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a v o

oLt A9t Aauurdin1sieanissnendaasaien Mekinist waz dabrafenib lugilas s
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NNTANHINIIARTN)
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=

dilaanlafunisinuinae Mekinist monotherapy way Mekinist 1Wsauiu dabrafenib (tisng)

21Nl NIl T2a9A) AATNINITFNBIA98 Mekinist monotherapy 58 Mekinist ¥ 3au iy

1
1 o aal

dabrafenib faapanseinszdvlufloaniAaidesraanisinnssiniza unsuazan tdney

a

X A o o© 1o . . L = ' @ dl =
mummﬂimmmuqmimumiﬂqwm (diverticulitis) NN1TUNTNIERANLLRINELINNINNNLALUDINNT

= k73 tﬂl tdld dl ] Y a o
waziinisldnauniann@ssasyinliiianszinizeasuazanldnzg

U a o o ] o v Yo o o A
wngihaifnainisdniaurasan i lunjuarnszmnzammsuazanldneg aaslasunisineium

Fluninlann anlWdanlalalnda (Hemophagocytic lymphohistiocytosis (HLH))

N8UaIN19919a 9 anunIgiia HLH ludtaanlafuntefneinae Mekinist 1 sauriy
dabrafenib winasdedngiloaiia HLH Tisanissnendansna mnlasunistiuduindy HLH uda

Tig N9 HILLLNN0T UAZAUATNHININE HLH BENMNIEaN LN

NANAINISHLANAINNISAANEAI B UAIAN (Tumour Lysis Syndrome 158 TLS)

{31291UABINGNBININAAAINNIFAAEAIB9LEUBI9N (Tumour Lysis Syndrome %3a TLS)
sounanatiAedin Tudiaenlasunisinedan Mekinist Sanriy Tafinlar (1Usmg 81019 laifig
1szaad) Tadeidesduiunisiia TLS laun daseaniiiulnetdnasqnisa high tumor burden A9
4 ¥ ooy day o oo o o ve o e
Tonden uwar nazaraun filoanidade@esd sy TLS Aasldfunishinniuatnalnddia Aos
Warsaurniasnisnsiiasiu (du nsliansuidnaendeauarn1sinENsEAUNIALENAINa UGN

$N11) WAL MINITINEHIANNAHINNIZANNNAADN
1 =9 o
a5 binlszaan
asUtayannulaanne
TsANz159 melanoma AluaINIsaENARRaNlAMNSRANITUNINTZANE

nN95NHIAE Mekinist monotherapy
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ANUaaAsitaes Mekinist monotherapy gnilsuidiulunguiilaslsnuzifs melanoma ndn1sNaTe
o & A Y D e v A = . 1 va o

Wigua3En BRAF V600 Nldiannsanindneanladvisalinisunsnazanesan 329 31 Nlaiun1esne
el Mekinist 2 1n. Tnennsfuilseniuduay 1 afslunnsdnen MEK114267 MEK113583 Lay
MEK111054 anngtlaeianun Jgiloe 211 98 #la5un1ssnesae Mekinist 41115uTsanz15
melanoma ANNNINANRUEIB9EW BRAF V600 lunnsdnsnispdinuuundinisgulilasunis

snwn Taelddntantssnunnlasulunisdnen MEK114267 (Tlsng A3ANINIARTIN) wsnsad

1
=

Tdfasvaeminudeasian (220%) 41950 Mekinist lawa B Haaids 8aua0 w11anUan pawld

q

wazinmilidniauadeiugs lunisfneimieaatinaes Mekinist wnnisallaifedszasdannnis
=

v a dl Yo o % o 1
NAURLUATHNY 1@‘3“].|ﬂ’1§“a‘ﬂ‘];‘f’]ﬂ')£lﬂ’1?@jLL@ wuvlszAulsaasagi iz an (I‘]J?ﬁ@ WUIAELLRE

33019 Nden)
N155NE1A28 Mekinist 39NN dabrafenib

A NLlaaniuwesnsinwsag Mekinist 398U dabrafenib lasunisiszidulunisAnmnszezi 3
wuugulilafunissnauau 2 nsdnm Tnadnslunquitaalsanziss melanoma Niinisnane
WugaegEy BRAF V600 #liaunsnddneanldsaiinisunsnszate  Taglasunisinmnson
Mekinist 2110 2 1. Futlsenuduay 1 Afauas dabrafenib 1u1a 150 1A, Futlszniuduay 2 A
= aa 1R rdl 1 (4 [ [ v -
(Wemg nsAnwmisadating wensnilaiialszassmnutien (220%) amiunisinensae Mekinist
$9urU dabrafenib laun 14 dausn pauld anAswe wuadu Heuds du taede aruduladings

AR LAUINLIN wazle

ssNagiignisalluniviszassainnisansmvaann lunzse melanoma 7iliaIns0s16Aa8N

v A =1 1
Ipradnisunsngzans:

1R & = aa L7 [~3 dl 1 1 o
winnisnlaiisilszasdainnisdnsmieadiinlugdiloa lsauzi5e melanoma Nliaunsneinsnasn
TAv3aiin1unIngzans aUnANNIzULade92 U9 8RN EaY MedDRA WaaaluA19199
5 LAaTAN9197 6 41FU Mekinist monotherapy wazn1sl9 Mekinist $9u1L dabrafenib AMNaAL

1 o 1R & o o o dldl dl é
nelunsiazszuuaduny wgnisndldivdscasAazgnanan auniua i Anuanaungellen
nguaasA N luwsarensldNelszasdmnn CIOMS 111 {luasi: wulesuan (21/10); wutes
(21/100 D4 <1/10); wu'lsidas (21/1,000 D4 <1/100); wusias (21/10,000 D4 <1/1,000); WuLas

11N (<1/10,000)
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a [ a1 1 @ Y & A ] '
M19190 5: ALL59 melanoma ﬂlNﬂquiﬂquﬂ’ﬂ’l’]ﬂ‘lﬂﬁﬁﬂuﬂqiuwgﬂﬁgﬁqﬂ - Lﬂﬁlﬂ’]%‘mﬂls\l

Narlgeaam lun1gsneIma8 Mekinist monotherapy

1 4 d‘
winnsallainalseaen AN
N=329
n1sAmLEa (Infections and infestations)
SUNTUBNLAL wuleg
& A & o !
WL RTALLALIBNLAL NULag
d’l dl o/ 1
LB nNLAL WL
T PRGN WiLiag
ANMNHALUNAURITEULLADALAS UL AR
Ta%mang NULag
ANMNEALNAYRITEULNNANAY
UffsengRlanu’ wutiog
ANMNEALUNAURINATURATN AN TATWINNSG
N19TANAUN NULag
AMNEALNRURIAN
A8 WLLRE
701°] AL NULag
ANEIATLNNTAY WLLRE
Tspaaatialaraefuazisiun (chorioretinopathy) wi'lsdiine
A o d‘ a o [
UABALADAAINILIAUIDAFIL wulsddas
4915z @a 1 MmAIUIN wuladdas
LRUINQAAEN wulsities
ANNEnlnRaagiala
P 1A a9AN9 T8N URALNG NLLas)
Andounistiusaainlasnag NULIBE
inlaLadn NLLas)
Pilaguinan wulddas
AMNNAUNAURIURaALABA
ANAUTAINgS WULBEININ
A 2) |
ANZLABADAN NULBYNIN
NTLINUNUAD WL
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1 -4 Q‘
winnsallainelseaen ANND
N=329
AMNRAUNRaRINIsUIEla 1199980 Wazale2E I URIUNANURITRIBN
o WULRENIN
pelaanunn NULBYNIN
d o 1
RaanLAT A NULIBE
UapaniaLl NULBg
Tspaaaiiaitiadan (Interstitial lung disease) wu'lsliine
AMNAALUNAUBINTLLNIZDIUITWAZAN LA
v al 1
RN NULIBEININ
AALLA NULBLININ
RRICTI WULRENIN
NoagN NULBEINN
1am9ias NULIBEININ
STV NULBEINN
dl 1 o/ 1
wayludesndniay WULIBE
aldlunjaniay wu'ldias
o v [
NIzINIEaIMTUATaT 1dnzg wuladdas
ANNAALNRURIRI ML AL B LED LA NN
f1 NULBEININ
HAMINaNIALAANEIT11ED NULBYNN
Hauiia NULBEINN
AL NULBYNN
RGN WLLAEININ
HLLBIN NULIBE
HLLAN NULDE
NAN®1NNT Palmar-plantar erythrodysaesthesia MIGH
Haulusag NLLas)
= = R { T 3 3 =
AMNARALNALRINANLUA NSEAN UazllalEaLNaINY
Rhabdomyolysis wu'ldias
- . . - o £ \
wawlasl creatine phosphokinase Tuiraalnuaw WLLBE

ANARUnAlagN9 L1
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1 -4 ﬂ.
mqmszﬂuwaﬂszmm AND
N=329
AAUAN NULIBENAN
LULANLIN NULBEINN
4f NULALININ
PLNLN NULIBE
3 A . ,
GLMRGLERITT NULBE
AAULNASI wWuiasl
= a o v a e
AMNRAUNARG ] Manasd)unnig
L‘ﬂuvLeﬁNrAspartate aminotransferase N NUlay
aulnsd Alanine aminotransferase [N NULBE
- ) = a £ '
wulmd Alkaline phosphatase TwaamivNau WULBE

) 919uAANeINIT 41 19 FY AINIINAABLNITVININIBNFALANTY HASNINaNTLAR NG
2) 2 , o o U ~ | = el o o P =
nzideneandaulvgjesluszat liguuse dnisseviueinislunszavanddny laun naziaeneanly

a = o d’a a = = Azl, o v al aa
U?L’Jm‘”j‘@@fJEI’JS‘ZW’Jﬂl’]WLLZVL’ﬂ’?j‘mﬁ)ﬂ’wé‘:l,@@ﬂ@@ﬂZUﬂﬁfV@ﬂFl?HXWWWZWLZVEI"HQW

12 1
A

1397 6 wanswmsn1edlinelsyaeAniniaTuiaeld Mekinist $auiU dabrafenib Aann1gAN®A

MEK115306 asiilunisdnmnszasi 3 uuundnisgulilasunisinm nelntlanissnennlasun

aa9rle (31Ul 209 918) wazdeyaniesiuaAdNlaeniuILINaIn MEK115306 (ANu3u 209

$8) WAzNNIANEY MEK116513 dailunisAnmnseasi 3 wuundnisgulilasunisinmn sl

1nTan135neAlASY (A9 350 318)

a =3 iy [ ¥ ' '
M1519% 6: N1 melanoma AldgaNTRENARRaNlAUTARNITUNSNTEAE — WANTTRILENS

1seq9Alun1s5NEIA8 Mekinist 98N U dabrafenib

winngallsinsilssasa

AN

MEK115306 1ayNTIUTIN MEK115306
(COMBI-d) (COMBI-d) U MEK116513
N=209 COMBI-v)
N=559

msam% (Infections and infestations)
AaalunnaduTagny NULBLNN WuLael
Twseaynuazpanasdniad NULBLNN WULRININ
X 4 . . .
DLIGLERIGH IIGH WuLael
JUNTUBNAL wulee nuleg
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wiansallinelseaen

a
AINE

MEK115306 TayasIUTIN MEK115306
(COMBI-d) (COMBI-d) "1 MEK116513
N=209 COMBI-v)
N=559

daEeseuEusniay NuLag AIGLH
ﬁur&jwum wuleg wuleg
asanisiilduazlildidadse (59104 qqﬁ']uaz?{uﬁyﬂ)
NZ139TBY cutaneous squamous NULae NULBE
cell (SCC) #9149 SCC 8l
SCC in situ (Bowen’s disease) LAY
keratoacanthoma
i?imﬁmﬂﬂ (papilloma) muﬁq?ﬁlﬁ@ NUlag NUUag
IanTiRami
ﬂ?ZL‘ﬂ@ (seborrhoeic keratosis) nuUag NULBg
Falile (skin tags) wuLas wu'lsliiae
1134 primary melanoma FAntulva | wulsvies wulides
AnNAnLnRIRIszULIERALAZ IR
dadennndialnsilas WULRYNIN WUl
Tadnang NULBY wWulag
AnEINAAADARN NuLag AIGRH
Fndana19m NuLag AGRH
ANRALNAURITTULNNANNY
UffsengRlanu wuldtios wuldtios
ANNAALNRARLNA ARt LAz N TNTUINNG
ANNAENNATUITAAAY WULRLNN WULRNIN
ARZanALh NuLag WU
quﬁﬂmmlwﬁﬂmqa wulee wuiles

weuimaanludans wulee wusae
sxdunegi LA A NULag IGRH
ANEAUNArRIsTULlsEa N
UnnAsuey NULALNIN NULBYNIN
ReIuATEY WULREININ WULBEININ
ANEAUNAURIRA
A1eIRNn NuLag WuLag
ANUATLNNTA NuLag WuLag
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wiansallinelseaen AG
MEK115306 TayasIUTIN MEK115306
(COMBI-d) (COMBI-d) "1 MEK116513
N=209 COMBI-v)
N=559
Tspaaifinlnses fuazisiun wu'ldtes wulddes
(chorioretinopathy)
UumISnIdL wu'ldites wulddes
ERie Tl tale wu'ldtes wulsitias
UINIALAIAN wulddes wulddes
ANNRALNRaRINIla
dndaunisiusaesialaanas NULag WULiBe
W laLdudn WuLag WUl
W ladasareina 1 uRalnG NR wulddes
Walaauivan NR wulddes
ANMNAALNRARIURBALADRA
ANAUTATRgS WULRENIN WULBENIN
naziaenaan’ NULALNIN NULBYNIN
AuAUTaTRAN NULBE WuLagl
PETPTLTCYIInTe wulsities wuLleg
aNuRnlnRaaInsuala nsavan wazadteazlugiunaisuasdasan
18 NULALNIN NULBYNIN
melaaiuin WuLag WUl
andniay wulsities wulddes
lsnvesiioidalon (Interstitial  lung | NR wulddes
disease)
AMNRALNRURINTLINIZRIMNTLALAN |F
Uapving NULAYNIN WULBYNIN
Woayn WULaENIN WuLegNIn
Nadide NULALNIN NULBYNIN
Aawld NULAYNIN WULBYNIN
ALY NULAYNIN WULBYNIN
Unusis NuLag WU
Ldﬂuiu’ﬁ‘ﬂﬂﬂﬂﬂﬁﬂmu NULB WuLael
FugauaNLAL wuldies wulddes
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MEK115306 TayasILTIN MEK115306
(COMBI-d) (COMBI-d) "1 MEK116513
N=209 COMBI-v)
N=559
NITINITaIMIUATAN 14Nz NR wulsitias
aldvnjeniay wuldties wuldies
annAnUnRasianisnaz iaiialdaamie
RIS NULaLNIN WULBYNIN
AL NULAYNIN NULAYNIN
iy NULALNIN NULBYNIN
AonmilsaniauAangLlugn WULRYNIN wWulag
HALAY NuLag AIGRH
Actinic keratosis nuley NUlay
BRRRENARLNATIAL NuLag L
HAUIaUUN AGRH IR
AEAEION) NuLag AIGRH
NgNa1N13 Palmar-plantar WA WL
erythrodysaesthesia
saeilsATinami R IR
Mnevdavtenan NuLag AGRH
Aqtluses NULBY wWulag
fulasldRanisniay WUl wuLleg
Az lfauasunn’ NuLag AGRH
anuiinnArasndaiia nezgn uazilaldaifiaaiy
Uapdn NULAYNIN WULBYNIN
thanduiile NULALNIN NULBYNIN
UaanuuaILn NULALNIN NULBYNIN
néuLevaIng WULDE WUl
wawlasl creatine phosphokinase lu IGH IGEH
Aoaa
néuitiegans NR wulddes
ANNRpUnfaadle
InaNwan wuldies wuLles
ngae lmeniay wuldies wulddes
IRANMABEN9 R LINAL NR wulddes
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a
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MEK115306 TayasIUTIN MEK115306
(COMBI-d) (COMBI-d) AU MEK116513
N=209 COMBI-v)
N=559
ANAnUnAlaaN2 luazANRalnRUS N LN
AAUAN WULBYNIN WLLBEININ
LAULILIN NWULBYNN NULBYNIN
4f WULBYNIN WLLBEININ
NI WULBYNIN WLLBEININ
NNITAAUKLIN WULRYNIN NULBENIN
ilaLlananiay Wulag WiLiag
[~3 1 v £ o/ 1 1 1
nniautlaapanelealdndnlun WLLag NULBE
PLNLN WUUBE NULBE
ANRALNRFNG ) Naviasd JiiRnng
aulnsd Alanine aminotransferase WULAININ WLLBLNIN
R
VNN
wwulmal Aspartate aminotransferase NULBYNIN NULRENN
U
VNN
- ) & ' '
wulmd Alkaline phosphatase Twaen | wules WULIDE
U
VNN
wiltsd Gamma-glutamyltransferase | wutles AGRH
U
VNN

NR = [877297% (Not Reported)

= 1 i o 1 =) =3 o‘d‘ o v 1 =
1) Mazaeneandaulugjeglussas luguuss dnsseiumgnisallinadszaseindrdny launniaziaenesn
lurFnizeedeaznings uazniananiaziaenesn lunsiuanasueivin iideaas
2) nugilasminani1aza lasauasuaanEaINIFaNaIe 41995UN19An1 COMBI-d uaz COMBI-v 1)

Pediianzl wudanguusedneg luseAua 1 39lusasinissuaung

1 [ = a 1 [~} a
Eﬂ%ﬂi‘iﬂ&l%lﬁ\? melanoma ‘ﬁ\‘]Nﬂ"l‘iLLW‘é‘ﬂ‘i%'Q"lEl‘ll’ﬂ\‘]N%L‘i\i‘lﬂ'Vlﬂ&l’ﬂ\‘]

dayaninlaandaainnisAnen BRF117277/DRB436B2204 (COMBI-MB) lugtlaalsanzii

melanoma F9insunsnszanaaasnziielinanes aanpdasiudayaniulaansiaaainisine

mngl Mekinist 398U dabrafenib TugilaeTsanziie melanoma lsiatnnsnindneanlavzaiinig

' =8 aa
wnsnszane (TUsmg NsANEIMINARTEN)
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ANFSNHUATNRAINITHIAALTANZLSY melanoma
n173nM98 Mekinist $9uL dabrafenib

pNdaanitesnIsinEsae Mekinist 98U dabrafenib gnissilinlunisAnunszasi 3 wuud
dnsgulilasunnssnun Taatntannssnenlasuvisassdng Iaalf Mekinist 391 dabrafenib
= o ¥ a o a2 o 1 o v @ dl
Waudunislieauaen 2 a8a iunisineiasunaanisendn lugiee lsauziia melanoma szasi

3 NdnMsnaneiugaastiu BRAF V600 (lilsng nisdnmsnieaaiin)

Tudiloa ey Mekinist W1 2 1n. Fuaz 1 A3 LAY dabrafenib 150 1N, Juaz 2 ATY a1nTglana
UszasAnnuLiaangn(220%) Ae 14, aaudn, Aauld, tandswe, Hu, wunadu, fevds, a1,

1npda wazilananuiile

FN9NT 7 LAA991aN1391N19 N sz a9A Tun13AN N BRF115532 (COMBI-AD) NHAINU

o G

NNITAUNAYLUANITDL 210% 138871N19 LN TEAIANHANINTBUIITEAY 3 UATITAL 4 N

3

1
o - el o

guiRnTnd 22% visawanisaiidsdAynisnisunndlunguinld Mekinist $auriu dabrafenib

AN LA T2 A9ARNUNAINTI UL AT AN N T U89 MedDRA nelulfazszuuadeny a1nis
| = - o o o aal = s , = \ | =
1uw0ﬂ?z&qngmmmm‘ummmmmwumnmwmqaiﬂm ﬂzgmmmmaimmmmmﬂqu
192 49AMIN CIOMS 11l vl aedl: wuliasuan (21/10): wulas (21/100 D9 <1/10); wulddasl

(=21/1,000 Ak <1/100); WuUtiael (21/10,000 D <1/1 ,000); WUTAEINAN (<1/10,000)

AN5197 7: NS NHIATHUAINITHIAATTANZLSS melanoma — 81N15 LN s aeATRINS

SN2 Mekinist 994N dabrafenib tRgUNUENUADN

a5 luNeLlseaen NN9SNEIMAaE NN9SNEIA2LLIURAN
Mekinist 9NN N=432
dabrafenib mqu’ﬁ'
N=435 (nguiiladuen

21015 | amskd | ansld | @nnsla Mekinist $9811
it R A9 9 dabrafenib, 81015
Uszaan | Uszaam | Useaan | dszaam LainailszasAn
NN STAU 3/4 | NINSEAU | AU 3/4 FTAL)
FEAL % % %

%

n1semALda (Infections and infestations)

Twsaaynuazaavasdniay’” 12 <1 12 NR WULIBNIN

ANMNEAUNATRITLUULRDALALUILUADS

Waaanu19iqinswamni? 10 5 <1 NR WULBENN

ANMNRALNAURUNATUDRTNLAZNNILLNTUINNS
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a5 luNelseaen NN95NENAAE NN95NHIA2LLTUARN
Mekinist $NA N=432
dabrafenib mwﬁ'
N=435 (n@:uﬁ'lﬁ'%’um
a1ms | aamsla | aannsld | aannsgla Mekinist $93L
TaiNg N N N dabrafenib, 81019
lseaan | Useaen | dsvaed | dszaen Laiarlszaannn
n STAU 3/4 | YNTTAU | TEAU 3/4 TEOL)
FTAL % % %
%
ANNNAENATMNTAARY 11 <1 6 NR wulesuIn
AuEalnuaIszuUlszaIn
UapAsey” 39 1 24 NR WuLegNIn
ReuAswe” 11 <1 10 NR WULREINN
ANNEALNRURIRN
UUAENLAL 1 <1 <1 NR wuias
Tspaeaiialnsesiiazisfiun’ 1 <1 <1 NR WuLingl
wRuIMgAaan’ 1 <1 <1 NR wules
ANNRALNATRIRRALRaA
naziaenean” 15 <1 4 <1 WuleguIn
AHAUIATAZ” 11 6 8 2 WULIBLNN
ANuRnlnATaInIsmela nsrean uazadazludiunaisuasdasan
1a° 17 NR 8 NR WULRINN
AMNAAUNAIRINSTLINIZRIMNTUALAN LE
pauld 40 <1 20 NR WuLegNIn
NG 33 <1 15 <1 WULRINN
DALY 28 <1 10 NR WuLegNIn
1qmasiaa'” 16 <1 11 <1 WULIRENAN
ViGN 12 NR 6 NR WuleenIn
annnUnfaasfiamlwaziiadialanomie
' 37 <1 16 <1 WULRNIN
Raudde™? 14 NR 9 NR WuLeuIn
AomtledniauaaneLilugn 12 <1 2 NR WULiaaNIN
Rauma'™ 12 NR 3 NR WULIRENAN
A’ 11 <1 10 NR wuLeaNIn
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Useqan | Uszdan Uszaan Uszaan < 1
n STAU 3/4 | YNTTAU | TEAU 3/4 TEAL)
STAL % % %
%
NANaIN17 Palmar-plantar 6 <1 1 <1 nuldey
erythrodysaesthesia
AanNAnLnAvranauiia nsean uazilalEialiaawu
3
a1 28 <1 14 NR WULaENAN
3 =
aanansiile '™ 20 <1 14 NR WULaNIN
UammuLUUn 14 <1 9 NR NULBYNIN
> = = _16) ;
NAMHNLLANALNTY 11 NR 4 NR WULARNIN
U =
NANNLURAANY <1 <1 NR NR wu'lsites
anunadnduaslawaznszwizilasn:
U
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anuRnlnalaangluuazanutinlnfiusounluen
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) 63 5 11 <1 NULBLNIN
! ¥ _18) |
AU 59 5 37 <1 NUUBENIN
NUIAY 37 1 4 NR NULBYNIN
19) |
HAUTILIN 16 <1 6 NR NWULALNIN
naiuilaaadelsalduinlun 15 <1 7 NR WUUaINAN
ANMNEALUNRSNS ) Mevial Jiiennsg
wulasd Alanine 17 4 2 <1 NULDEININ
. PO )
aminotransferase NN
wuldsd Aspartate 16 4 2 <1 WULREINN
) a & oo
aminotransferase IWN2Y
sl Alkaline phosphatase 7 <1 <1 <1 Wulael
Tuaan N
dndaunisiufianvinlaanas 5 NR 2 <1 wuLae

= P a o ' -
L@ﬂﬁ?%ﬂ?%?fﬁl?ﬂ@ﬂ’)ﬂ?’]tﬂm%
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Mekinist $NA N=432
dabrafenib mwﬁ'
N=435 (n@:uﬁ'lﬁ'%’um
a1ms | aamsla | aannsld | aannsgla Mekinist $93L
1ainia N4 N N dabrafenib, 81019
lseaan | Useaen | dsvaed | dszaen Laiarlszaannn
n STAU 3/4 | YNTTAU | TEAU 3/4 TEOL)
FTAL % % %
%

N apAsms 2ININLIAATHZAINAINIATER
Leﬂumm PANTNE NI UATIYZULILT WYY
5)f?ﬂ?l@xﬂﬁl@iﬂj‘@ﬁlmm::ﬁﬁluﬁ souiANAALnFveelAresATINALAnL/s A MM
YisAuvgaaen ?oumm@ymwm;mmaﬂmmm&mmwmmga7w@mm:mLgmﬁayﬁow@uﬁmﬁ@@ﬂ%ﬂwm
1gAAeN
"Anasdnnean T’JJJZNL”F’]H’??W@U"] Fusneauiantsininzidenaen
Tmwauladings sondenusilaingangs
o sauialadiauve
70)7]’3&71’)@\7 mzmqﬂomwmmuuwm A1AN
iy ?omwumﬂummyuwm mammwomoﬂ (maculo-papular) wuwm@wv mﬂﬂmﬂuuﬂmmmm
(macular) &I'LJ'VIO'Z?J N‘L!LL&N (erythematous) Numnmﬂummuuwmww (papular) wuﬂu WULLUUUULLW (nodular)
msuwm (rash veS/cu/ar) meuwmwum (rash pustular)
72)mtm\7 FANENAIE mummn (xerosis WA xeroderma)
“haund mummum\umumm
iy mmmumm meuummmmmuwuﬁ
”ﬂomnmmu@ mmmﬂommﬂnmmumm:m‘mn Lm:ﬂmLJJ@f:mzvwmmmmrmnummwm@n
g 7aA m:‘mzv@uZm%mn@wmmmmrmnmmn
"l soudaldge
gauAT 29NINN1ITERULN UAZEINIT INALEF

uauyruan saNiN peripheral swelling

I £ 1 14 1 14
2 avlaal Alanine aminotransferase WANTY 79NDNOUTIFUANTY AINIFININIBNFLLANTY AINITVNILYD

SUARLING UAE transaminasaemia JJF)’I?N
ZULQMZEHJJ Aspartate aminotransferase L‘VVJJ‘ZI‘L! EQJJHQL@UIZWJWLILWJJ%M mmjmmuwmmmwwu ATV
YNFTUNALING UAY transaminasaemia JJF)’?@\?

NR = 12i71297% (Not Reported)

< a
TeANzLsalanss SANRINTUA non-small cell

N155NIA8 Mekinist $9NN1 dabrafenib

ANNUABAAEIBIN35NHIAYE Mekinist AL dabrafenib UsyiiuaInn1IANEININARTRN Frey
7 2 wuunlidnisduuarlidntdanisdnuen nane cohort lunanaguddas TnadAnunlugilos
Tspnzifatlanszazunsnszaneailn non-small cell AdNNsNATEWUEIasEWTIW BRAF VE0OE (Tilsa

A NNIANHINIIARTIN)
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Q’ﬂwﬁiﬁi*u Mekinist 2117 2 1N, 718 1 AALAY dabrafenib 11A 150 1N, 78 2 ATS (Cohort

1
= [ o o %4

Buay C) manisniliivilszasAnnutasNgn (220%) a115uniasnusfoe Mekinist WAy

|
¥ A

dabrafenib #auAU Aa 14 AARIZ a11A81 LAULILIN RA9LRY ANNALNNANUNTARAY AAULTY N0

4 QI/ ! k% dl o
LN UNIAL VL@ A0UAT N Lazunglaanuin

F199N 8 wansenislielseasAiiialsl Mekinist sauriy dabrafenib Geilgiifinisal 210% vive

1 =R 3 o o R Lo c A o—dld @ o o
21N LHNILTTAIRANINIULINTEAL 3 UaszAU 4 NHgIRNIIl 22% visawsnisainiiediAty
N9N9unnelu cohort B 4az C 789N13ANEY BRF113928

v
==&

27N17 LN T A9 ATULAAIANNTZLLRTE92189 MedDRA AnalulAazszuuadany a1n1sldig
UszasdargnanatduninAuiAnuaInAntgelilan nguaasanudluudazainisldig

122 @9ARIN (CIOMS 1) LTWAST: wuLiasunn (21/10): wullase (21/100 D9 <1/10); wu'luiias

(=1/1,000 D4 <1/1 00); Wuag (21/10,000 D9 <1/1 ,000); WUTAINAN (<1/10,000)

A5197 8: uzifelanszazanangia non-small cell — an1shieilseasalunisinmaag

Mekinist §94N1 dabrafenib

a1n1g LNl sz aan N155NB1A28 Mekinist $9NNU dabrafenib
N=93
2INTlaNe | aIn1gLaNg ANE
UszaeAnn Uszaen
AU % sEAU3/4 %

Wasanninbduasldldiiade (soute guiiuazfisiia)

NZL39UE9 cutaneous squamous cell 3 2 NUlay

AMNRAUNAURITLULLADALAZ UL UARY

WinaanrqtinlnsWann” 15 8 NULALNN

(=3 A é ]
LHALRBAUNIFN 6 2 WUURE

ANNEAUNAURLNATURATN AN IATUINNS

sveilmpanluaamnsn 14 9 WULLNN
9°/ 1

N19TANAUN 8 3 N

AMNEALNRURIAN

\7AWY/pigment epithelium 229LTAUINGAAEN 2 NR WuLael

aMNKAlnAaaIsTuulsEdIn

UnmATwE 16 NR WULBEINN
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a1n1g LNl sz aan

N155NB1A28 Mekinist §9NNU dabrafenib

N=93
aInstiNe | annslang AMNE
szaaAnn Uszaen
AU % sAU3/4 %
= = 1
DEILAT 1Y 14 NR NULBENN
AMNRAUNRUR9 LA
o 1 = o o 1
Andaun1rtUf a9l laanad 9 4 NULIBE
AMNNAUNAURIMAaRALABR
nnzidanaan? 26 3 NULIBENN
ANNHNALIATRFN 15 2 NULBYNIN
ANAUTATRgS 8 6 wuLias
andanannululen 4 2 wulae
= =\ o v
ANMNRALNAURINTZINIZRNIUNIS AR LA
AALLA 46 NR NULALNN
ANAL 37 3 NULIBENN
v al 1
GG 33 2 NULIBENN
ANAENNANUITAAR 28 NR NULIBEINN
ViGN 16 NR WulaeNn
FUAAUANLALLAEILUNAL 1 NR NULBg
ANNA AL NRARIRYI ML AL B LED LANIWIS
HLLAN 10 NR NULBYNN
BRI 32 1 NULAYNIN
AR 31 3 NULALNN
A 15 2 NULRLNN
HAMTIUN 13 1 WUUBENIN
~ | = > = 2T = = -
ANMNRALNRTRINa e NsEAN wazitdalEainaIwy
v dgl [~3 1
AR PG TIREN 10 NR NULBENN
1amda 16 NR NULBENN
24
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anglaiNalseaan NN95N¥IA2E Mekinist 99unL dabrafenib
N=93
AINSLUNS | @In15lung AMNE
szaaAnn Uszaen
FzAU % FTAU3/4 %

thandnuiiie 13 NR WULBENIN
AnuBnalnfuaslanaznssiwizilasgnoe
TnaNwan 3 1 wulee
‘alaéniay (Tubulointerstitial nephritis) 2 2 wules
anuanUndlaeialluazanuindndusianiilien
a4 55 5 WULaeNIN
RUEL NN 47 6 WULBENN
Lt 35 NR WULaeNIN
M2 24 1 NULAYNIN
ANNEALNEFNS ) MeaslfiiRns
w0l Alkaline phosphatase luiae s 12 NR WULRNIN
L@ﬂ"ﬁﬁAspartate aminotransferase Lﬂls\lﬁu 11 2 WULagNIN
w0117 Alanine aminotransferase {iday 10 4 WULReNIN

1) e A = ~ o = o @ = = = o = =
WAAnAT19ia InsAas FININNAIUILYENEAABAY1917 [nsiaanad TNN177IaWIUHa I AanATUNI7
= a ] a a o

BAANINNTNANIIZIABAY1917 [nsAAs

2) = = a = o = = ° = P o =
nazideasen sauivdeinisleluaes dnauwass @earualua aadessenldionid Taannziuiaen
i v o > = = o & ¥
1AeAean IAEYNANENTUNAN 1A8A28N TUNTLINIZEIMIT 1A8ARAN IUNTUNIZTAAI9E NAINIIET) 999792

= a a P Ao A = , o

Wuaes iNAdeneanUTMNant 9aa19iludn) iaenean lutlanuaziiialTevriad

3) = = & o o A a . a o o A - ala A
fy sonivauialyl duiineTusuyuiiaonls (papular) Auiidieniznmalaeguurlasyedia (macular) i
BN MA s A7 8ILANTINATE (maculo-papular) AUTIRENYLEN (pustular)

Y 1 sauneAuUTon U n2ALLTnm0

5 = o = L. . a o g
HdnL $9NDNEY actinic keratosis (Aavidduenuiiuge) neziide uaslsaaunm

9 ANZBBULIN TINDNBAUAIMASAINIT INALINEIFT

7) H = P, o IZ]J
UINE PANENLINLTI0W 1] 19N

NR = 18512971 (Not Reported)
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© a . a 1 [ o '
TsANzL5ERANaY (solid tumor) NixdINsaRIARaantARsaNNISUNINSEAE
N155n®IA2E Mekinist §9NNL dabrafenib

ANLlaRASeINNsiNENAIY Mekinist $auil dabrafenib ladunisdsziiuiagn dedudou
wileae9n19An®) BRF117019  uuuilddnisguuazldinilanisdnen wane cohort Tuwane
AuiRan TnadAnmlugieflugnidulsauzidauaeatianinimnaiaiugaastiy BRAF V60OE

a

Filaedndaunisfnsvianun 206 918 tae 36 adnganlu ATC cohort 105 sendnanlu solid
tumor cohorts Waz 65 TadnINle hematological malignancy cohorts (Tﬂm@ NFANEING
patn) Hilaela5u Mekinist 2 1n. Taanisfuilssniuiuas 1 Afauas dabrafenib 150 un. Tnanns

o o ?;/ QI/ = A a a dl o M v
fullseniuduay 2 A ‘ﬂuﬂﬁ‘%‘l’]\‘lllﬂ’]ﬁ‘Qﬂ@WN"II@\‘]T?F’W]?@LﬂﬂﬂQ’]NLﬂuWHVIﬂ@N?UiﬁJiﬂ

Tugilae 206 918 Gilapanuan 101 978 (49%) 145U Mekinist >1 T uaz 103 918 (50%) AL
dabrafenib >1 1 Ansiaagurasangeri 60 I (dasany: 18 fa 89 T) 56% Wlunaze 79% ilueu
119 wAzRABNNSNEdtaY 34% HAzuun ECOG performance gl O uaz 60% dAzuu
ECOG performance 7 1 Imﬂmmﬂu’ﬁqﬂixmﬁ“lusiiﬂfmﬁwumé‘mﬁuﬁwﬂmﬁ’@ﬂﬂﬁu I 7

1A5uN195U989
512974 AINTST bHNIUSERIA NI AUAINIFTINNATNUILUAZANNANITANHININARNN

1 R ] aaf o o | = = d' Yo
anslaiialszarsialiiisusmuainaeauniendinignea g $99aNdereui iUy
spontaneous AINNITFN A28 Mekinist 391U dabrafenib Lﬁmmmwmmﬁmmnmjuﬂizmm
e lduduen liliansnsndsuifiuanunluniafneinislinelszasd ldetnegnees &
o dl 1R s ¥ =2 aa ¥ 1
AUINIAYINDTR9RNNT LSz asAanndeyasanaasnantsAnEnisaatinandaisldlung
feiennn - enigluiedssasdazgnatuunaussuuadaayluanienuinugiaes MedDRA
nmeluusazsruuadany  a1nsldielscasfazgnana AR INANIULINAIN AN NTULEIg LA

(A137197 9)

MISNA 9 $IEIUAINS L NILSEAIANENAINITINNAMUNLURZAINTRYATINUDINA

= aa L4 ] % gj
NNSANEININARRN LA LN LE L UNISSNHINIUNA
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a1n1g LNl szaan

= < 04
AMNDLNE LFan

Mekinist $9unu

= < 04
AMNALND bFan

Mekinist La;m

Dabrafenib
ANMNEALNRYIRTEULANANAY
I3pnFAatA (Sarcoidosis) wu'lsdiine -
#lunninlasin anlnsaflelalnta lainsumanud -
(Haemophagocytic lymphohistiocytosis)
ANMNRALUNAYRILNATLDRRTNLAZNNIE
Tntun1s
. = . X . J
NANAINIINNAAINNITAANLFIYRLTBIDN lainsumanud -
(Tumour Lysis Syndrome)
ANNEaUnAuaIsEULlsEa N
dateszamaniau IR IR
NANAINTINAUAL-LNTLI wuldtioy -
(Guillain-Barré syndrome)
ANNERUNAUR9IRla
Tyl laannesuuliiesanegn WiLint wuldtas
dm919 (Atrioventricular block)”
fynaulviinpesuaustlszamialagn wuladtns wuldies
4mU379 (Bundle branch block)”
ANNERUNAYRINRRALADA
QI = o dl = o 1
NNILANADARARUNNABALABAA (VTE)? wWuleg -
AMNAAUNAURININBILALLEDLED LARI KUY
o/ = o dl 1 1 dl
nagdnaUBasianila ldnsuame lainguAanud -

1) dryaasiwiiialaanvasuwliiasa1agnine (Atrioventricular block) leun atrioventricular block,

atrioventricular block first degree, atrioventricular block second degree WA atrioventricular block complete

2) dryrnulivihaesususilszaimialagningans (Bundle branch block) bundie branch block right uas bundle

branch block left

3 NzaNaengasvasnaens laun lsaduannganilullen (PE) lsavasnidansgasiy (DVT) N199asLa8d

p a A p o
napalans LL@XT?F)MIL@ﬂﬁ)ﬂqﬁ)ﬂ@@m@@ﬁmﬂ
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1 a
naNuszaInsNLAL
' [
giloamn
N175n1898l Mekinist $987L dabrafenib
AHLaBAEURINNIINHIA9Y Mekinist 390U dabrafenib laanttunnsAns ludilaaniii

TmmL?qmﬁmﬁ@mmmﬂ@ﬁwmmﬁmﬁﬁm@ﬂ@mﬁuﬁ‘mmﬁu BRAF V600E Q1191 171 ARAIN

1
= 1

NN3ANHADINITANTT (G2201 Az X2101) Teleilog 4 A (2.3%) ﬁdﬂ’]ﬂﬁl\‘il,l,ﬁl 109 <21, dAilae

39 AL (22.8%) Ndansaus 2 fis <6 1, Ailan 54 AU (31.6%) Nangsaws 6 v <12 T uarigilae

a a

v
o '

74 AU (43.3%) NHaNYAIE 12 D9 <18 T

¥ (<3 v o

ayaanaandelnasnlunguilszanannasnaiuinyludeyaautlseadeluglg)

1
=

Penunafnenslslszasdnulesign (220%) laun 14, W, Uaedswe, e1@aw,
1 a v v al A dl a @ o ¥ a v (=3 A
BRUKIN, NouK, Naads, Aazidanean, AdUlE, Romldniauaanedluga, Uaavias, Waaenann

fnlnsann, la way 1wl transaminases WNAU

P1e9MUNIAAeINg NLszasAaasn1slimindamnaugnezyliludeyasnaeaniy
Uaaadalufnaaaanud 15.2% (Wutesuin) gilagauau 51 ANAINTIINA 171 AL (29.8%) &
1 o a QI dg/ 1 £ > 1 1 [ | 1

ANAEHNIANIY (BMI) iANTUAINNa1WN1g ey 2 2 MNINANATUNIANEADANE) (BMI-for-age)
Tuwuuefidulng

$1enuNsineNs sLsrasAludiainndaonngeandndamaunudilbagvg laun e
A a a é a o o v a d” dl [-3 o a (-3 A é
wanu19iatnIfan, Rautlednduaaadugdn, Wetereuaueniay, lafinane, Waaaa119m0,
Pailasaniiontle  (wudesunn): walawsiugn, mumumLme@mﬂumﬂmmmmw (dermatitis

exfoliative generalised), ﬂﬁﬁ"ﬁ‘mgﬁ%ﬁu LAY AUAAUANLAL (WLLeE) (lFl’]‘j"]\‘i‘Vl 10)

ANS9N 10 SIEUANNDURIRINIST INNILSERIA 1NTA 3/4 (22%) F1USUN1SSNEIAE

Mekinist §981iu dabrafenib Lugtlagiin

nN33NEIA9el Mekinist 39174 dabrafenib

- N=171
N7 LN s RaA
Grade 3/4
n (%)
WialaanaaiaTnsiasn’ 25 (15)
4 19 (11)
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wwulasf Transaminase NI 11 (6)
UNUUNLANN 9 (5)
UnpATue 5(3)
DAL 5(3)
ANAWIARRAAN 4(2)
4 3

N1 4 (2)
\ewloa alkaline phosphatase lulaaniinay 4(2)

=3 A a a é 2 a o =3 ) a a @ A a a é @ A a a

1. Wananr1atiainsWasn sannelianunureadaidentiniininiiasnas iWaaane1aialnsdas uas Walaananaiialngia
s o Ay
pFaNAuR

2. wulmd Transaminase Windu i’mﬁdmﬂﬁnﬁaspanate aminotransferase Lﬁﬁu, wawlnal alanine aminotransferase Lﬁsﬁu,

aulasd transaminase IuLﬁfangq waziaulamsd transaminase WNTU

-ﬁl I < o o oA < da o A o ,
3. HU TN NY, ARBUUTIULATHURRAALNY, NUTUARNULEN, HULANTNIENINUY, HUYU LA Numuiméu

AUATNTLNNULNAY | WIRAUASNILNDU ‘]ﬂﬁ‘i‘}/m:nﬁ"m Mekinist monotherapy

~ L. e ' . =~ .
1Hasann trametinib gniuanualaddauluninanszuaunns deacetylation Inaidl hydrolytic
enzymes (uda (111 carboxylesterases) AatiundraaurAanfaasanaliurlasunansznuann
dl 1 a [ a2 a dl 4 - %’ 1 M Yo
21817 BN NaindunsisamIaEaIue@n el trametinio 41 U3n1nsenTusean e ATy
NaNsENLAINNNs TN AU AusawTe a1 cytochrome P450 (CYP) 3A4

¥ . .

andaua in vitro Waz in vivo Mekinist ldnazdanand19ldadAtysaindraauAansuns

a

a o [

mmmmm'ﬁuj Haumenisiiadunsiisaniueulaiza transporter 199 CYP (lilsag dainen

v 1
1% Ao o

AATIN WAZLNATAAWANENT) N7 MFENTGINANLASIUDY trametinib 2 1N, AUAT 1 ASY TN HANANAUS

fiun1epdtineiasl C_ waz AUC 2184 dabrafenib #1liasaiaen @il CYP2C8/CYP3A4 substrate
N195NH199NUAL non-fixed dose combination therapy

N195N=159471 dabrafenib

v

v v
N7l eNTN189 Mekinist 21110 2 1N.9UaY 1 AT LAY dabrafenib WA 150 NN, TUAY 2 ASD LilW

ualsf C__ 1849 dabrafenib LWNAY 16% waz AUC 994 dabrafenib NG 23% ATalse@nina

! 1
=K o [ 1

2199 Mekinist anadtantias TduRusiuA1 AUC Nanag 12% il Mekinist $auriul dabrafenib

Tutlszgnsivinnisaiassiandaaaudians n1silasuuilas C_ uway AUC 194 dabrafenib
o Z// [ aa o aa [ -dl A [ aa dl dl -dl ¥ [

Az Mekinist uliasnan19nanin tsngdunsfiseniuenaus isedunstisandu) Mnaadeeiu

N9l dabrafenib monotherapy WaiAN TwanansniuanatuLfineges dabrafenib
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NSAIATTA NITLALIYNALUIUNAULAY AATUATYTHANANAINITOLUNNS

NSAIASTA

CEMLPRHIEER

& o =2 '

Mekinist anaLludunsasanisnluassiiialien luassinses dqeldinisAneatnanaananasi
Ao o A - = a o A o v & '
NNIATLIANTIATDY Mekinist luasadasss nnsAnsReaiunMsa RS ludns (uy rat uaznazsine)

LAANDNAMHNLITIUNEAY trametinib AAFMULNLAZNIINENLNTIDIFI a1

Tuny rat WUAIMTIN U8 UARAILAYNIGIUIANAINIIHNFD (post-implantation loss) XA
navasansiaud AU trametinib ANuENDU 0.3 uaz 1.8 Win1eIWIALNGIgANLUELINTDY
wyweAn 2 1n. Juay 1 A5 lunszrranuddminaessaauanas nsziaunIsaienIzgniANIN

o

HAUNANINTY wazN19gry REMAIN1TRIFAIANTY N1andIaInTIsiaus AT trametinib NAY1
\nd 0.09 waz 0.3 WinresruIANgIdANLUsNIeNYEdAD 2 NN, Fuar 1 ASY aRTHATIAA

A lasuALLE NN RuAINIAsAanITn AT
1% [ % I3
1RYA LUARINARD

TunsAnenisiaunIeenLEle — faseuluased uy rat uaznsysinel@suen trametinib nain
aufle 0.125 un./nn/Au wag 0.31 an/nn.u sy Tutasdifinisaieedtnzresieenu Tuny
rat flIuIAEN 20.031 1n./nn.Au uaz 0.125 un./nn.su Psanmenlusienie (AUC) Tessiusife
110 W UNFU /18, 1aY 684 WNTUNFN N /ua. ANNAIAL LWInAUlszans 0.3 uay 1.8 i
mmmmmm@mmﬁLLuxﬁw@qmémﬁ@ 2 0. fuaz 1 AS Tlauiaen 20.0.31 un./nn./Au finAas
Hufirsienisiaunresiaseufetiminsesigeuanad Aaunaegn 0.125 in/nn./4u iaaax
\uissesusuazn19goydeudanisdasa dndu Tunseing flauiaen 20.039 wn./nn.Au uas
0.15 1n./nn./5u U3 lugienne (AUC) aa9iausiae 31.9 urlunsuran./Aa. way 127 w1l
NS /A, AMNANAL WaLinAulsEsn 0.09 uay 0.3 L‘ViﬂmwmmmqngmﬁLLuzﬁwmmg:m‘
Aia 2N, Suay 1 AK RuAEA 20.030 un./nnJ/Au AarssidufesenisimuITefaeeuie
ﬁwﬁﬂmmﬁq@'@ummLLaxﬂ?zmuﬂ’]m%’Nﬂ@z@ﬂﬁmmﬁmﬂnﬁmn'ﬁu faunnen 0.15 un./nn./

Ju fiansgoy@endinsdeiniiaau sannennsuiaiemeuiudndmaaesnguatuax
N5 IAUNYAS

GECERPUER

I
o =

flylaifidayareinanas Mekinist siotany lATLENUNNITAT YTBNATRY Mekinist ABNITNARUILYN

\Hasaneuangriagnduasnnisinunnyseuaz lanianaviinainislainalszaasan Mekinist
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b4 24 4
o a = 2 °

TuAnNTAFULNUN AATNLALNANAUUIUNAULAIAIAT LA TUANLUEUN N LT LA NLALNFARLEN

a

s T MM AU AU NI LA L AANINTAINNTAENAN AU UNALLEI A LFTLINNTRAN TN TIN T

q u

ANHANTUNIAATNAR9N17A1 11NNT IAFLEN Mekinist baza1nI1Fldiellszassann Mekinist iana

= & e nve ¥ = &
mmmuTuLmﬂwimiuuﬂuuu:“@mnmfazwugmmmma?m

[ %

a ala a %
ﬂﬂﬁllﬂgq‘g‘ﬂﬂ&lﬂ'J']Nﬂ']N']ﬁﬂdluﬂ']ﬁl‘Q‘im uﬁq

o

N19ANAILURA

L4

IR
AN

a Yo

assniANaINTn lunsastyRugAas i FuA Wi ReiunsAnE ludndmaaasdn Mekinist

udunsnaseniswmuressiagen assnlmaduiusuaziaouainsnlunisiasgyiugpasld

1 v
a o

nsaNnlandlsz@nsnin (ENNaANNRIATIilATRENdN 1%) seudaN AT Mekinist uay
NEMAIRNUgREN Mekinist lanaenation 16 dlanw

aaa

ARINHANNANNIT0TUNTLATTYRUGN LA TU Mekinist $aur1 dabrafenib A3 1ATUNTUWEYEN3

dabrafenib a1aanlsz@ninnaesaesluuanniiingluuusutlssnuvizegluuuaungagnidng

U

& Py o A Ao a a A
NITLLALARA LL@zﬂQﬂﬂmﬁﬂ’]ﬁ‘@NﬂqLummﬂﬂ?:@mﬁﬂqwfﬂuj

L4
Wel
u

PYIBUNDQAUAL) NHALUNAIAIIVTENTENARIATITAITAINGILN

q

grlaagne (sandadiensinyietiiega

aunela N AFN RS LdNaN IA5U Mekinist monotherapy v lA3L Mekinist 39871 dabrafenib

uwazsiaiedlianatnadon 16 4l nnevdsanuenan Mekinist

a

N15La3 YN UE

o

D

¥ o o

Ldfidayainaniunanes Mekinist lansiasqyiugananyeel EAn1sMnIsAneenigiasny

R

[ o &

Wug lwdndusinuna lnslszasdseadunsduiuguesdndmeiy (Isng dayanisAnuninlald

3

[

NM3ANHIMINARALN) Mekinist a1av1n N1as ey WugUNNe s T el

N5 lAsUELAUAUIA

o 1= Yo a 1l = Yo . a [
\113J3J?’1EI\1']M‘H@\1T1’1?1@?‘LIEI’]Lﬂu“ﬂuqﬁ 13J3J'J?’1E|\1’1uﬂ?m°l|ﬂ\1ﬂ’1ﬂﬂﬁfﬂﬁl’1 Mekinist LN 4 4N, VURT 1

AT AINNTIANHININAALN Hn17Usziiun s a1 lagN195ULU e N IUsNNINDY 4 1N, TUAY 1 AT

uaz 1% loading dose Taan1ssudseniuauim 10 un. duas 1 A%s Andai 2 4 untsAnEnIg
AN

m&@umﬁlmﬁmﬁluj mnﬂuiﬂmumﬁ_iq?;mwﬂfﬁﬁﬂu?‘@rmuﬁﬁLLuzﬁﬁTmﬂ@uﬂfﬁwﬁmmmmﬂizmﬂ
tu felaifimesneniannzdusumsldfusnfuaneadwin Mekinist winldsuanfuanadias
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AT lAsLNTTsNEILLLLsE ALl sEARsdaNiuNNTLN e et NN zaNA N A NanLTy Tdanadn

ANINaNIRaARZINNNNIANAALNHaIa N Mekinist Aufullsaulunatgun launn
w o o a

LNAMINATIAAUN

nalnn1saangna

n19NEIAIE Mekinist monotherapy

Trametinib (Mekinist) iuglusadugauuy allosteric aRadunaulfiLuUANNIzgsaiaw sl

mitogen-activated extracellular signal regulated kinase 1 (MEK1) kay 2 (MEK2) LAZNITNINNNY

o o

184 kinase TUsAu MEK (Judaudszneuid1Atyaeanszuaunig extracellular signal-regulated

o

kinase (ERK) 11 melanoma uazazifaus] NesLaun1sfinanasingnnsesuaInnInaefigaes

[

BRAF #In32#1 MEK uazn1aiastyiAulnteaiaaauzids Trametinib §U89n19911971299 MEK

kinase @vaznaAnnsiastyLiuingaagmas melanoma AHNTNAIARUTIA9EY BRAF V600 WAy
Tsanzidetlensiin non-small cell lunaaannaesignasmunziilulinareamadlgneng nxn1s

NANEWUEIBNEL BRAF V600

n17 19590y dabrafenib

d
a

Dabrafenib tflugnnignausalunisidu ATP-competitive inhibitor 8819LaN1ZL1ANA9289 BRAF

<

(Metiin wild-type Wae iln V600) hay wild-type CRAF kinases n1snaiaiugnunliguzifs
(oncogenic mutation) 19481 BRAF 11 lilgn1snszsunseununig RAS/RAF/MEK/ERK waznsesu

NI LALTATRI AR NLIEY INTIZNITFNHITINTZUING Mekinist Lag dabrafenib d9ua faumiu

v
o o

fugaeulad kinase assriinlunszuaunnsha BRAF waz MEK uaznigldundaniuazlinanis
fugianszuaunisgandinisldanaiiaian n1sANE in vitro Tutag melanoma waziaaxNzL3Lan
#1m non-small cell NANINABNUSIaEW BRAF V600 W9 N33 trametinib $auriL dabrafenib

HATNgMBARNONEAW daun19AnE in vivo Tumadilgnaineninienanesiugesdu BRAF V600

4
wudrawsndnszezoanlunisiianishenn
AMANLRNANTINRAFAS

Trametinib NATZALIAY phosphorylated ERK 1 cell line 189 melanoma azuzideiangiian non-
small cell NNN1INA BN UFURIEL BRAF V600 warlunuuanaasaailgnanasziss melanoma lu
grloalsAnziia melanoma NHNINAEALE09EW BRAF uay NRAS n19lif Mekinist danalifiin

1 [ v
nsidasuulasaes biomarkers 1e9nziFaNTRILIUN AL IALANNTUES phosphorylated ERK nns

FUEY Ki67 (A214T 209N 17 ANANUIULTAR) LAZWAN p27 (ARU9T1999UKNNTANLUBLTAR)

v v

PagaNNIF g luaus 2 10, Suay 1 ASY ARALIANANNLTNTUARY trametinib AWLLANWANN
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AN N W NN gaRIN AN HINTARTNAaaATda9nN19 1T 24 TN, setiuRsluaguse MEK

pathway 1#e19111
d359nelnWviala (Cardiac electrophysiology)

Ansszifinnennuduldlen trametinib @13 heart rate-corrected QT (QTc) 8n9uNUaU Iae)
=3 dl o dgj E2ZNl d’ Yo o dl Yo < . .

dunisAnsinaulsaanizlugilon 32 9 Seldsuavaanluiui 1 uazldsuania Mekinist
o :// ?/ 1o dl = 3 . [ Qi =2 Y & 1

2 14N, JUAT 1 AT FILATUN 2 D9 14 AINF9E Mekinist 3 1A, TSR 15 nan1sAnEwana i iNgN

TUNUAMNANRUTNAATINAL QTc N1

TunasAnuamieadafinluiloa sy Mekinist 3aniy dabrafenib wugiae 0.8% 18 QTc 7

N9 > 500 ms UATHENE 3.8% 7 QTc 819UWIUIW > 60 ms AMNAFTHAY

WNATARUANRAS

NIRRT

i
= s DK 2 =

Trametinib 7illaenisiudseniugneadninadAndsagiutessrazioainasndnduniqngagn

U 9 U Q
v

o v | dl = | a a s v a =3 o
1.5 1. wasanlden AnedsaesA@alszdninaanysnfaasnisienetiauia 2 un. AfmLn
Aa 72% waFauauiunislianuyiniaslfan1anaanaansan NN tuaaIlFui el

§19n18 (C__ haz AUC) Wiudadauiuauiasnuasannldendgn waldenaunn 2 1n. Suay 1 A%

max

1 dl a
ARAAELTUINADIALRY C

max’

AUC, 1, wazansidnduneulveiiu 22.2 waluniu/ma., 370 ulu
nfurga/ua. uaz 12.1 untunfume. musiy Inadadausgega:rsigaiantes (1.8) aa
LLﬂﬁﬁu@zudNQ’ﬂwﬁﬁ (<28%) N3 trametinib ﬂ%@lﬁméwﬁummﬂmﬂuumLLM@?:Qqﬁﬂﬁﬁ
N12aAAIIRd G, UAL AUC 70% uaz 10% Augsu ienlsn fauiunaueine (Ieag a1e

acl k3
HNLAYATNNT LTEN)
N15nNszangen

n3duiueed trametinib fuTUsAulunatanveanyeiAe 97.4% trametinib H1FN1AINIINIzANY

gl 1,060 amg Fedpuasannlieuuylnlasifaniaaasnaansn 5 lulasns
nszulaunIstlasuLlase/iNmuaf Ty

NN9ANEA in vitro WAz in vivo L&A HIRINGT trametinib d@aulugigninanualadinanszuaunis
deacetylation WeaaeN9LAYd wFesaNiuNTIYUIUNIT mono-oxygenation LA e deacetylated
metabolite azgnina1ueladralaanszuaunis glucuronidation N9xUAUNIS deacetylation X

iawlsl carboxylesterase 1b, 1c waz 2 HuAanas uazeradiienlmsl hydrolytic w7 iWludanans
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n1sNIAReN

Trametinib azaxiialienduay 1 aseduaasu lnaldndourainisazanianeiily 6.0 14920
Fenaunm 2 1n. Juaz 1 A% mmammmﬂ?ﬁ%mqmﬁm A8 127 1. (5.3 1) uaaanlienmsa
=~ = o o o A o L e e a °

AR 81AD97ZAUAIN L1TUN 15 N171AeN TUNANENU89 trametinib N AN INNARALADAALTI

3.21 AFII/TN.

o v - a o a [ 9:/ =
nagann e trametinib ﬂﬂ’ﬁ@qﬂﬁﬁiugﬂZ\iW?@Zﬂ'ﬁﬂtﬂﬂﬂ’]ﬁ‘ﬂﬂi‘zmquﬁﬁ\iLﬂﬁl’) U1 0URIAUNA

1 | '
[ 1 o A IS =K

5’/ dl o A o [ = Ha
HIVIUNANUINALAUNINAIRINTILFNLTUAN 10 U "AEN (<50%) LUANAINHANATITIR

=b-

I
ala 1% o

819U AN9NARegLEIgNTUeann19gaanssidundan (>81% 109a19nNTURTAINL) uazdy

o

aanntTagaziantia (19%) daendn 0.1% aasengnduaanwulugil parent drug Tuilasnay
N15U5l0UNN In Vitro 2RIAUATASLIUBGEN

HNAUBRILIDUAA trametinib:

v

1BYAN in vitro WAT in vivo LARIIMNETAaUAIEATIRY trametinib ”Lmiw:”lﬁ’fi”ummqﬂﬂﬁuj
Trametinib N deacetylate Tne carboxylesterases ba vanaazineiauldsd hydrolytic %‘uq Y
uﬁﬂgﬁmﬁm’l@mqﬂmiﬁﬂ‘mmaﬂaﬁﬂzﬁmi”uﬁumﬁ?mmmmﬁﬁ carboxylesterases Fudenan
wulgsl CYP Hualdntioasianisindasn rametinib uazanailafl@iflu substrate 184 transporters
ﬁiﬂiﬂ‘ﬁ: breast cancer resistance protein (BCRP), organic anion transporting polypeptide (OATP)
1B1, OATP1B3, OATP2B1, organic cation tranporter (OCT) 1, multidrug resistance-associated
protein (MRP) 2 Lha ¥ multidrug and toxin extrusion protein (MATE) 1 Trametinib Vil in vitro
substrate 984 efflux transporter P-glycoprotein (P-gp) wé ldfinansenuateililadiAyainnig

o Z// dg/ dl = (N dl ¥ 16 & o f o0
fiuel transporter # LHasanaNdnMsunsiwEiaumas tne T ldwau (passive permeability)

=)
ho))

a0 A a a
WATHANTILTLANDHAGS
najUseinsNLAR

i (218161191 18 1)

WndTaauAIansed trametinib luiliasannalent wazuziiaiindewan o gnusuidiulugiaasin
=2 = o Yo i’/ N A Yo 90/ H o o o o

244 378 (818 1 D <18 1) ndwanlafuenafuneviseldfuedmnuimings anwueniunda
&, o = o - v < v o 1 9; o
ARUAARNT (BMIINTRATHLWAZNNIIIAEN) V2 trametinib Tugftlaenanlndimeaiuglug) dmtin
A

Anafan17U9aeN trametinib N1FlAEN195UUeN U INFBRaUAIARTIRINTIASU 8N trametinib 91

o 9; o o -dl o A =3 ' 1 = v o dl 1
Usuauaassvrnaamunuuzin ugiaafnesludoansaiuiunnylug lug)
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Hilvegeans (a1 65 Taulil)

ANNNI13IAINTIN N FTaauAIansIaIngNilszang angluinanaadasnispatindaind

AAWANARNTUDS Mekinist
LA/ UUN

ANNNNIALATINIINdTaauAIansIaIngulszans g ivAnazinuindnasansudne

o =3 1 61

trametinib NN 95ulszniu Daudanenanadaswananiauingadnndiazgnaianisnd

[
= v o !

azdifunuenluseniagendnananadaswAs e NEuindaNInngn auuanseildinaziig

papatnuazluadusasdsuauingn

[

3 a a <
\HRTA/IANUS

o ¥

P = A a & a o - -
Q13~|3~I @3;!@LWﬂQW@W@g’/ﬂﬁzLNuN@ﬂ@\?Lﬂ@‘ﬁqmm@Lﬂ@ﬂjQQUﬂq@ﬁ’ﬁmﬂﬂ trametinib

21 al o 1
Edﬂ’)ilﬂﬂ']‘iﬂ’l\i']ﬂ“llﬂﬂlﬂﬂﬂ?‘l‘iﬂﬂ

ANUNWIRdadlaliinariinaninaaden1sadiindendsaauriansanad trametinib 1agan
trametinib An19dusnenelasi Wdsaauaansaed trametinib gnuanslnan1sdAIzimnIwnde
aauAaas unguiasdainisineuseslnunnsasandes 223 e wazgiloa@alinisving e

TAUNWIa9L11nane 35 918 NTNIFINNITANHINIIARTNUAY trametinib ANNLNNIaIa9 bALA S

o

aniaauazinunatsliinaseiFunnian trametinib Tusnanne (<6% dmsuusazngw) flud

¥

EZN dl o 1 aal ¥
dayalugilaennisieuaeslaunnsasguuss (lilsag auiaeuaydsnislden)

filaa¥in1syneuaaIsLUNNE s

Tunnsdnaziiindaaauaiansiaanguilszansuazdayaainnisdnsindadineaatin lungu
grlaadeiinsvineuaesdulnavieiloandAdagiu (bilirubin) uaz/vza AST WNAWANTas

Urunan1InTeaguuse MANda1N189 National Cancer Institute classification)

' [ ] o

N139LaeesL i danantine i Ausanisasmen trametinib RllagnNssULsENIY

o

=1
19T

NSANEINIIARUN

TsAnz159 melanoma #ilignansardnaanlaviasinisunsnszans
N195n1IAE Mekinist monotherapy

N19ANY MEK114267

Hnnstlsziiuilsc@ninauazannuiaansituaas Mekinist Tugilaelsauzise melanoma Mlsianunsm

Hifinaanlivisaiinisunsnszane NRNNsNANNUETaEL BRAF (VBOOE uaz V60OK) lunsdnm
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aa t:it:l ! Yo % 1 a [ -QII Yo ¥ [
nepannuuunAnsguliflasuntsinenlaelidntanisdnunnlasy Tnaazdesnseadanisnane
Wuga998u BRAF V600 n19AnNnsadtlialsznatmaanismadaun1snatawiguaqey BRAF
(V60OE uaz V60OK) tneild BRAF mutation assay (1niaeiasilfjiiinisnana) tneldsaatinaiie

| A
NANAQYANH

frlagdnuan 322 e AldeeldFunisinenanteuviesamsldiunsinendaeaRtnTauiude
1 Afalunein STz s uNInZans [nga Intent to Treat (ITT)] gnguludnsnaou 2:1 Tildsu
trametinib 2 10, Suaz 1 ASavTeLATILTR (dacarbazine 1000 ¥n./6151. NN 3 dUa4 wTe
paclitaxel 175 Nn./msx. N0 3 §1lA19f) ﬂ’]ﬁ“i‘/ﬂ‘iﬂ’}z\iﬂﬁﬁjBiﬂ’l?;lﬂﬂﬁ"]ﬁl@tﬁﬂLﬁuﬁﬂiﬂ@uﬂﬁzﬁdﬁ nng

A a aa A o =2
Qﬂ@’]ﬂ‘ﬂ‘ﬂ\‘ltﬁ‘ﬂ NTALALTIRN UTROAUNIAINNITANTN

4
o

a =] A a a a .. a [ a o o ]
qA8ANANI8INNIANEINAS N131lseilulszANENaT04 trametinib WrauaUAULARTNTA WU
2199013900136 tnalsnAannIsinEuaeslsa (PFS) ludilaalsanzife melanoma Nlsarunsn
dnsimaanlavzadnisuninszana NENTNAIaRUEIB9EY BRAF VB0OE sxeizqnaiuyl luiiaeil
UszdRnnsunsnszatsvesnziialnanas (Auou 273 91e) Gedndndunguilscanalsz@ving

o a A aa o a 1 aa
AN qpgAsaspanissanTInlaalsiaainnisnizureslsalungu ITT wazni19sendaningsas
(09) dm3n1smauanedlnesan (ORR) WAXIZETIIAINITAAUANEY (DoR) lunguilszains
Usz@ninananuazngu ITT Hilaangunlasuadindaldsuayyinliilasuunedlungunlasy
trametinib lAndsannilafunistiugudninisgnanuaedin Jilaa 51 98 (47%) Tunquilasuiai

o o dl Yo I~ o A v dl ¥ -
'LI”I‘]_I911’11@ﬁ“]_lﬂ’]ﬁ‘ﬁluﬁlu'ﬁ’mﬂ’]ﬁ‘@ﬂ@’]ﬂ‘ﬂ@ﬂt?ﬂLL@QL‘]J@EIHN’]SL‘I] trametinib

AN UTAN mﬂqgﬂ:ﬂwﬁ@u@:u‘lﬁmﬁmm@u@@ﬁmwmmjum@é‘“ﬂﬁﬂuﬂ@uﬂimﬂm‘
Usr@nsuananuazngs ITT filaadauluailungn ITT iwnwaaie (54%) wazifuAuaaanan
(100%) Heisagiuresnngsilu 54 T (22% Heny >651) frlaadanlug (64%) § Eastern
Cooperative Oncology Group (ECOG) performance status 111 0 uazgilagr 11 9181 (3%) Hilszim
gaamsunsnIzatetesnzifellfianes dulaadaulun (87%) lungu ITT Snnsnaneiuguestiu
BRAF V600E uazgtlae 12% dnnsnanawugaestiy BRAF V600K Hilaudqulun) (66%) ldias

IHFueRitn g mitTsanzidasrezqgnatNTassazunnIzane NI e

dsz@ndnalunguiszansdszdnsnananimnuaanndeaiunalungy ITT ALALAATANTE

v ! !
ayaLlsvAninaangy ITT Wintlulumn9nei 11 uazgili 1
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A5 11 MEK114267 - Uss@ndnadilsziiiulnagiqe (nqa ITT)

naNuszdINsuUL Intention-to-Treat
AAgR/NITUTTLNUNS Trametinib tANLNR?
N=214 N=108

n9sandinlagdsiAannnisnitauaaslsa
ANNEEIY (1iew) 4.8 15

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

(95% CI) (0.33, 0.63)

P value <0.001
N199aATIMLAEISIN
ReTI6, AU (%) 35 (16) 29 (27)
Hazard Ratio 0.54

(95% CI) (0.32,0.92)

P value 0.0136
AN270ATARAT 6 LFaU (%) 81 67

(95% Cl) (73, 86) (55, 77)
ARSINTADUAUDILALTIN (%) 22 8

ITT = Intention to Treat; PFS = n1ssaadanineit/siAa1nnisinzuaesisa (Progression-free survival); Cl = 124

AEadis (Confidence Interval)

‘nguiAlLn laun gilaeilasy dacarbazine (DTIC) 1000 un./msu. yn 3 dilaf wie paclitaxel 175 n./

AN, NN 3 dilani

5UN 1: MEK114267 -ns1Wn1ssandaningidsiAainnisinsuaadlsauuy Kaplan Meier #
dsziliulaagdae (ngu ITT)

37
Mekinist TH September2024



Frametinib (N~ 214)
Median 4.8 months

Chemotherapy (N = 108
Median 1.5 months

0.8+
Hazard Ratio ~ 0.45
95% CI (0.33, 0.63)
P value <0.0001

=}

ypmm—————

Proportion Progression-Free

0+

Number at risk
___Trametinib 214
Chemotherapy 108

0

)
=]

S
sk

(=}

PO
]
el

4

N

~N

D)
~datn

Months

A1 PFS aanndesiulungueesvesdiaalsnnziis melanoma NNN1sNaesilgues V600K (HR =

0.50; [95% CI: 0.18, 1.35], p = 0.0788)

'
2K A ' o

=< dl = - 1 < Qf aa v a;d
TunnsAneiszasi 2 T9UNgUN19TNE ALY Mekinist 1NLLZQ&NENE]VIﬁVH\Tﬂ@uﬂiu@jﬂ')ﬂm&lﬂ’]i

q

v
o ¥ 1

1 ¥ !
gnatnaaslsadalaiuanduds BRAF dnnaunidniilu cohort wilsannuang cohort (lilsng dails
)

LAl [ .
N5 ldsaNnA dabrafenib

[ %

= = dl dl [ = o [ a a o dl ]
UNNIANETTEEN 3 NE1ATY 2 N19ANENE MTULseanEnauazaNtaanie TuariagnLUziin

o

v 2

284 trametinib (2 1N, FuaL 1 ATQ) FaNrL dabrafenib (150 . Tuazaednss) dmsunisinuly
giloaunniiulsanzise melanoma NN1sNaERUgI09EY BRAF V600 lianunsannsinaan

v A al 1
TavizainsunInIzans

MEK115306 (COMBI-d)

MEK115306 (COMBI-d) flunsanmnazasii 3 wungulileasuniesne TneilnTlantesneilasy
yagadng uReudieuntsl Mekinist $9uif dabrafenib Wa dabrafenib fauriuenuann Tneld
duniesneauusn (first-line therapy) ﬁﬂﬂ?ﬂﬁﬂ%ﬂﬁﬂuimmzﬁd cutaneous melanoma RN
naeugrasiiu BRAF VBOOE/K fildanunsntnsinaantd (szaz 111C) sitedmsundnszane (szee

a o

V) Tneqpgiiuanaasnisanenaanissesdnalaatlsaainnisnnizuaediss (PFS) fdszidiulag

3
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[ %

wnneduazangRsasndndnypenissantiniaasan (0S) Hibhagnuinguineldseiuenlmsd
lactate dehydrogenase (LHD) (>AngeqnaaadA1ing (ULN) iU <ULN) wazn1snaeiiigantiv

BRAF (V600E 1 V600K)

t:jﬂw%wm 423 agnguludnsidau 1:1 WlA5U Mekinist 2 un.duay 1 A1 $auriu dabrafenib
150 1N, SuaranIA (A UK 211 5181) ¥3alAFU dabrafenib 150 Nn. FuazandAs et
(AUU 212 978)) Tmﬂﬁﬂwmmmé’ﬂqaL‘ﬁ”@\‘ifé’fu?:udﬁmmﬂfojuﬁmmmQ@ﬁu flaer 53% L
gl mﬂﬁﬂgmmmmmgjﬁ 56 1 gilaedaulunjliazuun ECOG performance 70 (72%) uazlsn
agazaz IVM1c (66%) Gilaadaulun) (85%) dnnsnanaWugued BRAF VE0OE LL@z;:Iﬂfmﬁmﬁ@%ﬂ

15% Hn1Inaneiiigaes BRAF V00K

%

A1 ﬁﬂﬂﬂu%'ﬂ\‘mﬁﬁ‘i’ﬂm%amIﬂEI’;")EJLL@Zﬂ’]:‘ﬂEZLﬁuﬁvﬁ]ﬁ‘ﬂﬂ’]ﬁ@m%a[5]17‘1' 111 8451 uanslumaad 12
ANHANNTAATEITNsTanTanlagsand 5 T wudnslien dabrafenib 3aui trametinib Sapsls
Uslomfifiefieniunisl dabrafenib avegaifiun Alsagurenissendinlanmlungud
1850 dabrafenib $23f trametinib gendnngufilésy dabrafenib enatnaiatlszann 7 deu
(25.8 1FaU LAY 18.7 BaU ANAAL) UaYEAIN1II0ATAAT 5 1 ‘Lumjuﬁiﬁi*u dabrafenib $9:AU
trametinib A8 32% zﬁ'f;uﬂ@;uﬁié"?u dabrafenib [igaatiaAen Aa 27% (A13h 12, 217 2) o

a
a1NNINN17980T3 M IAEITINLLL Kaplan-Meier kanaliidiudeadnsNaauinemanfansin 3 Deiln

5 (ang 9117 2)

Tuﬁﬂqmﬁﬁi:ﬁumm lactate dehydrogenase Unfineuuniaing wudisnmnisrendinlngsu
71 5 1 2eenquillésy dabrafenib $auriL trametinib A 40% (95% Cl: 31.2, 48.4) uaznguilésL
dabrafenib \iiesaenaiie Ae 33% (95% CI: 250, 41.0) daudihefiflszdians lactate
dehydrogenase gandnunfineuunisinm wuindsnisseadinlagsand 5 O venauilas
dabrafenib $21TLl trametinib Aa 16% (95% Cl: 8.4, 26.0) WaZNENTIAFL dabrafenib ifienating

WAsI AR 14% (95% Cl: 6.8, 23.1)

F11379% 12: COMBI-d - NM3saatinlagsan (Ngu ITT)

a o a 4 a L4
NN5ALASITUNISTAATIN  NISILASITUNISTAATIA  NIFILATIEUNITTAATIA
TheIsaN* Taasan 3 1+ TaasaNd 5 1+

Dabrafenib Dabrafenib Dabrafenib Dabrafenib Dabrafenib Dabrafenib

FauNY FauNY FauNU FauNY FauNY SauNY
Trametinib N[ AN Trametinib N[ AN Trametinib AUR[AN
N=211 N=212 N=211 N=212 N=211 N=212
il
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ReTam 99 (47) 123 (58) 114 (54) 139 (66) 135 (64) 151 (71)
(wmn139d),

ANUIU (%)

NM55AATINLALSIN (LADW)

ANlBEIFIU 25.1 18.7 26.7 18.7 25.8 18.7
(95% Cl) (192,NR)  (16.2,23.7)  (19.0,38.2) (15.2,23.1) (19.2,38.2) (15.2,23.1)
Hazard ratio 0.71 0.75 0.80
(95% CI) (0.55, 0.92) (0.58, 0.96) (0.63, 1.01)
P value 0.011 NA NA
N1952ATIR . D e
Dabrafenib §9NNU Trametinib Dabrafenib 94N gNBAaN
TneIs93, %
N=211 N=212
(95% ClI)
117 74 (66.8, 79.0) 68 (60.8, 73.5)
n27 52 (44.7, 58.6) 42 (35.4, 48.9)
731 43 (36.2, 50.1) 31 (25.1, 37.9)
n47 35 (28.2, 41.8) 29 (22.7, 35.2)
751 32 (25.1, 38.3) 27 (20.7, 33.0)

o o o = - ~a o o o = - aa ~
andateyadmsunnsIsinissendanlngsin: 12 8.A. 2015; aadadeyadmsunisdnsisinissendaningsiui 3
iI: 15 n.w. 2016; qasiadayadmsunisdinsisinissendanlngsanii 5 1: 10 9.A. 2018
NR = eReuA NlA (Not reached), NA = lsifidaga (Not applicable)

51U% 2: COMBI-d - N5 N1552ATIMALALISINLLL Kaplan-Meier (Nq) ITT)

1.0 {%~
Dabrafenib + Trametinib
Dabrafenib + Placebo

0.8 1
c
(-
S
°
c
3
L 06
©
2
e
3
(72

0.4 1
2
©
E
&

0.2 1

0.0 1

T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Time since Randomization (Months)
Subjects at Risk
Dabrafenib + Trametinib 211 188 145 13 98 86 79 71 63 60 57 54 12 0
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[ %

paBRIzEziaa 5 1 qagAnanneaaiin tun nisseadinlagilsAainnisiiizuaesisa (PFS) Tu
NQNA AL dabrafenib 3L trametinib gnauuAuEleRiuuiunaslY dabrafenib Wesedn
FEn uenanisnInIreLauadlaty (ORR) LALIZELINANIIRALAURY (DoR) SaAsamily
ﬂziuﬁvlﬁffu dabrafenib 98U trametinib Lﬁﬂuﬁumiumﬁ dabrafenib ieNagniAen (A13797 13)

A15199 13: nMsdszidiudse@nsnalaadlidadiusunisAne MEK115306 (COMBI-d)

N9AATIER MINATIER - v - - o
2 . < - N199LASIEUN 31+ | nisaLAsIsYin 51+
BTGNP VWHLRN®

Dabrafenib | Dabrafenib | Dabrafenib | Dabrafenib | Dabrafenib | Dabrafenib | Dabrafenib | Dabrafenib
FaunL daunu Faunu NN Faunu Faunu Founu daunu

Trametinib SIURBAN Trametinib FIURAN Trametinib FIURAN Trametinib FIURAN

"‘ﬂﬂqa N=211 N=212 N=211 N=212 N=211 N=212 N=211 N=212

q

1%

PFS Titlsziiiulneide

FnnnnBuaes
IsaviTeIdedan, | 102(48) | 109 (51) | 139 (66) | 162 (76) | 153 (73) | 168'(79) | 160 (76) | 166 (78)

AU (%)

ANNBEFN, 9.3 8.8 11.0 8.8 10.2 7.6 10.2 8.8
o (7.7, (5.9, (8.0, (5.9, (8.0, 58, ®.1, (5.9,

(95% CF) 11.1) 10.9) 13.9) 9.3) 12.8) 9.3) 12.8) 9.3)

Hazard Ratio 0.75 0.67 0.71 0.73
(95% Cl) (0.57, 0.99) (0.53, 0.84) (0.57, 0.88) (0.59, 0.91)

P value (log-
0.035 <0.001°¢ NA NA
rank test)

ARIINNT 67 51 69 53
68 55 69 54
MALAURY (59.9, (44.5, (61.8, (46.3,
(61.5, (47.8, (62.5, (46.8,

74.5) 61.5) 75.4) 60.6)

Taa1391° (%) 73.0) 58.4) 74.8) 60.2)
(95% ClI)

ANTHLLAINGNY
148M9IINNT
AALIAUAY

(CR*+PR®), % 15° 15° NA NA
95% Cl 284 5.9,24.5 6.0,24.5
ANIHLANFINY

P value 0.0015 0.0014°

FLULIANTADLALD (Lﬁﬂu)

ﬁ’]ﬂ/ﬁﬂgﬁu 9.2° 10.2° 12.9 10.6 12.0 10.6 12.9 10.2
(95% ClI) (7.4, (7.5, (9.4, 9.1, (9.3, (8.3, (9.3, (8.3,
NR) NR) 19.5) 13.8) 17.1) 12.9) 18.4) 13.8)

*apsinTayad I LINTATIATIBNE: 26 A.A. 2013, 9AsATeyad MTLINITIATITIRNAN: 12 1.A. 2015, 9adATayadIMFLINT

WA 3 T: 15 n.w. 2016, ansindayadmiinisdnssii 5 I: 10 5.A. 2018
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a- 199AuTaNU (Confidence interval)
b- 8mFINIAaLAUEYIALITIN (Overall Response Rate) = mm@mumm/yim’ (Complete Response) + N17ABLAUANLINAIY
(Partial Response)
c- CR: Complete Response, PR: Partial Response
d- AINUANEINTBNEAIINITABLANBNAINIUAIN ORR ludn 51 Tnsaa
e- 1IMTUAITENTUHA NsAeuauessdulnegaaeaau v (>59%) Biasagendnansaudunig
£ gilazauan 2 aw Meegnsanlugiidnisauidureslsavisaidadan lunistnazii s I gnaadeyasanainnisanssii s i
o S o O .
avanddeyait liieanes lunistsziduneuiiaziiamgnin]
- e sy mea X e , Mo e o
g- Mmaaansiinaan WA iAa Tumuuauiianldaseniuazan P value Iulagnuiudljdmsumamaasuvaiesienis
NR = elagrua 1l (Not reached)

NA = lsifidaya (Not applicable)

MEK116513 (COMBI-v)

MEK116513 flunisdnmszas 3 wuuguliladunisinwn  Taelddniantssnenilasy
WrenausEngnanis 1l Mekinist 391U dabrafenib funs vemurafenib iveaginamanlu
oy A @ <y e Y A ' PP o« &

frloediilulsanzifs melanoma Aldaunsonnsnaanldraiinisundnszaneninisnanaiugaes
B BRAF V600 lneqagAndnaednisanuinenissandininasn graegnuianguingldoziy

-

iawlasd lactate dehydrogenase (LHD) (>AgagaaasAiing (ULN) fiu <ULN) Wazn1snangnug

9

484811 BRAF (VB00E A1l V600K)

frlaevianum 704 sregnauludnadon 1:1 WA Mekinist 2 un.duaz 1 A% dauriy dabrafenib
150 NN, uazasdAi 1salisu vemurafenib 960 1. Juazassaiauieetnaneg grloadaulug
fuauiianng (>96%) wazilumeate (55%) ArNsugIuresengeen 55 1 (24% Hedg >65 1)
drlnsdaulunyilsnagszas IV Mic (61%) Hiaadauninil LDH <ULN (67%) HAzuuu ECOG

dl = dl o :’/ IQI o Y Y =
performance % 0 (70%) wazilsanadeaznie lupauwsiENN1TTNE (78%) IWE?QQJLL@QQ‘UQE 54% H

TraGusuluLFnnsne <3 it uazgthadauluninisnanariugaes BRAF V60OE (89%)

ANHANNALATIITNssanTaRlALsINd 5 T wudnslen dabrafenib $auf trametinib Saasls
Uslemfislafaufunnsls vemurafenib ienatingfien ANNBHFIUIBIN1ITRATINIAEITINYDY
ngul#F0 dabrafenib 3 trametinib gendnguillésy vemurafenib Wiesatadien Uszanm
8 1iaU (26.0 LAaw uaz 17.8 et MuAFL) uazdRIn199anTind 5 1 lunguiilésu dabrafenio

39U trametinib A 36% AUNENNLATU vemurafenib [NENBHINLALD AD 23% (AN3199 14, 917

1 I
a ¥ =

3) IngannnsnnN93aaTantasINLLL Kaplan-Meier wanslfiiuiednannAaud1enen Aeustli 3

= !

nsiln 5 (Tdsag g9 3) Tudilhandsyaiany lactate dehydrogenase LnAinauiunsinm wudn

Do

8m19N1990A TR IA8saNT 5 T 19anquilAFL dabrafenib $auriL trametinib A 46% (95% Cl: 38.8,

1
=

52.0) WaznNgNN1#51 vemurafenib liveaeingifen Aa 28% (95% Cl: 22.5, 34.6) dqudfilanisziu
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294 lactate dehydrogenase gandningnauBEunIsinm wWuddnsNIIsanTaalaasny 5 T 109
nguL#5U dabrafenib $9u7iU trametinib A8 16% (95% Cl: 9.3, 23.3) uazngui 1431 vemurafenib

WeNasinaLAen Aa 10% (95% Cl: 5.1, 17.4)

A1379% 14: 1338079 M TALs9N1NNTANEY MEK116513 (COMBI-v)

NN5ILASISUNISTAATIA  NISILASISUNISTAATIA  NISILASISUNITTRATIA

Taaigan* Taaisann 31 Tassan 5 1*

Dabrafenib  Vemurafenib Dabrafenib Vemurafenib Dabrafenib Vemurafenib

§aNNU N=352 §aNNU N=352 F9uNU N=352
Trametinib Trametinib Trametinib
N=352 N=352 N=352
Auaugile
RaTin
(LM@ﬂﬂ?ﬂf), 100 (28) 122 (35) 190 (54) 224 (64) 216 (61) 246 (70)

ANUIU (%)

N55AATINLALSIN (LADW)

ANNIBEF Y NR 17.2 26.1 17.8 26.0 17.8
(95% ClI) (18.3, NR) (16.4,NR)  (22.6,35.1) (15.6,20.7) (22.1,33.8) (15.6,20.7)
Adjusted hazard 0.69 0.68 0.70
ratio (95% Cl) (0.53, 0.89) (0.56, 0.83) (0.58,0.84)
P value 0.005 NA NA
NN992ATIM Dabrafenib 28N Trametinib Vemurafenib
Tnasau, N=352 N=352

% (95% ClI)

711 72 (67,77) 65 (59, 70)

nod 53 (47.1,57.8) 39 (33.8, 44.5)
731 44 (38.8, 49.4) 31(25.9, 36.2)
nad 39 (33.4, 44.0) 26 (21.3, 31.0)
59 36 (30.5, 40.9) 23 (18.1, 27.4)

NR = elaeualuld (Not reached), NA = laifidagia (Not applicable)

*

o v o o a o ala o v o a I's aa Ad’
@ﬁ)ﬁlﬁ)%m&l@ﬂ’ﬁxﬁﬂﬂ’ﬁ%ﬂ5"757/7?7’1??@@7195]2‘@8?9%‘ 17 1.8, 2014, ’?ﬁ)ﬁlﬁ)ﬂl@%’lﬂﬂp’)ﬂiﬂﬂ’)i')m5"75‘1/7]7’)55‘@@7795]fﬁ)ﬂi?lli/l 3

iI: 15 n.a. 2016; 9asntayadmiunisamszinssendanlaesond 5 1: 8 51.A. 2018
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51U% 3: COMBI-v - nsan1s5anTanlatsInwLL Kaplan-Meier (NG ITT)

1.0 {ig
Dabrafenib + Trametinib
Vemurafenib

0.8 1
c
(-
S
Q
c
3
L 06
©
2
4
3
(7]

0.4 A
g M
o
E
&

0.2 4

00 1 T T T T T T T T T T T T T T

0 6 12 18 24 30 36 42 48 54 60 66 72 78
Time since Randomization (Months)
Subjects at Risk
Dabrafenib + Trametinib 352 311 246 201 17 151 140 130 118 109 104 49 4 0

a

RABATZEIZINAT 5 1] AAYRIAININAARN LALA N19enTInlaelsAann1nnGuaedlsa (PFS) lu

9 Q

| dl Yo . 1 o o dg/ dl = o 1 dl v . = 1
mgu‘mimu dabrafenib §94NU trametinib mqmumum@mﬂmmquﬂu vemurafenib IWaNBE

4
o

W WanaNNienIIN1IMaLANedlALIN (ORR) WAZIZEZINAINNTIAALALEY (DoR) famanainly

| Ay ve . ] o L. a o | e o . ~ | = ~
ﬂqumTMiu dabrafenib 79NNU trametinib mf;mﬂm@mslm vemurafenib LWENAENNLAY (A1T9N
15)

A15199 15: Use@nBnadlszidiulnagidad udunis@nen MEK116513 (COMBI-v)

N15ALASIEULIRIAW* n1sALAsIzYN 3 1 N15ALASIZUN 5 1
Dabrafenib Vemurafenib Dabrafenib Vemurafenib Dabrafenib Vemurafenib
FaunL N=352 FaunL N=352 AN N=352
Trametinib Trametinib Trametinib
qmeR N=352 N=352 N=352
PFS Titlsziiiulneidde
al o a G
AN LYeelsATe
o 166 (47) 217 (62) 250 (71) 257 (73) 257 (73) 259 (74)
LARITAB, 21191 (%)
ANSIBEIU, Liaw 11.4 7.3 12.1 73 12.1 73
(95% CI) (9.9,14.9) | (58,7.8) | (9.7,147) | (57,78 | (97,147 | (6.0,8.1)
Hazard Ratio 0.56 0.61 0.62
(95% CI) (0.46, 0.69) (0.51, 0.73) (0.52, 0.74)
P value <0.001 NA NA
ARINIADLAUES
64 51 67 53 67 53

1A81999, %

(69.1,69.4) | (46.1,56.8) | (61.9,71.9) | (47.8,58.4) | (62.2,72.2) | (47.2,57.9)
(95% CI)
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mMe3iAseiLias” nsAATET 3 T neAATIET 5T
Dabrafenib Vemurafenib Dabrafenib Vemurafenib Dabrafenib Vemurafenib
FanNL N=352 FauNL N=352 FauNu N=352
Trametinib Trametinib Trametinib
sG] N=352 N=352 N=352
ANTHLANANTRIA RS
N1TAAUAUDY (CR+PR), 13
% (95% Cl 299A21 (5.7, 20.2) NA NA
LANEINY)
P value 0.0005
FLUZLIANTAD LAY (Lﬁ@u)
GREVETTS 13.8 75 13.8 7.9 13.8 8.5
(95% CI) (11.0,NR) | (7.3,93) | (11.3,17.7) | (7.4,93) | (11.3,18.6) | (7.4,9.3)

*ansadayad 1N s3AsAidleasi; 17 .. 2014; ansiadayadimiun1simzii 3 1 15 n.a. 2016; ansiadayadiusunis
Wnrin 5 1: 8 s1.a. 2018
PFS = n1srandaminet/sAainnisinisuaealsa (Progression Free Survival); NR = gag1ua11als (Not reached); NA = [ud

if@:dﬂ (Not applicable)

BRF117277 / DRB436B2204 (COMBI-MB) — gilaalsanzi5a melanoma #fn1sunsnszany

AaaNzt5e lNaNaq

HnnsAnelsrAnsuanazaNlaanitaaInisineaag Mekinist Tisauni dabrafenib Tugtlae
T9Anz159 melanoma NANNsuNInszanaaanziielnanes NnsnataugIaatiu BRAF Tu
nM3ANEY COMBI-MB Faiflunnsdnsniepdaninszesi 2 uuuldinisguuaslintlanissnmm vin

TunaeAueide filoevianunanuanmu 125 au MdnsannisAnsngnutiaiiy 4 cohorts

a

® Cohort A: Hiloaleanzi5a melanoma MAN19NA18WHEU0 981 BRAFVEOOE NHN9
ungnszansaanidllNanasusliuaniainis uazlupalasunissne NN Nauaan

e wariAz ECOG performance status 1 0 %38 1

® Cohort B: §1loeilsAan 159 melanoma NN 19nateWugaa98y BRAFVE00E 1HN19
. <y o ve o g
unIngzangreaNzisllNanews lluanan1nig wazime lasun1sFnEan1 s INANedNn
e wariAz ECOG performance status 1 0 %38 1
® Cohort C: iloalsanzi5a melanoma NHN19Na1aR U098 BRAFV60OD/K/R NidNNg
uwnsnszansveaNziielnanecun lduaniannig vansuasldime lasunisfneenisin

ANDINTNBU WATHAZLUL ECOG performance status #1 0 1138 1
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® Cohort D: filaelsanzifa melanoma NiN1snae U89t BRAFV600D/E/K/R NHNNT

] [~ dl = o 1 Y as [
LLW?ﬂﬁ‘$@’]E°ﬂ@\‘1N$Lﬁ‘\‘liﬂi’l’&ﬂﬂ\‘l LRZHBINITLRAN IWHEW@LF‘WH‘M?@VLNLﬁﬁﬂﬂﬁ“].lﬂﬂ??ﬂ‘]&ﬂ

lNENNANINNeU LaziAZI ECOG performance status 1 0 viga 1 438 2

[ %

SR naaenN19ANE Aanisnauauesnielunsenandsey (intracranial response) T Cohort A
Tounnsddataraasiieninisaeuanasnialunss nanAsuenlasunisdssiinlagld modified

1%

Response Evaluation Criteria in Solid Tumours (RECIST) version 1.1 Tngl :ﬁ@ﬂ 'ﬂmq?}?mﬁfa
Taa1a1189N19RLANedN e N IuanAsey 8msNTTRaLALeelatIIN (ORR) LAYN1999ATIA

TnatsaarnnismiEuaeslsa (PFS) uaznissandinlaasu (0S) dayatlsc@nsuasgililuasg
16

A1579% 16: COMBI-MB — Tayauscsansnadsziiiulaagian

u

naudtaefildsunissnem
ﬂﬂﬂﬁ/ Cohort A Cohort B Cohort C Cohort D
n9ilgziiiu N=76 N=16 N=16 N=17
AansINIsAauduaInglunszluanfsue, % (95 % Cl)
59% 56% 44% 59%
(47.3,70.4) (29.9, 80.2) (19.8, 70.1) (32.9, 81.6)
daaanrasnsnausuasmelunsiuandsse, Aaagiu, Aay (95% C)
6.5 7.3 8.3 4.5
(4.9, 8.6) (3.6, 12.6) (1.3, 15.0) (2.8,5.9)
aAnsINgAaLdUaslasIn (ORR), % (95% Cl)
59% 56% 44% 65%
(47.3,70.4) (29.9, 80.2) (19.8, 70.1) (38.3, 85.8)
nssantinlaglsiAaInnisiEuaadlsa (PFS), d8831Y, 1AaY (95% Cl)
5.7 7.2 3.7 5.5
(5.3,7.3) (4.7, 14.6) (1.7,6.5) (3.7, 11.6)
n1ssandanlagsin (0S), Naegu, thaw (95% Cl)
188510, LR 10.8 24.3 10.1 11.5
(8.7,17.9) (7.9, NR) (4.6,17.6) (6.8, 22.4)

Cl = Confidence Interval

NR = 1871297 (Not Reported)

Mekinist TH September2024

46



[ a % 1 [
N1FNEILATNURAINTITHNIA ﬁﬂ:‘iﬂ NZL99 melanoma

N19ANEN BRF115532 / DRB436F2301 (COMBI-AD)

Hn1sAnunszAnduauazainlasniuresnisinmuinas Mekinist 1sanriy dabrafenib lu
n1aAnszeasi 3 M lunanagueiay wuudulilaiunisinunisadntanissnenlaiuisass

| = Y = 9 = A aa
ﬂ\hﬁl ﬂq?ﬂﬂiﬂfqﬁ’)ﬂﬂﬂﬁqgﬂf]ﬁ@@ﬂ Iﬂﬂﬂﬂﬁqluaﬂ')ﬂt?ﬁmgwﬂ melanoma 78N 3 NNN1TNANE

Wuga9EW BRAF V600 NINUNNsHNsnizaLiaauan

v
o ]

Unevianuagnguludnandon 1:1 WAlATY trametinib $a8riL dabrafenib (Mekinist 2 1n. Jua 1

22

v
1%

A9 WAT dabrafenib 150 NN, AuaraadAsa) viralesusraangasTiiaiuingl 12 naw 4115un1s

dndaunisAnen fidadandealifunisinfanziie melanoma adaanysainfeniudnsan

v
¥ 1 o al o =

o A v v Yo [ (3 =2 o 1 ! LN i
UNUNABILA m‘ﬂfmmﬂuimumim:muummummmnmmﬂu 12 dumnii NAaUNITAN Q‘]JQEI‘VI

u

[ 1
a ¥ ¥ a a o A ¥

= = A v | 1 v = K = Yo 1 a a
NiszdRnnauiaaninel nndaanlsaiiunaiatineas 5 1 'N@ZQJ?NV]ﬁi@?‘LIﬂ@L@@ﬂ QﬂQEI‘VIN

3
a

4 A % tﬂld % ' = 1aa Yo o A L2 1 1
NAULUATILUNNNITNANENUTUDIEY RAS @31§JNZQV]ﬁVLﬂTUﬂ®LZ\]@ﬂ Qﬂf;ngmmmqumm

o

ADNUTNIINALRUTIR9EY BRAF (VB0OE %38 V60OK) Uazszazaadlsanaunisunsin (seazh 3

o

TneszyszAvresnisunsnszanelilsantiniuaes uazINIALRUBIANUAZINA ) AAYANANTD

=2 dgld aa o %’ =2 | :,/ ]
ngAnEiiAe NnrranTas laalsiAannnisnauniudueslsa (RFS) NNNLDTINTCULIANFNLLEA

o

) I3 o 901 . dl a 2 a
mnsguaanisnaundulsadvrenisangainanunle) Nlsziiulaaunndidde lnaaziinag
a 1 o al v < A 1 IS A o :1/
n3ratlsziiiuninanefadresieuniianne 3 ey ludee 2 Jusn uazyna 6 haundasainiiu
aundnunsnauniwinvesisn dauqagfises taun nnssantinlaasan (0S; antRsasnd1ATY)
aa ! o/ |
wazn3santaetagilsnmainnisunsnszansliladenviingdna (DMFS)

v
o

aeisunnm 870 s1agnduliflasu trametinib $auril dabrafenib (ANUAU 438 3181) UazNUABN

©

232

o £ o '

(Au9u 432 318) grhadaulvaiduauiiong (99%) uazilunatig (55%) Aiaeguzesenseg)

£l
1
=

1511 (18% Hang >65 1) nsAnesznausaegilaalsanzids melanoma szazil 3 nauNI6R;
¥ ]
18% aa4ftlhaiinisunsnszanalisaninnaes adtaduineldndasqanssrd uazlidunaang

iavan grladoulnnjazliunatsiuguasiiu BRAF VB0OE (91%) 04 LDANNINN133LAIZWNAN

AR IAITLALIIARARIN (TTTELRAFIUANINNIENDINIRARNATIgAEiTalRa TR 6)

49

A 2.83 T 2a9nguin liFu trametinib $a8riU dabrafenib uaz 2.75 U 1eanguinlafuenvaan

HATBIN1IIAINTHNANTBINT770ATIR It lsAanNnnNsnaLNTuT1a99l9A (RFS) wanali A1319
#1 17 wudn RFS sendassngunissneuansnaiuesnaltiadAnyn9as Tnanisld rametinio
L e , 4 wy 4 oA e 5

fauAY dabrafenib @ u17nanANLAaebAU NNl 53% WelFauiiaudunisldanvanen

(HR=0.47; 95% CI: 0.39, 0.58; p=1.53x10"*) wuduadwsaanndesiulungudaagnuings
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pandadesne laun szezreslsanasaiinnisnanaWugaedu BRAF V600

1
! o =

A1i8g11Te RFS Aa 16.6 thau lunquitldsuaiuaen daunquinladiuen trametinib sanriy

dabrafenib 4 1aMININNTRATIZIINAN SeauANergIutes RFS Tl

A15199 17: COMBI-AD —HAURINISILASIZANAN

2241552 TIRlALUsIARINNISNAL NI wEa99lsA (RFS)

N15IRLARSUDINITTAATIR Dabrafenib §98nU Trametinib SNURAN
(v [~ —_ —_
TassrAannnisnauNLLly N=438 N=432

draslsa (RFS)

UIBNANTO, AU (%) 166 (38%) 248 (57%)
nsndufulsatn 163 (37%) 247 (57%)
nsndunlulsatng 103 (24%) 133 (31%)
adeqzvinslng
N7 88T 3 (<1%) 1 (<1%)

ANNBEFIU (hew) NE 16.6
(95% CI) (44.5, NE) (12.7,22.1)

Hazard ratio” 0.47
(95% CI) (0.39, 0.58)

P value® 1.53x10™

§snnssenTang 1 1 (95% Cl) 0.88 (0.85, 0.91) 0.56 (0.51, 0.61)

ﬁmm’m@m%ﬁmﬁ 21 (95% Cl) 0.67 (0.63, 0.72) 0.44 (0.40, 0.49)

§m9nnsenTang 3 1 (95% Cl) 0.58 (0.54, 0.64) 0.39 (0.35, 0.44)

[1] Hazard ratio [ARINAITULNTUAINKLILIAIA8Y Pike
[2] P value ldannismaday two-sided stratified log-rank (1asefl ULy Ae seezaealsa — sz 3A 8L

3B WigAl 3C — uazalANIINAILWUTIENEI BRAF V600 — V60OE WIgILriLIV600K)

NE: luiarusoilssiiduls

£ QI a a 1 al A = o a I o a 1 v
andayaismnlunissasnselian 29 weu Wraumauiunisinaziudn (nnnetieias
59 thaw) Uselamilusudnsnissandininalsaainnisnaunniudiveslsndansat Ing
hazard ratio #ANtaN9UszaNauminL 0.51 (95% Cl: 0.42, 0.61) (§U7 4) lunguilasunisinm

U

pingl trametinib 39U dabrafenib N8m3n197aTIRlALILUIIAANINNITNA LN WG a99TAN 5 1]
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[ %

WU 52% (95% Cl: 48, 58) tiatsaunauiunguilasuguasnasldnsnissendsning

srAannnisnaunudrealsa® 5 O windu 36% (95% Cl: 32, 41)

317 4: COMBI-AD — n3l Kaplan Meier zasn1ssanfialasdsaainnisnauanis
grvaslsa (RFS) (nga ITT)

1.0 ]
0.9 |
0.8 ]
0.7 |
0.6 |

0.5

0.4

0.3

Proportion alive and relapse free

0.2 Group N Events  Median, months (95% CI)
il Dabrafenib+ trametinib 438 190 NA (47.9, NA)
01 -+ Placebo 432 262 16.6 (12.7, 22.1)
il HR for recurrence = 0.51
0.0 95% CI (0.42, 0.61)
26 8103234161820 222426 28 30 32 34 36 38 40 42 44 46 48 9052 57 %5 B8 B0 02 64 66 68 70 72 T4 76 16 80

Time from randomisation (months)

Subjects at risk
Dabrafenib Trametinib 438 413 405 391 381 372 354 335 324 298 281 275 262 256 249 242 236 233 229 228 221 217 213 210 204 202 199 195 176 156 133 109 92 80 45 38 17 8 6 2 0

6

A7n 153 wiAn19ad (60(14%)lunguinlaiunisdnendos trametinib  $aury dabrafenib waz

|
=

93(22%) Tunqunlasuavaan) Andu 26% 209 UNNINUNATBENITITEINITDATR6
Taaisan 597 1isN190d hazard ratio 184N1998ATIATANIININNTL 0.57 (95% Cl: 0.42, 0.79;

p=0.0006) ANNFLATZITBYANIT90ATIG IAEITINATIUINTZUINNNNANEN Naansanid Tl

o o

Aunsnnue dnauntndusuauidad1Ayn1eadan (HR=0.50; p=0.000019) §m31N13

'
=

7907309 1 uaz 2 T duainnisgu Ae 97% uaz 91% lunguinlafunisinundag trametinib

!
=

$aumiU dabrafenib uay 94% uaz 83% lungulasuannasnninaisu nawW Kaplan-Meier 289

aa dla I8 1 =2 aai
N1999ATRAIALITINNILATIEWIZTUINNTANE LA mﬂugﬂm 5
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51U%5: COMBI-AD - ns1W Kaplan Meier 284n155anT3alAtsN (OS) (NGN ITT)

—H&—— Dabrafenib + Trametinib
Placebo

Proportion Alive
o
o
Il

0. 4 ~
0. 3
0.2+
Everts Medion, months (95% CI}

NA (NA , NA)

0.1+ IA , NA)
urrence = 0.57

0.0+ 79): P = <001

438 418 414 404
432 421 410 394

49 301 276 180 126 82 37 1 C
00 269 242 1684 110 64 25 7 8] ¢}

Tfiﬂum?qﬂamzmqnmumﬁm non-small cell (NSCLC)
N1SANEN E2201 (BRF113928)

An12AnE1UscANTnaLazAI N aaAAYUR9IN195N1 A0 dabrafenib ldaNAL Mekinist @iy

nsAnHIszash 2 wuunlaiinisgu lddnilannsinun 3 cohort inlunanaguedaas Tnadnsnlu

frlaelsanzidatlan NSCLC seay IV Mdn1snaneiugaesiuily BRAF V60OE

o s o

qAgANANT8INITANEIYN Ae dnsanisnauauaslatsan (ORR) NUsziinlatunnditidaniu

a

Response Evaluation Criteria in Solid Tumors’ (RECIST 1.1 ﬁﬂ?ZLﬁuTmﬂﬁa“ﬁ“ﬂ) AIUAAYF T
oA sreznaInITnaudued (DoR), N1338nT3m tngLsAannnisniEueedlsa (PFS), N1338AT3M
Ineigan (0S), Andaands wazindraauriansaadlszaing Tnsen ORR, DoR LAy PFS azgn
tszidiuing Independent Review Committee (IRC) Angl desaniflunisieeeidfiianuselin

[ %

Cohort 1MN3ANEN Bemnataulasatl

e Cohort A: Monotherapy (dabrafenib 4116 150 {n. Fuaz 2 A3): HilaadnsaunisAneauau
84 118 Nftlew 78 9e weldfunisinmlsasrazunsnszanefaeenNeannneviadenenn

naw (ANAN19ANEIE93 Cohort A laannianansnriuien dabrafenib)
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® Cohort B (811431 57 918)): N133N®199: (Mekinist 11419 2 1N, 4Uaz 1 A uaz dabrafenib
A 150 1N, Fuaz 2 AR): gilaadndannisdnenatuau 59 e Jfiae 57 3e waelasunng

fnelenszazuninsvangdeeneangneviesenieniuds 1-3 1iln uazdidile 2 el

”Lﬁé*um@é‘“m:mé’qamﬁ@ﬂﬂqm%mu“'wmﬂmﬁﬂu Tunnsdimsziasgndn et Tunquiiaelu
Cohort C

® Cohort C (31194 36 318): N13iNHIF9N (Mekinist UM 2 NN, TUAT 1 A%s uaz dabrafenib
2117 150 1. SUAZ 2 ASS: filaadngannisAnEnatuay 34 e (Hgilasanuau 2 aunann
Cohort B %'\1134'Lmﬂim”é“umﬁmzmm”qmm‘ﬁfafaﬂqw'fﬁfﬁqéwmﬂmﬁfau Tunn9aimszifaaiifiae
lu Cohort C sasiflunavain 36 112) ;:Iﬂqﬂnﬂmﬂumjmﬁiﬁﬁumﬁﬂméﬁ’fm Mekinist $a37iL

dabrafenib HIWN19INHILINANNTUITATLEIZLNTNFZANE

2
' a

Tugftlaevianun 93 318 T cohort B uaz C gtlhadiulug) (3uau 79 e Andu 85%) luauia

dldlv |dl

2119 uarddnsdauilaevde (54%) Indtpesiugilaetng (46%) THANNDEFIUIBINYDEN 64 1

u

Tugilaeieelasunisineuineuninliededas 1 A3 uaz 68 U Tugienliweldsunisinm

I
=

dmsulsnluscazqnatunineu filasdauwlun) (Auiu 87 9a Andlu 94%) Alasunissnedans

ECOG performance status g1 0 38 1 {gtlogl 26 9181 (28%) laliAaiguimisninaw Ha1uaw 91

o

3181 (97.8%) NAANHENIeqanesIneiluaiin non-squamous lwgthenaelafunissnmun
3

' =

J Yo v (3 [ o o 1 dl Q(olz
nNau AU 38 718 (67%) Lﬂﬁlllﬂ?‘]_lﬁl”l[;‘l’]ullu?\‘}@’]ﬁ?‘]_l?ﬂ‘]:f’ﬂﬁ‘ﬂ?til3LLW?ﬂﬁ‘$@’]HVI@‘ﬂﬂ§]VIﬁVIQ

FNNLHILAD 1 TR

o AMNINNTAATITIIAN A1 ORR Nilszilulasunnediian Tudilaeildiaaladsuntssnmun

1 9
= g

fiaw {A1 ORR atj#1 61.1% (95% Cl, 43.5, 76.9) uazlugilaenla5unisinunannauntnil 41 ORR

o o

aE71 66.7% (95% Cl, 52.9%, 78.6%) Toyanaiiiud1Anyn19ana lunistiasauusgiuvani

al o

na1991A7 ORR lugilhevisaainguin sy Mekinist $auil dabrafenib §msusnmlsanzifatlan

NSCLC #etasinqinvizawiniy 30%

'
oA [

A1 ORR gnilszifiulae IRC HAouasnpdesiuAgnisuilulaaunnedads (ansnei 18)

a U
oo v

! v
nsaLaseitugaine lusulsc&nan navng 5 1 wasanananadasaugaing lasuanasauen

sauanslunnsen 18
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A159% 18 ise@nBnavasenlugilie NSCLC WXl BRAF V600E

AnElR Bilszidiu msldengannn | meldendannuiiuns
Sumssneusn | Snenafiafaaiuly
N=36' N=57"
nsmaLdueslaeINT LA Tnagade 23 (63.9%) 39 (68.4%)
NTEUEULAT - n(%) (46.2,79.2) (54.8, 80.1)
(95% CI) el IRC 23 (63.9%) 36
(46.2,79.2) (63.2%)
(49.3, 75.6)
ANNBEFIUIBNTZEZIIAINAG Tnerfase 10.2 9.8
AALALDY, LADY (8.3, 15.2) (6.9, 18.3)
(95% CI) Imel IRC 15.2 12.6
(7.8, 23.5) (5.8, 26.2)
ANNEEF1ULDINTIRATIA Tnegade 10.8 10.2
TpeIlsAaINNIINELLR (7.0, 14.5) (6.9, 16.7)
lsp, ipiow ol IRC 14.6 8.6
(95% Cl) (7.0,22.1) (5.2, 16.8)
ANNEEF1ULDINTIRATIA - 17.3 18.2
ImeIsqu, Lhau (12.3, 40.2) (14.3, 28.6)
(95% CI)

(3 a . al 1 [ o 1
TsANLSIERANAY (solid tumor) NlNAINITaLNARaantAYsTaNNITUNINTEANE

ANNUaAAtuazUIZANENINURINTTINEIAY Mekinist 39N dabrafenib &1915L5N191 I9ANZIT
#iinfiaw (solid tumor) NNN1TNAIEWLEIBIEW BRAF V60OE lsiarnnsneindnaanlavisainis
uninIzans Usziliuannnisdnen BRF117019, NCI-MATCH uay CTMT212X2101 bazatuayy

AIENAAINNFANEYT COMBI-d, COMBI-v LAz BRF113928

v v
TunnsAnenlugvey dilaelafu Mekinist 2 1n. duaz 1 A3 uaz dabrafenib 150 Wn. Juaz 2 A

[ % [ %

AUANANAULTZANTN W Aa ORR Iaald RECIST v1.1, RANO [HGG] 138 modified RANO

e

[LGG] criteria ATz N1TRDLAUDY (DOR)
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n19ANEI BRF117019 waz NCI-MATCH

nsAns BRF117019 wlunuulaidinsguuazlaiinilannsinmn wana cohort vinlunanadueMan
TneAneludihadlunnfiliesenninisnaanugaestiu BRAF V60OE laun ilevannalani atin
high grade (HGG) (1131 45 3181), N2I59181NA (BTC) (M1 43 918), Lilesannalani 13 low
grade (LGG) (a71471 13 318), 1z391iia adenocarcinoma Na1l&1&n (ASI) (1u9K 3 318)),
gastrointestinal stromal tumor (GIST) (R112% 1 $18) wazNzLfalnsee AT NAR Y UINANARN
(anaplastic thyroid cancer) gilagidngaumunstlsyiliuaniuznisnaiesitigansiiu BRAF V60OE
1 = o v a e A o A = [ & =
Tuwsiazauedds InevasljiRnisnaneEududnidilos 93 398 410 105 918 Anasnaneiugaesiv

BRAF

Arm H (EAY131-H) 183n13An1s1 NCI-MATCH Miiluwuulitntantednmn Angunisineanen
fadgilaaninisnaneiugaesinu BRAF V60OE d13an atlaisangiloalsansids melanoma,
< & = < o 1 v =& o/ 6 =
wziivlnsand vie nzisvanldluniuazldnss lunisdnsnanisnsaanisnanaiuguastiu BRAF
VBOOE iaidnsannisinsn anfiunislneWesdfjimnisnansviseriesdJiiRnnsvesusias gueide
nsAnsdsznausiadiaaflngnidulsanziferiiatau (solid tumor) Tawn uzideluseu
NIWAUBINIG (AU 14 9181), HZTNlan (31WIK 7 918), HZITININUTLITYTeLE e Ydaviad
(gynecologic or peritoneal tumors) (AU 6 9181), He59luseLULszaImaiunans (CNS) (anuau

4 9181) wWATLHAYan ameloblastoma NUNN771NTANN (A1 1 3781

tinaanzi3lugtlog 131 s1eddaun1sAne BRF117019 uaz NCI-MATCH waaslusmng1ei

19 AnwounilesruredtiieiAdse giuaesengegn 51 T e 20% Heny 65 Taulyl iWunwenes

a

56% tuAu19 85% LuAleide 9% uAunn 3% Bu 7 3% uariazuul ECOG ¥ 0 28 37%

ATULY ECOG 91 1 987 56% WazAzuuu ECOG 1 2 a8 6% bufilos 131 318 90%

u a

1A5UNN95NEFIENSNHINLITNHIAAL

¥

fayatlsc@ndualugihanidulsanzifeniiateu (solid tumor) agi/ldlunnsei 19

u

A157197 19 TayalssANENanIN Independent Review lun1sAn®1 BRF117019 wag NCI-

MATCH Arm H
ARTINITADUAUDY FEHLLININNG
P T N Tazs93 (ORR) AAUAURY (DoR)
% 95% Cl L9498 (LABY)
ETEN YTk 48 46 (31, 61) 1.8° 40°
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desannalenn 49ia high grade® | 48 33 (20, 48) 3.9, 44

Glioblastoma 32 25 (12, 43) 3.9, 27
Anaplastic pleomorphic 6, 43
6 67 (22, 96)
xanthoastrocytoma
Anaplastic astrocytoma 5 20 (0.5, 72) 15
Astroblastoma 2 100 (16, 100) 15, 23°
Undifferentiated 1 PR (2.5, 100) 6
Anaplastic ganglioglioma 1 0 NA NA
Anaplastic NA
1 0 NA

oligodendroglioma

dasannalann im low grade 14 50 (23, 77) 6, 29°
Astrocytoma 4 50 (7,93) 7,23
Ganglioglioma 4 50 (7,93) 6, 13
Pleomorphic 2 50 (1.3, 99) 6
xanthoastrocytoma
Pilocytic astrocytoma 2 0 NA NA
Choroid plexus papilloma 1 PR (2.5, 100) 29"
Gangliocytoma/Ganglioglio 1 PR (2.5,100) 18°
ma

Low grade serous ovarian 5 80 (28, 100) 12, 42°

carcinoma

Nz5915im Adenocarcinoma # 4 50 (7,93) 7,8

al&an

nzi5917m Adenocarcinoma #l 3 0 NA NA

AUARY
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Mixed ductal / 2 0 NA NA
adenoneuroendocrine

carcinoma

Neuroendocrine carcinoma of 2 0 NA NA

colon

\Hia9an ameloblastoma 7 1 PR (2.5, 100) 30

47N37INTA4

Combined small cell-squamous 1 PR (2.5, 100) 5

carcinoma of lung

Mucinous-papillary serous 1 PR (2.5, 100) 8

adenocarcinoma of peritoneum

Wz13978m Adenocarcinoma 7 1 0 NA NA
N2TUUN
Gastrointestinal stromal tumor 1 0 NA NA

PR: N13ARLAUANLINAIY (partial response)

® aj793 NSCLC (8714234 6 318)) uaz ATC (3711421 36 718)) (Lﬂw.ﬁ%m@n%ﬁﬂﬁim”fumﬁ”mmuﬂ”oﬂ"’m?”u Mekinist 7114
F9urU dabrafenib)

’ ﬂ'm’”ﬁﬂjﬁwmszﬂzwmmim@mvum@;/ﬁ' 9.8 178 (95% CI: 5.3, 20.4)

© ANBEFIYBNIZEZIIAINIABLANENBET 13.6 1ABU (95% Cl: 5.5, 26.7)

? Denotes a right-censored DoR.

NN9ANEN CTMT212X2101 (X2101)

nMgAN®Y CTMT212X2101 (X2101) wluuuuldinilanisfnmn nane cohort lunanague@a Tu

[
! [ A o

drlaensniilulsanziSeriintau (solid tumor) ARasanisinEvisanauniLlug lu Part C 1flu
= a o L. o o o . U & Ao o o =
NIFANBINITLNITAULN Mekinist 1 1459uri U dabrafenib Tugilaaiananisnanaiuguesty
BRAF V600E 114 Part D 1§11 cohort dquasinei1a4n13An 17 g Mekinist $98f1 dabrafenib s
grloaiiu LGG NN1snaneiugaediiu BRAF VBOOE nednnasulss@ninmindnAtyhe ORR
d‘ a a dl a . . . 4
gatlsziiulng Aniznssuni1sNansuNduaase (independent review committee) Tagld RANO

criteria
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UszAnBnnues Mekinist Nld39uri dabrafenib gnissinlugilaaisin 48 s1e Tesandagilonn

W11 LGG 34 518 waziili HGG 2 518

'
o % v

d1ufugias LGG uar HGG NHn1TnateWugue98u BRAF V60OE 11 Part C uaz D

frdsegureseneiu 10 O (dweny 1-17 ) iunwesne 50% duanae 75% duaweds 8%

|
ra

VUALAN 3% wasNAZLUY Karnofsky/Lansky performance 100 agh 58%

U

Yo Yo o [~3 1 ¥ 1 ] o o a o

duosaalafuntsineusifananeu laun n1sdnsn (83%), n13anefe@sneiainaiauan
(external beam radiotherapy) (2.8%) LazN19SNEIALLNTNEINZIN (92%) AT ORR WNAL 25%
(95% Cl: 12%, 42%) dnfugtlag 9 maninauaues 1A DoR >6 thau Antlu 78% 1agtlae AN

DoR 2@94ftlag >12 thaw Aniilu 56% 189519t uazA1 DoR 24 hiaw Anly 44% 1aitae
\Hasannalanngia Low-grade (LGG)
n1sAN® DRB436G2201

nnsAnElsr@ndnanazadnntlaanianispainaeIn1sinEIAae Mekinist $auTiU dabrafenib
Tugilaendinany 1 89 <18 I Nilulsaiasannalan ninisnaaiuguedtin BRAF VE0OE dszidin
AINNM9ANHY CDRB436G2201 MiflunisAnmiszash 2 uuuliinilanisdnun inlunanagueian

filowlsmidesennaloniaiia low-grade (WHO grades 1 Wag 2)

fendudedldtunissnmdanensousn gndulusasdau 2:1 WA trametinib sasriy
dabrafenib (D+T) 7@ carboplatin $au7U vincristine (C+V) muﬁﬂfmimLﬁ@q@ﬂﬂm@mmﬁm
high-grade Ainnenduufudiniellneuauassonisinm (WHO grades 3 WAL 4)
azlasunn93nsag trametinib $auriL dabrafenib WilauilyNAL

o o A

n1InaneiugaedEu BRAF gnasaatudulnanimaaayluiesdfifinisvesusias gueias wie

ﬁlﬁ?')‘ﬂﬂﬂﬁ‘ﬂ\‘iﬂﬁ‘]_lvﬁﬂ’]?ﬂ@’mE%EI?J% real-time polymerase chain reaction (PCR) ian1sm3aalng

WeslfiRntsaesudazgudddrliainnsninld wenanniifesdjuimnisnanazianismnsaa
A o o

¥ ! 1
faunassatruiiasanndegiiatiugunisnanswugaastiu BRAF VE0OE

|
o [

1AU8EN dabrafenib uaz Mekinist #1lA5Uarauatiuanguaziimings Inagniangmindd 12

3

1
% vl

Uaz1#5u dabrafenib a1 2.625 1n./nn. Fuaz 2 A uazgndeng 12 Tauliazlafu dabrafenib
WA 2.25 1n./nn. Fuaz 2 AT Rengendn 6 Dazlafu Mekinist 111a 0.032 1n./nn. Juay 1
AT wazEmieny 6 Tauldazlifu Mekinist 111m 0.025 1n/nn. duaz 1 AN IneaUIANGIRRTD

] ¥ 1

v

dabrafenib 8¢l 150 1N. FUAL 2 ATI LATIUIALIGIAATDI Mekinist Bg7 2 Un. Juay 1 A5

49U1AL12849 Carboplatin wa Vincristine azauagiuaiguasiunionig Ingasiauin 175
2 2 o a ¥ o . . o s o

AN/A° 1Y 1.5 Wn/N” manansy teelinnsinenluszey induction 10 dlmnviidluanuau 1 sau

ANNAREN19FNEN I UTZaY maintenance) 78UAa% 6 AUANY uauIL 8 98U
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qngAdgu)iue9ivany cohot Ag dmsanismevuauesinasan (ORR,

3

mmmmmimmu@mwa‘tﬂ(CR) LAY NIIFAALALNANLNNEY (PR)) Mlsziiulneanizngsnnig
Nansuudase (Independent Review) taelld RANO criteria (2017) #1150 LGG cohort WAz
14 RANO criteria (2010) 11150 HGG cohort Ingiazi1n1saias el agilaaiannngesviaaas

cohort lasUn1ssneatinatiasAsy 32 d1a19f

Tsatilavannalanindnisnaiawug1aveiy BRAF V60OE 7ida low-grade (WHO grades 1
uas 2)

lun1s@n®n cohort 1aalsAilasannalenngiin low-grade (LGG) 184N13ANKT G2201

1
%

frlaganuau 110 AugngulilaTu D+T (n=73) wisa C+V (n=37) A1Nsag IuLee 0L 9.5 1

U

1 v v

% 1

Tnedgiloe 34 AU (30.9%) NaNyAus 12 auls <6 U, filoe 36 AU (32.7%) NNBYFAIUE 6

El q

10 <12 U wazdilae 40 A (36.4%) NHagsaus 12 09 <18 T; iuwAnde 60% A1 ORR

)

U D+T (46.6%) wanelfifiuienaumilandinguilldsy c+Vv (10.8%)
RENNUENATYNINATH Ao8aRINdq1 odds ratio WML 7.19 LA 1-sided p-value <0.001
(mwwﬁ 20) Nenmaaudautat aldus i dududananelyiduda
n193andsmlnelsnAainnisnizueedlsm (PFS) FAfnTuwendinisldiaiivae tned
ﬁi’]ﬂﬁ‘:ﬁlﬂmm'ﬂ\‘m’\i@mﬁ’l’mLa‘ﬂ\ﬂuﬂ’]ﬁ‘ﬁmﬂﬁi@ﬂ@ﬁﬂﬂ]ﬂﬂt?ﬂ/ﬂﬂﬁ‘@ﬂ%ﬁ[51LVi']fPﬁ_I 69% (HR 0.31; 1-

sided log-rank p-value <0.001) (317 6)

A151991 20 NISARUAURY  WaznIssandamnlagdsiAaInnIsanaNaadlsa  (PFS)
lun1sAn® G2201 (LGG cohort)
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Dabrafenib + Trametinib

Carboplatin + Vincristine

N=73 N=37
menauguadlaasINAinngn
nMsnaLaueNaNysal (CR), n (%) 2(2.7) 1(2.7)
N19IRBUAUAILNEIU (PR), n (%) 32 (43.8) 3(8.1)
n19AsARTaslsA (SD), n (%) 30 (41.1) 15 (40.5)
n19gna1ueedlsA (PD), n (%) 8 (11.0) 12 (32.4)
Tdnanudeya, n (%) 1(1.4) 6 (16.2)

ANSINITADLAUDILALITIN

ORR (CR+PR), 95% Cl, p-value

46.6% (34.8 - 58.6%),
p<0.001

10.8% (3.0 - 25.4%)

Odds ratio

719 (2.3-22.4)

ansnsnnlselanunienain

CBR (CR+PR+SD), (95% Cl)

86.3% (76.2 — 93.2%)

45.9% (29.5 - 63.1%)

Odds ratio

7.41(29-18.8)

N195aRATIAlRLUsIAAINNNSaNAINTRLLSA

U o A
ANNBEFIU (1ABU)

20.1 (12.8, NE)

7.4 (3.6, 11.8)

Hazard ratio (95% Cl), p-value

0.31 (0.17-0.55), p<0.001

51% 6 nsaW Kaplan-Meier 229n1552nTanlazUs1AAINNNITaNAINR4LsA (PFS)

WRINIFANET G2201 (LGG cohort)

loo'.-o—L-%

| o T
80% - +y
-
|
1
i
-
A
= 60%
< _|
e B
] !
9
2
& s Kaplan Meter median 1
Dabrafenib+Trametinib 200 ++—+%
Carboplatin+Vincristine 74
Hazard Ratio 95% ( 031[017-059)

Log-rank one-sided p-value <.0001

4 + Censonng Times
——————ty—— Dabrafenib+ Trametin(n/N=30/73)
— — 4= — — Carboplatin+ Vincristine(n/N=22/37)

T T T T T
0 2 4 6 8 10

0%

No. of patients stll at nsk

Time (Months) 0 2 K 6 8 10
Dabrafenib+ Trametind 73 67 64 62 49 40
Carboplatin+Vincrstine 37 25 19 17 10 7

Mekinist TH September2024

P Sp——
I
I
——————————— .
T T T
4 16 18 20 22
Time (Months)
4 16 18 20 22

24 26 28 30 32
24 26 28 30 32
4 3 2 2 0
o 0 0 0o 0



Tsaidavannalantdnisnargwug1av@iu BRAF V600E 7ilm high-grade (WHO grades 3
UAL 4)

TunsAnmreslsaiiasannalennsiia high-grade (HGG) WL cohort NRNGNNITANEILAENUD
=2 Ll o dld o %’ A I 1 o Yo
N9ANEN G2201 Hilaeauau 41 Aundnisnaunduiize pauauessianisinmayladiunig

[ ¥ . ' o - A o IS o o
INIMIL dabrafenib #auNU Mekinist MNRUNUNNAU Tﬂﬂllﬂ’WNﬁﬂﬁ’]u“ﬂﬂ\‘lﬁ‘ﬁiﬂﬁLQ@Wsl,uﬂ’]??ﬂ‘]:f’]

v
o ]

13 U Taedeilen 5 AW (12.2%) NHBYGILE 12

3

SL

Wl 72.7 flandf uazAndaegiueseng e

u

a1l

v
o

4 <6 1, e 10 AU (24.4%) Rangsaus 6 09 <12 T uaziilen 26 A (63.4%) NoYFILS

=_
Lo

12 09 <18 U; ihuweAnd)s 56%

ARIINITADLAURIALIIN (ORR) U89 cohort 7iAa 56.1% (23/41) Fasar199N19seNN04NNg

g1AaINN19gNaINLLIL Kaplan-Meier 71 6 1Aal A8 66.8% (95% Cl: 49.6 - 79.2%), ANNBEITIU

49

L%

203n1398ATIRlAEARINNTgNaINTedlsn (PFS) Aa 9 1Aaw (95% Cl: 5.3 14 24.0), LATANL5Y

2

UIBIN790ATIRIAEITIN (OS) A 32.8 1Aaw (95% Cl: 19.2, NE) lagilananasing 27 augnin

e &

¥ o o Aaa ] dl o a & o
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