIEEE _
53.6-1 |PERIODIC SAFETY UPDATE REPORT(GSK PSUR 4) GSK Period covered: — E45 HREEE HE
2015528278~
201548H26H
53.6-2 |PERICDIC SAFETY UPDATE REPORT (NVS PSUR 2) ST AR Period covered: — #wo HRRES &=
20154118308 ~
2016458 29A
537 BEET S —ERRUVERGER
537-1 |BRF113928 £&F—4%—5 GSK — — ElEEIE HRBEE i
537-2 |BRF113928 #&F—4%—& LT R (FT—%Aw kA7 — EIZEE HRAHREE i
)
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548FEXH  GHE/ 2EDH - 2EEH)
5.4-1 Barlesi F, Mazieres J, Merlio JP, et al. (2016) Routine molecular profiling of patients with advanced non-small-cell lung cancer: results of a 1-year TN
nationwide programme of the French Cooperative Thoracic Intergroup (IFCT). Lancet; 387:1415-26.
5.4-2 Blumenthal GM, Karuri SW, Zhang H, et al. (2015) Overall Response Rate, Progression-Free Survival, and Overall Survival With Targeted and Standard TN
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.
5.4-3 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; )N
373:1627-39.
5.4-4 Cardarella S, Ogino A, Nishino M, et al. (2013) Clinical, Pathologic, and Biologic Features Associated with BRAF Mutations in Non-Small Cell Lung Cancer. BN
Clin Cancer Res; 19(16):4532-40.
5.4-5 Davies H, Bignell GR, Cox C, et al. (2002) Mutations of the BRAF gene in human cancer. Nature; 417:949-54. TN
5.4-6 Dearden S, Stevens J, Wu YL, et al. (2013) Mutation incidence and coincidence in non small-cell lung cancer: meta-analyses by ethnicity and histology TN
(mutMap). Ann Oncol; 24(9):2371-6.
5.4-7 EHR data (2016) Real-World Treatment Patterns, Natural History, and Burden of lliness in Non-Small Cell Lung Cancer Patients with BRAF V600 Mutation. FvAN
5.4-8 Fossella FV, DeVore R, Kerr RN, et al. (2000) Randomized Phase Il Trial of Docetaxel Versus Vinorelbine or Ifosfamide in Patients With Advanced Non- TN
Small-Cell Lung Cancer Previously Treated With Platinum-Containing Chemotherapy Regimens. J Clin Oncol; 18(12):2354-62.
5.4-9 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 BN
Thorac Oncol; 10(10):1451-7.
5.4-10 |Hanna N, Shepherd FA, Fossella FV, et al. (2004) Randomized Phase Il Trial of Pemetrexed Versus Docetaxel in Patients With Non-Small-Cell Lung BN
Cancer Previously Treated With Chemotherapy. J Clin Oncol; 22(9):1589-97.
5.4-11 Hauschild A, Grob JJ, Demidov LV, et al. (2012) Dabrafenib in BRAF -mutated metastatic melanoma: a multicentre, open-label, phase 3 randomized TN
controlled trial. Lancet; 380:358-65.
5.4-12 |Hyman DM, Puzanov |, Subbiah V, et al. (2015) Vemurafenib in Multiple Nonmelanoma Cancers with BRAF V600 Mutations. N Engl J Med; 373:726-36. )N
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5.4-13 |IFCT data (2015) French National Observatory of the patients with non-small Cell Lung (NSCLC) benefiting from a molecular test on the Hospital Platforms Eo
of Molecular Genetics. "IFCT-Biomarkers France" registry Second report: Version 2.0.
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 E
Cancer Mouse Models. Cancer Res; 67(10):4933-9.
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