aAEILTHTEIL10mg. BH T 25mg
TR HEH

AERICRERBESN-FERICRIEFNRVABTDERELXT LI VX2 77— BRSHIC
REITSIDTHY. SZFEREHEEFRALUNDOEFBMICFRAT S EFTEFEA,

FLIOF 77— B8RS
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e |

1.5 ERXEIEEOEERUVRAROER
TILAFZ IR

AREBHNFH ST ERITR DRI T V2 o F v 7 7y —~AREtZIRBE LET, dtoHE
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1.5.1 B D o e,
1.5.2 BB DABAR e
1.5.2.1 = e e s o 7)Y 3 OO
1522 FEBEERERBER D AEERE ..ot
15.2.3 N O = ORI
15.3 BREENEE LA D BRFEART oo

1 THIEERHEREE 1 HICHE T RN BIRRMEIE] ZTEDRE - DR ET KA
B DBAFEIRIRET ..o
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15 LRI R oSk i OB i
— R4 B AT = TR
1.5.1 BAFICE - T-&4&
YENEIZOWTIL, BRI 2GR 2.5.1 TSR LT,

1.5.2 FARD#EE

[ ERRHEREIE 1 U3 1) 2 BRI AR MERE | 2 T EIRE « 2R & T DRI D B3 D
PRERIE 1 1SR Lz,

B, KEBIZOWTIET A R T EBER IR EIT > TV, TV 7vF 7 7 —~<FhD
At ToH D Alexion Pharmaceuticals, Inc.23 7 A k7B Rx WD S4ETH 5 AstraZeneca PLC (T
BINENTZZ TN, T Lo v Fd 77—~ EITHY 2L Loz,
1.5.2.1 mE T SHBRD B

AHNOIHNZ B 5 Hig e ORBRGIEOBEIC OV T, 2.3.84 IR LTz, £7FIRORE
PERBRAARIZ DV T, 2.3.8.7 IR LTz,

AN OFHN B 2 B K OFREBR T IEDREIZHOW TR, 23 PSHEIR LT, F-8AOZE
MEERBR S IZ DWW ClE, 2.3.P.8 THIT /R LTz,

1.5.2.2 IF R PR BR OD LR
HHANFICOWTE, FERRRRBROBHER 2.4.1 IR L7,

1.5.2.3 R 55 B8R 0D AL
LN OV TIE, BRRICBES D BHERHN 2.5.1.4 IR L7,

1.5.3 R RELISN DR FERR

Aglomse7 ez 7 sz, o I | > -
I < >/} % 5 T E S 1L C L B
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1 MR R NERE 1 2SR (T 5B IRBBRIRHE) 2P EVEE - DR ETH5ERME ORAFRRRER
Iﬁcg% ABRIE A 2003 | 2004 | 2005 | 2006 | 2007 | 2008 | 2009 | 2010 | 2011 | 2012 | 2013 | 2014 | 2015 | 2016 | 2017 | 2018 | 2019 | 2020 | 2021
E 3.2.8.7 FEM
P
Bl sops | et
il
077 % A
42.1.1 pETo
HIYNISE S
4212 B
% e NN SEE T 2
B 4513 2SR PR
Bkl
42.1.4 | EEHEA/ER
ST R OV
4221 | VF—vav
whEE
4222 R 1Y
4223 ATl
o
% 42.2.4 R
e
4225 HE:
IR EhRE A
4226 | EEHEAEH
(FERRIR)
Z DD
4227 | syt
423.1 | Ak
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CTD
BES

4232

HEEK

4233

4234

3 A SRR

4235

A FHTE
R

4.23.6

JEETHRI R

423.7

Z Ot D ER

53.1.2

L BA &R
K OVE Y
RS 4t
(BE) A%

53.1.4

EMPEO RO
FL2E 347
bt

53.2.1

MR AR S
R

| 5.3.2.2

JIFARE & O
%W%ﬁ%ﬁ

5333

PNIRIP B[R] &
Bt L7z PK
ARER

5334

R R &
Bt L7z PK
ARER

53.4.1

TR |2

B % PD K

BRI O PK/PD
R
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53.52 | FExIREGERER

AERIE H 2003 | 2004 | 2005 | 2006 | 2007 | 2008 | 2009 | 2010 | 2011 | 2012 | 2013 | 2014 | 2015 | 2016 | 2017 | 2018 | 2019 | 2020 |2021

CONFIDENTIAL AND PROPRIETARY 6(6)



1.6 SENCI T 26 ARSI BE T 2 8k
—i4 s BV A F = TR

B8 BHFEEFTREBRERVRAAXEICET SFHR
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1.6 SHEICHEITHEAREFICET IEN
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—f&4 - BAAT = TR

EPN

BB R bbbttt 1
Bl bbb bbbttt bbbttt 2
1.6.1 SAEIZE [F DRI oo 3

KERX

T REDBRI T EDBEE .o 3
R 2 BRI TEDBEE .o 14
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1.6 AHENZIS T D RIS I B 5 Bk
—f&4 - BAAT = TR

1.6.1 SNEIZHITHFERIKR
2022 = 5 ABUE, AFNTKE K ORRM EE A %aetﬂo HELLETERENTWS, KETIE
2020 44 A 10 B, BN CTIX 2021 46 A 17 A BN, KEKORRMIZ fé/ﬂ%ﬁjc%@

MELEER 1 MNOFR 21T, BB, FEX iﬁ%qj*}““f X — K (CDS) & & HITIRAER:
L7,

£ 1 KEORTXEOHME

REDRNXE

r5E4 : KOSELUGO (selumetinib) capsules, for oral use

1 ZHREX 3B HR

k= (LR, AKAD &, PUTRREDDIEMNE ORI RGERMEE  (plexiform neurofibromas : PN)

B O FRSHRHERESE 1 B/ N EBE QEL L) OIREEZEE - R & T 5,

2 AERUCHAE

2.1 RSN HERVCHE

HEI N HEROHESE LT, AAI25mgm? % 1 A 2B, # 12 FFfEICROKRE L, Zo#&k5

ZIRBEIT IIAB TE W EMED RGBS 511D F Tk 32,

AFNZZEERFCRAT 5 Z &, AAIOARK AT 2 R AN SUZIRA % 1 RN FZ L2 &
( THgFHErE) [12.3 H] M) M@%ﬁ%ﬁ (BSA) DNOHAE LT AREIOHELEH B A 3 1 1R T,

1 (RF ALY SR U 72 ARK| O HESE

R HRHE
0.55—0.69 m? 1 20 mg/f% 10 mg
0.70 — 0.89 m? 1E20mg1 H 2 Al
0.90 — 1.09 m? 1[FE25mg1 A 2[H]
1.10 — 1.29 m? 1[E30mg1 H 2H
1.30 — 1.49 m? 1E[35mg1 H 2 [A
1.50 — 1.69 m? 1[F40mg1 A 2 [H]
1.70 — 1.89 m? 1[F[45mg1 A 2 [H]

>1.90 m? 1[E50mg1 H 2 A

* (KFRERE 0.55 m® A0 D B ek D HEE B3RS STV,

AKH 7' H) 220FFEKEEBITRAT D, 7 B-ARZEATZY ., LY, BT
D LTI 670,

BTN EZEOFEEHET T2 WABEFITIIARZBS LTI B 70,

AFN 2R LS =381, RORATERL £ T 6 2B 2 212 H 55810 . IRAT
HZ L,

AFIRAZ IR L7254, B S 13 Th 3, 5l&mE kOB T ERZNCIRAT 5,

2.2 EBIfERZEIR O M EREALRE
BITER OFRIUC L0 RS D56 OHfREER G 82 £ 2 1R,

*2 RITE I JE By O HELE S 5 &

CONFIDENTIAL AND PROPRIETARY 3(24)



1.6 SENCI T 26 ARSI BE T 2 8k
—i4 s BV A F = TR

x® 1 XKEORITXEOHME
KEORIXE
EREE 1 B E 2 BRERE
(mg/[H) (mg/[=1)

i 4 i 4

0.55 - 0.69 m? 10 10 10 (1 A 11=)
0.70 — 0.89 m? 20 10 10 10
0.90 — 1.09 m? 25 10 10 10
1.10 — 1.29 m? 25 20 20 10
1.30 — 1.49 m? 25 25 25 10
1.50 — 1.69 m? 30 30 25 20
1.70 — 1.89 m? 35 30 25 20
>1.90 m? 35 35 25 25

* 3

* 2 BEEIRE AT o THOAFIDOBRMENRD bR WGEIE, 52T 25 2 &,

EIVE P S B 0 Fl BT i B e % 5 3 12,
I VE S BLIRE oD F i i ZE v

BIfER ORRE

AH| O B

LFHIE (TEER O LOMEE) [5.1 H] ZH)

o ¥HERING 10%LL B IE
WAE FIR %A TR 5 M et
DEZERHFE (LVEF) KT

[EIE9 25 £ THRE L, [BIHER, HEEZRE L TR G2 FBH
Do

o JEMEM:D LVEF KT
e J L —FK3X|X4®DLVEF
KT

FhzhIEd 5,

IR ([BEER O LOIEE) [5.2 H] ZH)

o MR bR Ik
(RPED)

[EIE9 25 £ THRE L, [BIHER. HEEZRE L TR G2 FBH
Do

o MEREAREAZE (RVO)

FhzhIEd 5,

THILE 7 ([BERMEH LOEE) [5.3 H] /)

e Grade 3 O T

Grade 0 X IE 1 IZEHET 5 £ TIRE L, FIE#., F—HETRS
Z BT %,

RIS 3 HUANIZEIE L22WEaE. &E5E2H1ET 5,

* Grade4 O TH BEA2DIEd A,
e Grade 3 X% 4 O KGR B EHIET 3,

SEIG Nt (TR O LR [5.4 H] ZH)

e Grade3 X34

[EIE9 25 £ THRE L, [BIHER. HEZRE L TR G2 FBH
Do

I LT F RIS F T = (CPK) B (TEEEZREH LD (5.5 H] ZH)
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1.6 AHENZIS T D RIS I B 5 Bk
—f&4 - BAAT = TR

£ 1 KEORTXEOHME

KEDORMNE
e Grade 4 ™ CPK H4n Grade 0 3 iZ 1 IZEIET A FETIRIE L, HIEH. HEZHEL T
e CPK ¥/ (Grade %> BE5 2 BT 5,
T L FHATR OGRS RERSS 3 EBLANICEE L7 WAL, &E52H1Ed 5,

o BRRCT R ARIE BEATIEt 2,

LRI DEIERS (TRIEA) (6.1 TH] 2E)

o PATHREZR Grade 2 Grade 0 XIE 1 ICEIET 5 ETIRE L, HIE#H., HEZHELT
* Grade3 B EHHET 5,

* Grade 4 Grade 0 3 E 1 (CEET 5 E THRIE L, EE%, AELZEELT

BEEZBEET D, o, BEFRIEEZRTFT D,

* REESLD AMFIEENC X 2 F EFEGIEHFEIRYE version 4.03 (2565<

2.3 FPHSREREEIC & 5 BT AR

O FFERERE S (Child-Pugh 53387 7 A B) #H T 2 8HF Tk, AKAIOH &% 20 mg/m? (2l &
LT1H2ERAKRES S, BEOITH#ERERE (Chile-Pugh 73387 7 A C) #HT 5HBHITHRET
LG ORI BT STV ( TERIZ ) [8.7 ] BHE)

F APEEONTHEERE 203 2 BT kT A &

FREE & DT REREE
(Child-Pugh 73387 7 2 B)
(mg/E])

=i o4
0.55 - 0.69 m? 10 10
0.70 — 0.89 m? 20 10
0.90 — 1.09 m? 20 20
1.10 — 1.29 m? 25 25
1.30 — 1.49 m? 30 25
1.50 — 1.69 m? 35 30
1.70 — 1.89 m? 35 35
>1.90 m? 40 40

2.4 EWHEEIERICE D ARFHEGERE

BRWEE L IXHEEE D CYP3A4 FRERIXIZZ va )Y —u

PR L < I O CYP3A4 BREAIUT 7 VT — )L L RHI OB G138 5 2 L, Rtk
BPOFRHT 285 A I, STV, AROHEZBET S Z &, BOE L IEH%EE O CYP3A4
PRI T 7 v — ikt EREEM O 3 oA RE TR, RO 5 % [F
CYP3A4 [HEARI L7 v a Y — AV BRGRIO & THET 5 ( CEMHZES) [7.1H] /)
FSHROE L < IZHEE D CYP3A4 BLEHI L7 V3 ) — 0 L BRI 53 2 S5 B O AFH D HESE ]

=

L==N
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1.6 AHENZIS T D RIS I B 5 Bk
—f&4 - BAAT = TR

£ 1 KEORTXEOHME

REDRTXE
(LT BEARTORAEN 25mgm® 1 B 2 | BFAROAEY 20 mg/m? 1 A 2
BOBFAIL, 20mg/m?1 B 2[E | BOHEESIE, 15mg/m’1 B 2 [H
ZHET 5 ZHET 5
(mg/[=]) (mg/[E])
&) Y & Y
0.55 - 0.69 m? 10 10 10 ( 1 H 1[&])
0.70 — 0.89 m> 20 10 10 10
0.90 — 1.09 m? 20 20 20 10
1.10 — 1.29 m? 25 25 25 10
1.30 — 1.49 m? 30 25 25 20
1.50 — 1.69 m? 35 30 25 25
1.70 — 1.89 m? 35 35 30 25
>1.90 m? 40 40 30 30

5 EZBEROEHALEOEER

5.1 DMIE

DIEIX. _R—Z2 T A v (FEHD) 7D 10%LL EoOEEERH R (LVEF) KT & E#H S, SPRINT
BRI W TAAN O - 2521 F T=/NRESE (74 B1) O 23% TRENA LT ( TFIEH) (6.1
IH] M) . HBED A% T, gk EYEE PR (LLN) % FE% LVEF K T3 3H L=, £7-. Grade
3O LVEFIL T 1 TH B, BEICE -7, LVEFIX FARE LB TV bIiERIZ 2R <,
EHI 20 o — A TR SNTER TH 72, LVEFIK FIZZbDEED 71%THIE L
Yl

xR E U CRAGROENTH D8~ R OEE 26T 2R ABE AR Z LG LIz 2 A,
FEEHRE AR UL LVEF IR FAREL L, AFloRGE2HIE LT, 7z, ERT 7 AT 07T L0
k5 L 72572 NF1 O/NRBEFERICB VTS, LVEFIEFICL Y, ARG 2 HIE+5I1cFE -
.

LVEF [EEDMEREZ AT HBE UIR—2T 1 v (501 OBRHRI R EUEE TR (LLN)
% FlEl> TV BE BT DAF ORI STV,

D 2 —yEIC X DR RO 2 ARF O 55MGRT & . GG 1FERIT3 P A®E, Z0%kIT6 N
A, ROERIICHLERGAICET 2 2 L, BEHOEEREIZES U T, AFIEKRE, iz, X
WSS IET S (AR E ) [2.2 H] 2HF) , LVEF R TIZ X0 AFI 2 KRS 5 EBEIC
DONTIE, D — X 30E MR AR & 3~6 BREIZEME S 5, LVEF K T 28 a5k FEUEE FRR LA
FofEIzERE LA R, Do a— L0DE MRILRE A 2~3 5 A 5 TGRSR E DRI
BE->CHEMET 5,

5.2 RFEE

SPRINT #BRIZIBWTAKIOER G- 252 T 1o/ NREE (74 61) D 15% T, FE. EZP. BRE, KO
FIREIEN TR Bz, BED2.7% T, T LV EGFWHCE -7, IREE TR 11 5o
95, 82%TlHIE LT,
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1.6 SENCI T 26 ARSI BE T 2 8k
— k4 'L ATF =T hiERE

£ 1 KEORTXEOHME

REDRNXE

WHR S E U CREAGBOEN TH D8k~ R RIEOIEE & A3 25 BB IOARA 2 A 3t o HoE
FEPATHRE LZE 2 A, MFEEIREAZE (RVO) i ER#HEE (RPED) 72 & OEERIR
PRsE 23 L L7z, RPED [ IAKI O HAIR G-I/ NEBEERTHRI L, BEPILICESTZ,
BEMRIRRRE 2 AR 50T & . BEMTIT—E ORI TEM L. #AOZ(LORHUTE[LA
HONTHEICHET 5, RVO 3B L7ZBE T, AFloFK5%2F 135, F7=. RPED 3%
BLU7ZBETIE, AR OB 2Rl L, ETEMEREiEc L omEZRIET 2 £ T3 EMEICE
JELCBER L, BE%R, HEEZHE L CAROREZHAT 5, TOMOIREEFIZONTIL, Y%
BIWER OEIEFE I U T, AR RS, WE, UIR5Hi+25 ( THEROHE) [227H] £
H) .

5.3 HILEEME

SPRINT FBRIZIBWTAAKN O G- 252 T To/NREE (74 1) O 77% T FRIBFEB L, BHFD 15% T
1L Grade 3 D NS A Bz, BED 1.4%TIE, TRICLVEGHILICEST-, BEOENEN
15% K% T8 1.4% TIE FHIC X 0BG F UIREICE -~ 72, FTHROYIFE E ToMBomIEx 17 A
T, Fecif P RfEiL2 H CTh ot

WG E U CRIKGROEN TH D8~ R REOIEE & A3 25 BB IOARA 2 A 3t o HoE
FlEOEFHTHREG LI A, Fil. KGR, A LU A, IBRA%ER CoEELRMIEREENRD LR
2o FTo. AU KRAROERTH D8~ RAEFEOIER 2 H 3 2/ hNEEE TR 2 BAIR G L=
BT, KIBRBFRD iz,

EERSRVEERHE LD EBICIEEE (] : o7 R2 L) OoRMZBEHL, FROBIX
AKOEREZECT LI ICREZHFET L2 L, BWEHOEERLICIE U T, AFIZKRE, HE, X
WG IET 5 ( THEROHEE) [2.2 H] )

5.4 REEMHE

SPRINT FBRIZIBWTAKN O G- %52 1T T/ (74 ) O 9% THRBFHEL LTz, mBHEIZIHE
B3B3, SIESERER (54%) | BRREBIREREZE 39%) . 18 (28%) 7 ETho7-,
Grade 3 DFIZNS 8% DEFHE THIL LT, HHHW ITHEIZE > 2B ORBBRITENEN 1% &
N4%THo7,

WS U CRAGROEN TH D8~ R RIEOIEE & A3 25 BB IORA 2 A 3t o HoE
FILPEHTHEE L& 2 A, TOMOEERMEL LT, EEDOFE « RIERRMTREIEMEREDIE
BHH LT,

HEDOKENFEE L TW e, BELZ+2ICBIET 52 &0 RWEHOIEEIZIS U T, KAlZIK
WOWE, IBETIET D ( THEROE) [2.3 H] /)

55 JVUT7FrRARFT—EHEM

SPRINT BRI BV TAF D G- 252 T/hEE (74 1) O 76%T7 LT F U BRARFT—F
(CPK) HEMA A 541, Grade 3 XX 4 @ CPK NG B D 9% T bivlz, BHED 7% TiX,
CPK M L W IREIZE 72, £7-. CPKEIINEFHRR O L EBED 8% TRHBIL, ZDH
B 1BIEFARRIC L AFO#FE 2 F 1k LT,

AHN D EE e 5% 52 1) 7 RAGRO AN BB R 30U CTRESUT B ARIE 23 38 8L L 72,

Mg 7 V7 F U R AR T —BE2ARF O GEMGRTE . &5 AITEOCHIE L, BRI
FRGAICHREET 5 2 &, CPKEEMAFRD HILHEITIE, B BARE X132 Ot oK
WTHHEBELIMMNT A2 L, BWEROBEEE IS U T, AFIZIRE, WE, Uiksti+5
( THER O &) [2.3 H] ZH)

56 EXIVEREOLAROHMY X7
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1.6 SENCI T 26 ARSI BE T 2 8k
— k4 'L ATF =T hiERE

£ 1 KEORTXEOHME

REDRNXE

AT TEMITEX IV ENEGEN TS (2L Th 70 10 mg ITIRINEID 2N 7 ik D-
o- 27 zua—LRY=F L 7Y a—/11000 [TPGS] & LTEX IV ERmgaafA L, a2t
IH TN 25mglEITPGS & LTEX IV E36mg 25 AT 5) ., B4 E i/ Mt 2 B5E
L. B4 22 KARTEVEEEER - I2i5 T 2 /REER & 5, 7o, HERE I RZ VORI 28
HEH IV EOEHOEIUIMIMY A7 &5 ERd 5, B4 I EO 1 BEIE (2&L
ARTENVROY TV A MIEENDHEX IV EDR) PHERE UILEMORFEAZ B 2 55
A, EXIVEDH U A MRAIIZEE LL 7220,

B 2 K FEFEHSUIPU R & AF 2 0H L TS BE TR, BEOHIY A7 & & 5 Al ke
WRnH5, Z0OXHRBHETIE, HIMOFEZIOWTHIICHET DL L, £, B4 I K
a2 L TWDEE T, EEFEERL INR) I OWThEE, E=#J 73252 &, INR
KkO7m bu o v R %, PUREZEEOEMICET 2mA4MEIFEm L, © ¥ I v KEFEXIH
M/ RO A EA2EE., HEiT2Z & ( CEMELZIER) [7.1H] 2H) .

57 & RIEEH

BB COFT R L OAREIOVERBFIC S & RBIE IR G LT BRI RIS A 5 7 g 80
HEUDATREMEN S 5, B % WA AFERER C, BRI AR 2~ 2 kb5 Lz L
ZAH, BEARETHS 25mgm? 1 B 2EFGHOE N TORBEED 5 (522 5MREOBRHFER T,
JRIRAEEORA, B, RO « IBVAEGFRA~OFEENRD bl HEmizid, RIE~0EE
U AZIZOWTCIIAT 5 2 &, 72, HIEOAEEMEN S D VEICiX, AFIOF 53 M+ & O
5% BRI ARD2BHTE AR T L0852 L, £z, Ll N— N —DMERT 5 AlHE
MDD FBHEEIT S AF ORGSR &R OR&ERG% 1 BEITAD2EEE L ST 5 X 5
SB[ REM~DRS) [8.1H, 8.3 H] BMH)

6 EIfEH

TREDERICEEZRFERIZ OV TIE, RIRMCEOMOIAIZFH L TV 5,

o DMIE ( TEEROEN FOEE) (5.1 H] )

o MREETE ( TEEROMENH FOEE (5.2 H] BH)

o {HLEFME ( TEEROMEH EOEE) [5.3 H] BH)

o RIEFME ( TEEROMEH FOMEE) (5.4 H] )

o UV VT FURARTFT—EIIN ( TEERMEN LOVEE) [5.5 H] ZH)

6.1 FRIRFABR COEHARER

BERARBR I 2 R FCEM SN D 720, & HHANEET 2 KRB CHR o D BIEH O3B
Fix, BOIEFNEET 2 EERRER CORBLR & BHEERT 5 2 LIXTE T, ERMKTHRO LN DHH
BREZ ML CTWRWAREEN S 5,

S R OME ] EOEE ] IZFHE LTV 2 AL, SPRINT 3B IZ 30T 20 mg/m?~30 mg/m? O [
BHPH T A 2 MOROKE 2% 2/NEEE 14 BT 2 AK OB ST — 2 2R LI-b5DTH
Do ZNHOBFICBITDOIAFOREGWM (FEHREHIMAZET) 112 VALE 91%) . 248
(74%) . XiT 498 (23%) [ThATe, Fo, PEEROMEM EoEE] 12id, oK T
IR OIS 2 A L, Bix 2R RO 5 %% 1 2 AR OVNRBE NS G LN TBNT —%
HRLTWD,

TITAREZR BRAPRRARAERE (PN) % 5 PR RMENESE 1 Y (NF1)

SPRINT RBRES I AH S — RN@ 1 2B W TARKI O R BMAFHE UTe ( THREgE  [14 7] =
HE) . ERZRFIRREZ B & 2 LTV 2 BINAHEZR PN 2 H 9 5405 2~18 1% NF1 BE ZHA
g & UGk s Lz, LVEF BNREHZRLCWHEE, 2 he— L REOEIME (I)E :
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1.6 AHENZIS T D RIS I B 5 Bk
—4 B A T = TR

£ 1 KEORTXEOHME

REDRNXE

R, R OMER 95 X—t v % A VELL L) 243 583, RVO XE RPED O BRI ik
BEEE 23 285, IRIED 21 mmHg (CUTF#ECIEE L2 EFE EIR) 2B CWHEE, 2
FE— L REOBNESHTAERE. RO S EFOFE FMIGAD IO EF T AL D
BRok L7z, WREBEICIEAR 25 mg/m? 2 1 H 2 R O#E L7z (0=50) , THHDEREFED I b,
88% T FE G- HARTAS 12 7 ALL FIC KRR, 66%i3 2 SEA B X TV -,

KB O G-7% ST 12 B D 24%IZ B W CEERFRIERDEO bivic, 2610 ETHRELL - EE 2
TERZE M, KEEFE, KOTHTh o7,

AHN DB G-% 52T T8 O 12%IFRIERIC L 0 KFI OG- 2 F Ik Lz, AFIOEE-H IEICZE > 72/l
TERNZ, 7 V788, REERIN, T, NFRZ, EMRR A REE, SPERREE ., RO
iR Thot,

AFNOF 522 F=BEDH b, BWERIC XL &5 PR R OYREICE > 72 E8&E2 20 80% K& Y
24% T o7z, 5S%LLEDOBEITEB O TGRSR EE SR < SZRIER RN, JFRZ%,
Tl L. BEE. B, BRI, A 7T R AR OMEERINCH - T,
EHEEICRD HLNEIER GEHLR 40%LLE) (TR, 35 (TTo¥RPB) | B, TR, &
O, JERERLEE. W5, EHTR. BEN SEMEE. DN, B, MR L O S FEIETH -
Yl

SPRINT #RERZE I AR/ X— K@ 1 TR LNZBER 2% 6 IR,

& 6SPRINT sBRH AR/ S— N 1 IZBW TAANOE G252 0 12 BE IO O RITER (el
20%LL 1)

o
_ N=50
Al £ Grade Grade 3 L E

(%) (%)*
BIBEE
I B 82 6
5 ! 76 0
T 70 16
L 66 2
AN 2 50 0
BRI 34 0
BER & O FrafkEE
»Z (§x70) 3 80 6
ALy 60 0
JUERR RS ¢ 50 4
NGRS 48 6
Z D FENE 46 0
R s 6 36 4
BT 32 0
BB R B L OR SRRk E
e kT 58 0
—f - EHEE
o O 56 0
FEEL 56 8
P D 20 0
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1.6 AHENZIS T D RIS I B 5 Bk
—f&4 - BAAT = TR

£ 1 KEORTXEOHME

REOFMNXE
PRRE R E
S | 48 | 2
PR, MIERIS L ORI S
S H | 28 | 0
BB L OREREE
1 pR 22 2
EH IR 22 0
RS & OREREE
AR 22 0
LB =
B H == i) 22 0
TRPESENR 20 0
EYAE
B2 iRk g 1! 20 2

*NTINOFELE Grade3 ThoTe,

1 T, R, EIESRmAE Eh 5,

2 OWNRIZE, A%, OBENBEREEND,

3 RE (TR0 I L:t SIERRZ G, BRIREEBIRES . 5. BEMavER S, 5. =S, #
REFEIE . 2 5 FEMERE, ABEERIB N E £ 5,

4 BRI, SEBEHEERNEEND,

5 JRPEKICE, TRFAE, TUERRE 5,

6 FRIERITIX. FRER, 7 NE—EER, BLoKER, W, IRRMERER, RERENE
EFhb,

7 BEAMICIE, WEE, BEAANETEND,

8  WrERIEICIE. UBYRE., WEVE. AR, BRSNS END,

9 JEITITIEL. W, BEEREEND,

10 AR, RIYIERE. Hﬁﬂ% IR MEIEN G £ D,

11 FEEREGTIE, BORMEe, IR, Wik, RIS, e RURERERENGEND,
FEBLHIN 20% A TH - TR AL uéﬁﬁgiiﬁlfFﬁﬁ%Bk11< [ebae

o IRFETE : HIFERS

o HEREE . 0N

o - 2ERETE  BmEE CRIgMEEE, EimEEz 5T)

o RES L OVRRERREE - (REHEMN

o BRURKES . AMEEEE

o MERER. MERIS K OWESIREE - PR INEE (S5 VEMEREL A, e FRIR R A A )

o IMAEREE  EILE

SPRINT #Br % 1 #H/S— FE 1 TEO bR R 28R 710577,
F< 7SPRINT #RBREF N FH/X— Mg 1 IZBWTAFIO®R G 22 T - BF RO N, XR—RAT7 A
(B 5-RE) 2 OHEAL Uz ERBRRAE R (FEHE 15%LL 1)
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1.6 SENCI T 26 ARSI BE T 2 8k
—i4 s BV A F = TR

£ 1 KEORTXEOHME

KEDRTXE
i =Ny 2=t
BRBRERH 4 Grade (%)’ ‘ Grade 3 Ll | (%)
MRAELFRIRE
J VT FURARFTF—F 79 78
il
TIT I 51 0
TANRTGX BT I N7 41 2
VAT = T7—EHN
TI=TI ) R TR 35 4
7 =T — B
U R—BHIN 32 5
71U O LHEN 27 4
71 O LD 18 28
TIVHVKRAT 7 X4 —EHE 18 0
i
77— 18 0
PANVRVEN: )| 18 0
PR NWRVEN ;%) 16 0
MIRFRIRRE
~NE S u v R 41 4
I FR BRSSO 33 4
U o RER 20 2

BT LV 39 GG 49 Bl kEx ThH o7,

7 KM EER
7.1 2N T RIE T B DR

FREBROFEICHOZ T, SRAEHE OREGREL T 1 DU EOHREGZOENE S8

SGrade4 DV LT F U ARARF T —BEMLE N Grade 4 DB Y 7 A8 (% 11F) Z&ie,

RV L < IZHEE D CYP3A4 FHERI T 7 v a )Y —u

o BRVWUTHEEE D CYP3AL BRERIUE 7 L aF Y — L L AKIE B LT b
Bk LOBEE | 2B RN AFETOMBTRENS LR U (TR [123 5 #
M) o ToZLiF AFIORIWER Y 27 R S5 RN H 5,

o FRWE L UTHEEE DO CYP3A4 BERI T 7 vt — v EARF|OPE
R HiGgET 5 Z &, R ETHATEAIE. ARORHEZRET D Z
& (THER A [2.4 H] M)

FRUN XX & E D CYP3A4 7538 5]

o BRVWIUIFEED CYP3AL FHER & AAEZHFA LIZL Z A, selumetinib @

Bl | oD 25 MAEFYREDME N Uie ( THakErE) [12.3 H] 2/6) . o2 Lid, K
FIOEINEER T S D REMNH 5,

B o BRI NITHEE D CYP3A4 FHEH & AK O GITRET D Z &,

EZIE

CONFIDENTIAL AND PROPRIETARY
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1.6 SENCI T 26 ARSI BE T 2 8k
— k4 'L ATF =T hiERE

£ 1 KEORTXEOHME

KEDORMNE
o AKFNIIEXIVENREENTEY ., HEEILEMORFEEZBZ 5
Vi W2 B4 IV EOFHOBRIZHIMY 27 2ED 5NN H S, F-, X
' o 2o KRS EH I IMEEE & AH % DR LTV B 8BS T, i) 22
NEE DAREMEN B B,

e« EHIVE®D] AERE (b I B TFEALROY T A MIEENRD
B4 IV EOR) MEREIREEORMEZBEZ 556, EX4IVE
OB TV Ay MIRAFEE L7220,

S o B2 K EEHECOTHUN AR & AFI 2O LT BRI, Hifno

FRIZOWTHICBIETH L, o, EX IV KEREEZRA LTV

5HEE T, EEEREL (INR) #EINCOWTHEE, T=4V 27152

& (TEEER ORI FoEE) [5.3 H] 2H)

8 FFRl 2 EM~D 5.

8.1 ik

Y 27 DEH

YR ER COFT R L OARBNOVERET (TR FERE)  [12,1 H] 208) 1235 & KRB EITRIZ
G UI-BCRIRICHEEREENE U D ATREMNH 5, AAZERICRS U CRWE#E Y X 7 23
L7 =2 1356 TRy, BaE v s A mtEtir <. BEERIICAR 2~ 7 2|
BHLIEEZA, BAHETH S 25mgm? 1 B 2 [ ERFO © R COBREEOR S (E 282 2 8E
BT, BIRAEEORD . EFTEMH (structural defects) . K OWE « IBIRAEGFERA~OEENZ D SNLT-
(FRROTFT—F2BM) , EFHIE, BR~OEEN Y A7 IOV TaH+5 2 &,
KEOAREMZHONTHD & BRSO SR (BFRER) 2B W TEKRARILREE -
SERMERAB R OREEN TS AT AHEEWY e U A 7 1XF VI 2%~4% K TR 15%~20% T 5.

T—X

BT — 4

<~ AW - JRIERAEICHET 5B T, 25mgkg B2 55 E (HAHED 25 mg/m® 1 H
2 (Bl 5RF o I R B — R AR T A (AUC) 1235 < & N TOREEDON SFE) TREAAT
=7 % 1 H2EEELZE A, BERBIEIROMN, IR IEAE K O REFAAREORD ., I
N ARIR BRI K OV A B L DR A RGN NNRBD ST, ERARREM~OFBIEIIFE R SN -
Yl

R~ T 2BV ATF =T 2 F R 6 B EHRIL 20 B B TRE L2EA1IE, HAERKEORA
NEBI, HAR 21 B BICBWTO8o A IR DSBEFLIGE ORI EREICEE LT, F (RHoIR
IRBAZY, MHEARY) ORARIT, KEHAED 0.5 mgkg 1 B 2 BHSEE (BRI 5 Kkm M
HIRE [Coad (FERRHED 25mg/m? 1 H 2 [AIFRGEEOE FTO Chax DK 0.6 f5) TH, HEIND A
LAz,

8.2 &3

Y 2T DEH

TEAAF=TEH L AFXZOIEEREH O v N FH~OBIT, UIZIC LA RALREEAE LT
RHEAE~OEBICEAT 27 — 213720, BAWO~ T XD FITE'N AT =T K OEOIEMER
#HnmtiEh (FeoTr—4228) , HAXRER CIIRWERDN BB T 5[ ndb 5720, #%
LRI, AFIOF SR P R OSR#&E % TEMIIRAL L 2nWE 5 BEds2 &,

T—X
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1.6 AHENZIS T D RIS I B 5 Bk
—f&4 - BAAT = TR

£ 1 KEORTXEOHME

REDRNXE

BT — 4

TEARHAR R O LA . B A F =7 25 Uiz~ 7 ADO I FUISRZEGAR K OVEMEAS A3 8
HEn, RIAHOREMIZ Smekg 2 1 A 2 [Bl#5 Lz & & O MmMERRE /St PRI 1.5
Th ol ERI R ORI OB ~DE L A F =T OHEI2L 0, HERICEERE
B (REEEDORT, FEORERE) BNROONTZ ( [HHLREM~DRS) [8.1 H] RIHF) |
83 AFHREEZ AT HLMERUBEH

AHNZIEFI B GTD L. BIBICEEREENECDAREUENS D ([ EM~DRES) 8.1
H] M)

ERRE

AR D ATREME DN 8 D LM DWW T, AR GANCEIROE T EZ R T D& ([ EH~D
BeGy [8.1H] )

BEATVE

e

TEAR D ATREMEDN 8 D LTI, ARFI OG- ]I F & Ok 5-1% 1 BIZA R 72 bEEE 2T 5
EoEgETs L,

B

BN = N —DMTHRT D ATREME DY B D BYERE I, ARAI OB G P R Ok 55 1R
B RHE AT 2 X0 ET 52 L,

8.4 /NER~DOFEE.

FITARBEZ: PN 2 £ 9 2 L ED/NE NF1 B BT DAKN O 2R OB ZIEIIML S TR
0. ZOBSICETAERIIARMN CEREEZBE L TERL TS, —F, 2mRMO/NEEEIC
BT DARKN O MR OF IWETHESL STV,

B EAVEEERERT — ¥

7 v MW 3 B AMKERG —REERR T, BV AT =7 % 10 mgkg (FEKH&D 25 mg/m?
1 A 2 [E#F5HO AUC I2H5< b F TORBEREOR 60 1) Lo ETEHAKS LZHET » b
WIZBWT, EMWRE (growth plate dysplasia) 23388 H L7z,

85 EEE~DOKE

EERFRBRIL 65 Ll EOBF 255Gt L LT,

8.6 EiEREfEE

RS RER U R IR R B A A T 2 BE kT 2 &I HESE S ey (TR [12.3
H] M)

8.7 HFirEfEE

HAEEE X EE OITSREREE 2 4+ 2 BE Tk, A AF =T OBRBENSEN U ( THFKEPE)
[12.3 ] W) , TEEREOATHEREREE (Child-Pugh %7 T A B) AT 5 BE TR L TIEAFA
DODRBEZFET S Z L, EEOHFEEREE (Chile-Pugh 03H7 7 A C) 2HFT5HREIHKGT 58
A ORELIH BTN ST (AR OV &) [2.3 H] BH)

10 BERE

AFNZMAFEE AFEGRDEm L JRHRRHEZ T 5720, EHNEAH TRV,
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1.6 AHENZIS T D RIS I B 5 Bk
—f&4 - BAAT = TR

® 2 BRMNORAXENHE

BRIN DT XX E

HR584 : Koselugo 10 mg hard capsules, Koselugo 25 mg hard capsules

4.1 BRE
ot (BUF, AFD XHEAPREE LT, 3l EOMRMEE 1 5 (NF1) o/NEEE
\ZB1T D FITARED DIEENE D FIRFEAHMENE  (plexiform neurofibromas : PN) DR % ZHe -
MR ET D,

42 AERUVHE

AENZ X DIRHEIE. NF1 OREER 2 H 9 5 BE OBW &R OVEHRRER S & 7o EERl A BHIA T 5,
HE

AFNOHELEH BT 25 mg/m? (AR AL (BSA) THV ., FHAEZ 1 H 2\, 12 KfEEICRO
w535,

iy

B 5 BIXEF I BSA (mgm?) 7 HHE L, Smg U 10 mg BAL THUE AT S (72721,
1 R RFEGEIZS0mg £TET D) , BroFEOa VAL T LVEMBEDEDLZ L
T, MWEEINOIEGEREHFHLIZENTED (R

Table 1. (EREAED LWE LI AF|OHEHE

EREE " HEAE
0.55 —0.69 m? i1 20 mg/#Z 10 mg
0.70 — 0.89 m? 13 20mg 1 H 2[A]
0.90 — 1.09 m? 1A 25mg 1 H 2[A]
1.10 - 1.29 m? 15 30mg 1 A 2 [H]
1.30 - 1.49 15 35mg 1 A 2[H]
1.50 — 1.69 m? 1540 mg 1 H 2 [7]
1.70 — 1.89 m? 15 45mg 1 H 2 [A]

>1.90 m? 1550 mg 1 H 2]

MRS 0.55 m® A O BTk D HESE A RIS L ST LR,

AFNZ XD IBRITERAINR T 0 FRBOONDRY . XIE PN OHEFTHE L IFRATE 7
WEMEDFEENGEO 5D £ TR 2, 18 L EOBFITB T 57 —ZIFR6NA TV T
D, AN > TOREGHERHIH YRR S EZ OV TRIME LR 7 1 v b E U R
HEOLZEET D, L, BACBWTARIOR G 26T 5 2 L@ TRu,

AFN IR Usn25E813, RORMTERZ £ T 6 R 28X 2RI H 2 HEIZRY . R
M5z &,

/i

AFIRRA I L7256, B EI3ATORW & & L, BTG EHt & ROARM T E R
(AR %,

Yk /-
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1.6 AHENZIS T D RIS I B 5 Bk
—4 B A T = TR

® 2 BRMNORAXENHE

BRIN DT XX E

{iEl 2 D BT I T D2 QBN U TARFIOE G-l K O/ %5 L < & 3% 5
EERERLSENDIZENH D BATELV43TESR) , RSN HERELS £ 21571,
HAEOHEICHZ> T, 1 BEEZHADEET2HEIZMTTHRETHIZ LS, THEZ1H 1
BT 25 2 EMBELRDIGEND D,

*2 RIVE I JE B O HELS S 5 &

EREE PE®REE® 1 B E 2 BRERE
(mg/1 B 2 [H]) (mg/[E]) (mg/[E])

i >4 i 4

0.55 - 0.69 m? g 20/4 10 10 10 10 (1 H 11[a])
0.70 — 0.89 m? 20 20 10 10 10
0.90 — 1.09 m? 25 25 10 10 10
1.10 — 1.29 m? 30 25 20 20 10
1.30 — 1.49 m? 35 25 25 25 10
1.50 — 1.69 m? 40 30 30 25 20
1.70 — 1.89 m? 45 35 30 25 20
>1.90 m? 50 35 35 25 25

a R1OEKREHZSH
b 2 BBEREZT > COAAOZAMEDR B SN WGEIE, &EG2hIEd DL,

AANEE T D RWER 2 E T 5720 O BRI EEL £ 3 12R7,
#3 BUERRZROHEHEELE

CTCAE Grade* FEFRE Y

Grade 1 X412 (A7 | BTG L. BRI AEChHIUL, T ICBEEIT ).,
TE B — XL
R RE Tl %)

Grade?2 (BAETE7 | BWEM2 Grade 0 XX 1 IZ[ElfET 5 CHELZRM L, EE%R. 15
W— XEHEIECERET | A EHETASRSITHESY | BEEE L THREGT5 (F25R) |
X0 T

Grade 3

Grade 4 BIYEH23Grade 0 33 1 ICRIES 2 £ CTHREG WL, [MHER, 18
W HmHT 250 THEZ 1 BEE L TRE5T25 (R22H)
Fo. EPIEERET D,

" Common Terminology Criteria for Adverse Events (CTCAE)

ZEFERRHE (LVEF) M FIC LS HEMANC T 585
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1.6 AHENZIS T D RIS I B 5 Bk
—f&4 - BAAT = TR

® 2 BRMNORAXENHE

BRIN DT XX E

R=2F A (FHRD 226 10%LL L DOisk EEYEME R (LLN) % T [E] 5 SEE o /o 5K
H# (LVEF) K TFARBOLNTGEE, BT ETEAATF =T 0K G2 %M %, [FlE
%, BWREHET2HA8ITHELZ | BBEEE L CRETD (F2) .
JEMEVED LVEF K F X% Grade 3 % L < 1% 4 @ LVEF K FAARE L7 BE 126 L Tix, AHFlD
BHE2RIEL, BEOICHEERGHMEICRHNI T2 L 4HSR) |

IRZEVEIZ L & S adimii 9 S 85

Ml LR REE (RPED) U DHERRIERANE (CSR) EMish, HAKTRAZ LN
LEETIE, HETLZETEAVAF =T ORGE2TWT 5, HER. BR2HEHT 25813
B 1 BEREL TRET 5 E22M) . RPED UL CSR &Mz, MK TR
NRWBEFIZOWTIE, IRFHRA 2 3 HE R ICRIET 5 E TEMT 5, MEFIREFZE (RVO)
EZMSNTEE T, BEAATF=ToRE2TIET S5 (44 HSH) |

CYP344 X /2 CYP2C19 JHEH & FH 95 56 DM Eiihi

FRUN XL D CYP3A4 % CYP2C19 FHEAI & OOF HITHESRE S 419, ROE DO 3EA 2 Mt
5L, BRODUTHFEE O CYP3A4 X CYP2C19 FLEHRIZ O L2 T uE e & 2 WEA 1T,
AFNORABEEZRDO LD ITHET S Z ENEE LV OFHRTO M « A& 25mg/m? 1 B 2 [[]#
HThHr8%A1%, 20mgm® 1 A 2 FIEGICHET 5, OFHRIOME - A& 20 mg/m? 1 A 2 [F
BETHHHEIT, 15mgm? 1 B2 EEGIZHET S (R4 KD 45HSHR) |

£4 20mgm’ XX 15mg/m’ 1 A 2EIOAEERMEL T30 0HERER

Body Surface 1A 20mg1 A 2 [A (mgla]) 1A 15mg1 A 2[E (mgla])
Area i 4 L 4
0.55—0.69 m? 10 10 10mg (1 A 1[a])
0.70 — 0.89 m? 20 10 10 10
0.90 — 1.09 m? 20 20 20 10
1.10 - 1.29 n? 25 25 25 10
1.30 — 1.49 n? 30 25 25 20
1.50 — 1.69 m? 35 30 25 25
1.70 — 1.89 m? 35 35 30 25
>1.90 m? 40 40 30 30
L EallAN: G|
ERERE I

ERARRBREREIC E O & A, EE, HEOBMERERE LA T 2 B IR HEA
(ESRD) # AT %E3 Tlidk, HEFEIHEEI Y 5213 H) |

HFEE e 2=

ERARRBREE IO &, BEDOITMERE 2 A9 5 88 Tk, HEFSIIHERE IR, F
HEOIHREMEEZ AT 5 BE T, BBHEZ 20mg/m? BSA 1 H 2 ENIET S 2 L (F4
M) , BEOEEREL AT 2BFITIEIAAZEES LTI 62 @3 HEEWNS2 HS
)

LCIEIE:
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1.6 SENCI T 26 ARSI BE T 2 8k
— k4 'L ATF =T hiERE

® 2 BRMNORAXENHE

BRIN DT XX E

T T NDREAERE TIIIRGTE EOHINRZRD N TNDEN, (KETHIET S & kAR
HEMIRD A —N"—=TF T LTWDE, TV7 NO/NREBEFITKR LT, BltEH EZ2 R
L LIRS NV, BEHEGOGEIZOVWTINODBEEEZMBICBETILERD S
(5.2 IHBM)

LT

3 AT O/NRIZIB T DAFNOLREME R OEIEITHE L SN TE LT, 7—#bHFoh TV
/AN

G Tr

AHNINRFETH D, RAFNTZEERFCIRA L, 850 2 RefEai S &5 1 RERI3KEAMT,
BRI AR L TR 5720y (45 HE N S52 THBR)

KT ENANIAKE EBICEDOETERM L., A7 BALEZWATZD, B L2, BT LT
7BV, ZOX D RITAITEDOKEEZER D, BAATF =T ORI EEE 5 2 5 AlHE
PERH D,

KFNE, BTN EEDEERBPIADRNUIRAAIAS 9 & LAWVERFICIIREG L TIR bk
VN, BEBIIRICHESI D, B TRV EBBIAD D NE 90, BELZTMET S 2 L, SRH OEYERY
RRHAFIET, BV AT =T B eI Il BATLZ EnTE D ETHIENS, BB
DR NRE /2 BEIZOW TR, SREIERRE LS, @Y R EREME A~ EHmat L., &
BENTZICHD S T2 FIEERETHZ L L BETE D,

43 HE

FANDE RS R NT I OTIA (6.1 HIC504) 1% L CloE OREREEN & 25 %,
IS = 4 5 B % (42 TR OF 5.0 TH)

44 EBERUEHEOEER

fesEEEH S (LVEF) K F

FHE R R BRI B W CIE MO BRH SRIK T2V N BE O 22% THiE Sz, 2 b oRIE
FPFEE TOMR PRI 226 H ThoT-, JERT 78R T 07T KIS LI/NEEREIZE
WThH, BAAF =T LBENSH S LVEF (K FICBET 20 OER2HBENRINLTND (4.8
HBMH)

FEBSREREE ORI 2 A 2/ NRBEOR—2 T 4 > (F 51 O LVEF 23 itigk FEYEE T IR
(LLN) Z FlElo> TWA/NRBEEOBENIIT> TV, Lo T, BEBEETIC LT a—
BIZ LV LVEF Z5Hli L CR—2 T A MELZ R T D2 &, BAATFT =T ORGIGRETNITIL,
BE OB RN EZ LLN Z _Eal> ThZe i iuid e 5720,

BeHHIMF X, LVEF 249 3 7 AR, XITERRMICLE 2S5 2 L v SEREHME 25 2
&o LVEF KT, 590, BiE, UIRGHIEOREE LD 2 L TERTHZENTED
(42 HZH) |

IR 71

BEIE, F R E@REENE CEGRIIENLE2WET L OMET LI L, BAATF=T
DG ZZ T /NEEBREICBWTEANEER E LTHESN TS, £z, BAATF=TD
AR S AT OFREHA & OPERELEZ % T TV Ak~ B OIS 2 /1 2 ABRE BN
T RPED, CSR JXO'RVO OIENREH HILTEY, BN AF =T OHAFEEEZZ T TN DHE
KEHI R AR ED /N BE L FICB N THRO L (48 HBM) |

ERRIZANL T, & 5-B0AR1 R BB DT - 2 Rk E 2 Wil U7 R IRB R & 2 S 5
ZEDHELRES LD, RPED X CSR L2Wr Sy, KR TR A O WEBEIZOW T,
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1.6 AMENZIS T D RIS I B 5 Bk
— 4 B A T = TR

® 2 BRMNORAXENHE

BRIN DT XX E

IR 2 3 BRI RE T 5 £ T4 5, RPED & CSR E2lr&h., b BN
ONDGEIE. BV AF =TI L 51EEZ TR L, IREEZHRT L AIITHEZE L TR
H59% (42HEH) . RVO L2ianHGaix, g Ay=7o52H9145 4258ES
)

B AR A A S

B AF =T EEENT, BRRA R E  FRC AST #IML OY ALT B934 U 5 ATREME N & %
(48 HZ) , B ATF =T OG8RI, O] 6 7 A OEGHFTIT b7 EHA 1
[\, ZORITERICHLERG SRR EEEE=2 ) 7352 &, IFHEREMRARTEIT,
e bk, BESUIHRG P IEORIC LV EHTHZ & 42HDOFK 2BMH) |

B2 B ONRZ T e s
FERBREBRIZBWTRE BRI LBIREE R ONSERRZ 28T « ALK, KOEEZD
ZALD RO TR IC s S e 4.8 HBM) , DD G~115%) TIFERMEERZ, £
SN OV RN R ISR B, BEMNCE LB (12~16 %) TILIIERREZE N
EHEE IR B,

X I E Ofif

BECE, B2 IVEV TR FEERLARVWESRET 2L, a3 7 /0 10 mg
IIRIFI O a7 D-a- a7 za—LRY =F L 7Y a—/L 1000 [TPGS] & LTEZ I
VERmMgEEETSH, —F, AT FEA25mg L TPGS £ LTEX IV E36mg &5
HT 5, BB OIPUI/IMEE (D77 Uy 7TeF AV FUEE) 20H LT A
FTIE, BHEBEOE X IV EBIIMHImMY A7 2@ 5 iR S 5, EEEELRS e e
VIR, PTEEESEOERICBIT 2 A A AR T U T, Hrke[E 3 Ihtin M o H S i
DL 2R 2T 528 (45THSH) |

ZEDIY AT

TARAF =TI AT RAEE LCRREESN, TOFEEMAAERT R RS20, —EOHA
F. R 6 AR O/NRIE, L OB BRSO ) U DER 2 BRI X 0 eV TEE
EEORDBIAINRDD, FDD, W7 EFDEEMAIATZ &N TE RNV ITERAGA
L) ELRVWERFICITEAN AT =T 2 RE L TUIRLR G2EHBH) |

ALHE AT RE 7o Aot

AFNT, BELIEZE O TO R WIER ATRE 2 2o MR I3 HERE S 2y (4.6 THS )

45 MOERKEL L OHAEERAKROEOMOEEOHEIEH

FHAAEAGRERIL, Rk N (18 5L E) x4l LI BROAEM L T 5,

ENA T = T DI HESEIE 7 RS WS AR D S (B E

R Rk ABEERE 1258y CYP3A4 BHEA] (f N7 27V —/1200mg 1 H 2 B 5% 4 AfH) &
PERBEELIZEZ A, BV AF =T D Cux Y 19% (90% CI : 4~35%) EFH L. AUC 2% 49%
(90% CI : 40~59%) H&hnL 7=,

fEE AR A BRBR A 12 FRV Y CYP2C19, S D CYP3A4 [HEH] (702> —/1200mg 1 H 1 [H]
Beh% 4 B LOFHBES LEEADL. A ATF =T D Coax 5 26% (90% CI : 10~43%) L5
L. AUC 2% 53% (90% CI : 44~63%) L7,

T 2w A Ty (FEED CYP3A4 [HEAD) IT7vAFEF o (5 CYP2C19,/CYP2D6
FLEAD) OPFHIZL Y. B A F =7 D AUC 13K 30~40%HI M L, Coax 1559 20% _EH-4 5 &
FTHEND,

FRVY CYP3A4 [HEAIE UTERT 2845 (B : 77V Aa~wAf vy, JL—7T70—>
Va—A, A haty— ) XiE5EV CYP2C19 BEARIE L TEHT 234 (B . 5
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1.6 SENCI T 26 ARSI BE T 2 8k
— k4 'L ATF =T hiERE

® 2 BRMNORAXENHE

BRIN DT XX E

saevriel) EOMFHITET S Z b, Eo. FEEO CYP3A4 FHEHR & LCTIERM T 2 34|
Bl =Y R~ A v Tafy—)V%E) IFEED CYP2CI9 FREH & LTIERT 2
WHI () AATT— V) LoFHbET S Z L, RSTLEETIFHT L HEGIE. AEER
DIBLL TWRWNE I NEEZEERBIEL, BEAATF=TOHEZHET 52 & (4.2
HNEOE 42 H)

AT = T DIGEFIRIEZ I X5 A EEIED D & (EHE

BV CYP3A4 FBEHA] (V772 600mgl B 1 [E#ES4%2 8 HIE) Loffficky, &
AF =T D Crax D3-26% (90%CI : -17~-34%) (KT L., AUC 73-51% (90%CI : -47~-54%) &
LT,

RN CYP3A4 5EH] (il : 7x==hA>., U772, IARSEEY, LI T A FF
U Y o8 UXHFEEE D CYP3AS #FE8 A & AK & OPFHITRET 5 Z &,

LI A F= TN LD MR EIE T LTS A EEMER B S (EHYE

Invitro T, B/VAF =7 (X O0AT3 [HEAIE UTERH L7z, 0T 5 OAT3 JWEHE (il : A N b
LEh—k, 7oat I RE) OFRYEREICHEKRNICEE R BENE LD s GET S L
IXTERY S2HEBH)

TPGS I in vitro T P-gp BHER & L TERAT 2720, P-gp EIHE (B : vIxv v, 7%V
7V UE) LERIRIICEEREMMH AR A A D ARBEA R ET DH 2 LIETE R,
TR MR IE DM ER B T T 'V A T =7 ORBITFHI L TWhen, L7eRn - T, BT A
IZ X DWHELE A L WD tbicid, NY 7 —E0BNAHEINDS G6THSM) |
LA T =TI RIET B IEE A D

TIVAF =T TRV OERMEIL pH IR L7y, L7=23-> T, AFNE, CYP2C19 fHEHA] &
LTHERT A F AT TV — L &FRE, BN pH 28T 258 (T7hbb, Hy SRR KL
W7o bR TRRERK) EHIRR TS Z N TE S,

S IFE

avLIhTReE, EXIVCEEZTRMAIO TPGS & LCERTH, LEENn-T, BEIIEH
SVEYTY AL NOBREZRTARETH D, £, PrpEEESOIFLM/ MR Z R L T
HRETIE, PUBEERICE T oMmELZHERIERT S Z & G4HEBR)

4.6 XZJREE. IR, RO¥RH

SR AT RE 72 2ot B M R OVt D SRERT:

TR ATRE e Ao PRI E, KR G-I P SEIR 2 08T 2 K D F8 2 2 &, dER ATRE /e LTt
U ClI B G- BIARTN IR A 2 EMi 95 2 E R E LUy,

B O EERE (EFEEEZ AT 285) OmFIcxt L, RGBT L OG- T %72
&G 1V HEMITARBTELERT 2L 0EET 52 &, BAATF =T R OBHEIEOR) /)
PIET SHAAREMEIIEE CTE W=, RAVEVHNT L BB A LT 5 &2,
WY T—IEEBINT D2 ENMERIND 45 TEHB]R) |

e

BN ATF =T HHIIE G LT — 2130, @BaE A8 ik, iR - RIS T, #a’
P (structural defects) . M OMBVAAERBDED AR AEFEENHO LN TS (53 HSH) |
I AR R D5 M OSBEIRE A28 ] L COZRWIEIR AT RE R L VE~ D BT E L < A2y (4.4
HBMH)

T BB IARKI OB G- %5 T B BIEEE Ot S— M —2MEE L7285 601%, iR L7
HEIZHR L, BRIRA~OBTER Y A7 #3552 &,

3
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YL AT =T XIAZ OB E FORIFRICBATT 5408 5 AW b TRl BaLBlo~
U AU PICE LA F =7 R OZ DIFHERBDAE SN (S3THEBM) . LEAoT,
BRI AD U 2 7 TR CE RNz, ARSI T RAIC L AR E kT 5 =

N~

ZHGEE

t FOZREIZKIET AR OB ONTIL, T—FREo TV, D~ X'
AF =T 55 LT 5E . ZBREEORBITEI OB LN T2, M~ A 2B
TIRAEFROIELTRRD N (53 HESM) |

47 BEEOEGER OEROBIERICRIETE

AFN T B B HLOE R K O O BEREIIC 2 < O R g B s RT TR H 5, B AT
=TGR BIER ORREENREINTEY, 20X ERNH 56
X, BEEEOEEEOE BRI O OEEEZL D 2 &,

4.8 HELLZ2UVWEMA (undesirable effects)

BT e 7 7 A VOEL

FIFARBEZR PN 2483 5/ NF1 BEICBIT 5B A TF =T HAWEORZ 2T 0 7 7 A ViZ
DOWTIX, 74 BIO/NREBE NS 72 5 PEE 22 BVEMNT R G4EM (20~30 mg/m? 1 H 2 [7]) DOFHH
IZEASW TR ZIT> T 5, ZOPFE/NEBFEM X, SPRINT iR N H/X— K g 1 Tk
JVAF =T 25mg/m? 1 B 2 BIOEYS %5572 50 B (EEMATIRER) L SPRINT B 1
FS— b (HEZRERR) TEAAF=720~30mgm? 1 B 2 [BOF G %52 1F 7= 24 6 THERK
472, SPRINT iABRZE 1 fH/X— K & SPRINT ikBR%E IAH/XR— FE 1 & CLEEeMETrn 77 A1
WCRRRANC BRI D Do tz, ZOoweEM7Ta 7y A T, T AN TEXINE
i U7z 7 R Ok & 2 ONEG 2# A 3 2B (N=347) 12 75~100mg & 1 A 2 [A#&5-L
7L X O LEnT — 2 Iz > THEMNMIT BN,
OFE/NEBEEMTIE, PN 267 5/0E NFI BBEIZE T 51V A F =7 O BgEZE IR gl
1L 28 A HPH : 1 7 HRE~T1 B A) T, 23%DEEFITEIALAF =T OK5HIMA 48 H A
A Tz, 2B B D 11 E TORBE (N=45) TiE, 12~18 5k E TOEHE (N=29)
IZHARTROBWERORBENE N T ART VT I IE, G, FE BELA,
OFA/ B FE LN (N=74 : %72 SPRINT fRERZH 1A/ S— N & 1 OFENT IR 50 #] &
SPRINT FRBR %5 1 #H/X— h DT RIGAER 24 B CHERR) 1BV T, T Grade Zi L T
BEEEICHBL L2 RIEH (BB 45%LL ) 13EE (82%) . F82 (80%) . A2 LT F 7k
ARFF—BHM (76%) . TH (77%) . L (73%) . EIEFES (59%) . KRz
(58%) . HEL (57%) . JEEREZE (54%) . BT VT I UIE (50%) . T ANT X UFET
2/ R RT =T BN (50%) KOUNPHE (45%) Tholz, BERIC K 25 K&
O E D EE DOZ NI 78% L O 2% CTHs Sz, MEICRD bz, BV AT =T Dk
B /R (5 PRUIHERE) ([CE - RWERIEY: (26%) . JIPH%K

(16%) . T (15%) KO (11%) Thot-, BWEMIZ X A EHIERNBE O 12% Tk
mENT, £, ROEERBIERANHRE SN : TH 3% . &Il 3%) . BB 3%) .
M7 L7 F R ARFF—BHEM 3%) . 7 L7F=28m (1%) .

mIEH — %R

FITAREZ: PN B3 5/ NF1 BE K ORARE (E 5 OESR) 128V THERR S L7z Fl
ER AR ST, HEX, OFa/NREEER (N=74 © 2272 SPRINT RBREE L FH/3— R & 1
DFFHTRIGAER 50 61 & 4iBhAY 72 SPRINT #REREF 1 AH/ X — b OFFHT R G 5E R 24 B THERR) @
F=HANLRBELTZLDOTH D, BIVEMAIL MedDRA DOIZRERIRS¥E (SOC) HcE &d T
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%o 45 SOC NTIE, EAFEEZMERPEBLEOEN S DN LIEICIENTWD, EITEHOFEER
BEDERIILLTOLEEY TH D,

fizeb T (Very common : 10 AIZ 1 FILLE)

FBEEE (Common : 100 AUZ 1 #1LL . 10 AIZ 1 BIRTS)

{AEEE (Uncommon : 1000 AL 1 BILLE, 100 AT 1 BiATH)

4 (Rare : 10000 ALZ 1 FILAE, 1000 AL 1 iA)

fisb CTEAL (Very rare : 10000 A2 1 f1IATH)

BEARH (ANFRRRT — 20 bHfE &) (EENRmEZET)

#5 PFA/NRBFEN (3227 SPRINT iERE 11 /H/S— N g 1 OfFHT xS N=50 & ffibh
172 SPRINT #RBREE [ FH/3— b ORMT R REE N=24) M OMIZHEE Sz N BE ST SRR
B (N=347) IZBWTHE S n7-mIfERT

MedDRA SOC MedDRA EAFE SIROBEE CTCAE Grade 3 L &
(4_TPD CTCAE OHEEDEE/NE NF1
Grade) $F&/NR NF1 | BBELEMR?
BEEM (N=74)
(N=74)
R s T AR (9%) -
MR . MOERds | IR A e AR (5%) -
OV b s 2
H Ik Mg - 6D T AEE (82%) A (8%)
T 1D TR (77%) T TR (15%)
CIV TikD TR BEE (73%) AR (1%)
A" TikD C R BEE (38%) AR (1%)
M N L) EBEE (5%) -
B L OB T/ | 3B " Hik6D C R B (80%) AR (5%)
il B G iz 8 TD TREbEE (58%) -
SIERRZ B * TikD C R BEE (54%) FHEE (3%)
NGRS T CEbEE (45%) A (9%)
B2 * T TR (39%) -
—i% - EHPEE ) E S G T TR (59%) -
FEEL TiD TR BEE (57%) AR (8%)
R P e TikeD TR BEE (12%) -
P ] 7 AR (7%) -
BRI A M7 V7 FUoRA | b CTEMEE (76%) AR (9%)
R —E
K7 V7 2 v E TikD C R BEE (50%) -
AST #4h0 TikD C R BEE (50%) EBEE (1%)
~EZ U | RO TEBEE (45%) AR (3%)
ALT 40 HikD T BEE (36%) FHEE (3%)
M7 L7 F=8 | D THEBEE (28%) AR (1%)
o
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B H == i hed T (23%) mAEEE (1%)
i+ b 5-* hd T (16%) -

MR LRI/ | IRBEEE (0.6%) -
DR B PR IEIE
* it

R F

MAMEEFIRPAZE* T4 KA (0.3%) -

KIE [E ST ZERTIC L D CTCAE version 4.03 12555 <
CPK : 7 VT FUHRARFFT—E, AST: TANRTIX VT I /) T A7 27—, ALT :
TI=T I NI ARAT 2T —F
b T FE7eRIWEA OB (Description of selected adverse reaction) | % [,
" CTCAE Grade 4 DHELTH 5 1 fh D1+ CPK #1} Y CTCAE Grade 4 DHERTH 5 1 D 1fL
LT F= o NERE . WTOERWEA S Grade3 Th o 70, FEEHNTRD B -
77
Rk B OREE AT AR ABE (N=347) Zxt5 L LI-hoERHRBRICB TRV AT
=7 (75mgl A 2 [A]) EHERHZHER INZAIER, 2o ORIWERIZFIN AR PN 2 H 1%
/NI NF1 BE R T E S Tuniany,
PO/ NRBEER (N=74) IR A RBURI IR U A LT,
Y E A OHARFE (PT) ZLLTFO@EY 7 v—7 b LIcEWER4 2R LT 5,

HEESES . I)RE, JETT

DM ERIRE (CSR) /MR L2 R (RPED) : sBEMEM R LAz RIpE,
HIRAHS HESE

WO IR - 5 VR IR PRI DRI 2 i R e R B

PRI« R, BR ) ] [ v e

NEZBEURED AL, ~EZ r e RS

EEZOLE  WEIE, BEEA

e EF it E5 &

RIVETERE « RAGPEVRIE, VIR

Rash (acneiform): dermatitis acneiform

SVERERS © STBERRE R

Rash: dermatitis acneiform, rash maculo-papular, rash papular, rash, rash erythematous, rash
macular

W5 SIBRREGR ., BRIR KB, IRIMERE . 95, ALBEMERE . BEREE

M IRPAZE (RVO) - MMM A PRy, MRS IRPAZE, MR FRIR AR AE

TAEWEA DA (Description of selected adverse reaction)

ZEERFE (LVEF) (CF

SPRINT #RBA%5 1T AH/S— RE 1 [ZBWC, LVEF KT (GEARE : BRHRIKT) 28 11 %1 (22%)
DFEFTHE SN, T 5O LVEF K T3 93T Grade 2 THOMJEFEETH Y . BehHH
Wr. JWELOEEFIEICED O TIEero7-, 11HD S B 6 BIXEIE L7, 520 56
DWW TR OHE N 727> 72, LVEF K FOWF £ TOWIFFRAEIL 226 H Th o7z (Fific
MR 78 B) o BIWEHA® LVEF K F DO REIIR—2F 1~ (FE5HE) HHOET
(10%LL EOIKT) & LTHE S, EFMEHEEAADHERF STV D Ll s, 72
B, N—R T A UFEZ LVEF 23liak L YEE FER % Tal - Tz B 1 R EERER O A L8
HEpAAENT, B, WERT 78R T 0 7T MBI LUT/NEEFICBWWThLeELATF =T
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EBED D D 2 O EE 7 LVEF K T35 S CTu\%, LVEF K T OREKEBIZ DUV TIE,
42N N44HEZZRBTHZ &,

AR 71

SPRINT RB& % I FH/N— R g 1 I2BW T, RWEA & LT Grade 1 OV 2 OFEN 4 1] (8%) D
BETHREIN, 9B, 24 i&ELEPLﬁ’a’:ﬂ% el AN, ZRHORIWERIWI D,
WET D EREHTE, Hi-RHREEORKEEIZON T, 42 HEKN 44 HEZ B
THZ L,

S 51T, Externally Sponsored Research 7' 11 2777 AZ X A /NaklR ¢, R IBAMRT 2 Bk
e 2 MEEDOIRRICE VA F =T Ok 25mg/m® % 1 B 2 [B) %17 TV A /hREH 1
BIZFIBWTEH RPED 238 1 fFfE S @2 EHE V44 THSHR)
VIV

SPRINT GRBREE 1L AH/~N— M@ 1128V T, JNPHR DS 23 il (46%) DMBFE T =4, RIEAT
& % K Grade O J\FHAK DY) £ TOHIMHRAEIL 306 AT, FrfeHIMHRMEIZ 96 A ThH-o
Too THUHOEIWEADKY-IL Grade 1 IE 2 T, ZFRHEIES L IIRHEBRIEIC X D IRENTD
N, B5EF / HERS OGN E Sz, Grade3 LLEDNPAL S 361 (6%) DEFE TR
L7-, 70 (5K Grade 3 OJTNPHR2IZEL U= 3 il & 2K Grade 2 OJNFHLE ISR L7 4 41)) |
RHWEHDOMHARIZE D BEAATF =T D2l L, 25 3 fllEHx 5 FlncetE HE b REE L
7= QBNE2 B EE ML L) o 72, 16 Q%) IINFBARICE G EZHIELZ,
112 L7 F 2 ak X7 —1 (CPK) )

SPRINT FRBAZE 1 FH/X— R 1 1B\ C, i CPK BMMEIER & L TRIEZREAE D 76% TIHIL
L7, K Grade @ CPK HIIMD % £ TOMMI P IEIX 106 B T, FRfeif R JfEix 126 H T
Hotz, M CPK MO KT Grade 1 X2 THY ., EAAF =T ORESHEEZET T2
Z < [EfE LT, Grade3 LA Lo ifid CPK #9Nd 3 4 (6%) DBETHE SN, 1D
Grade 4 DI CPK HENNZ BN A TF =7 DR EHEHIZEDY . 2Dk, HELEETHIZ L&
ot

THILE
SPRINT 5BR %5 11 AH/X— M 1 12 TEBEEIZHE S EE R OEIWER ITEM: (41 41,
82%. eIl - 3 B) . TR (3561, 70%. FreeifROLE 5 H) L L (33 41,
66%. FRECHIRIRIAE - 16 H) . KOO %K (25 1], 50%., FiedlfhsfE: 12 H) Tho
2o ZHOHDOEWERORYIE Grade 1 XL 2 THY, HG5hlr-CHEOREL 2 LEL LR
Mmool
Grade 3 OREIWEH & LT, TH 841, 16%) . i (141, 2%) kOU&EHE 3 f#], 6%) 23#E
SN 1HNETHICE Y HEZRBETDHZ E L2, 2Dk, &5 Z2HIELE, B, IEH
KO ARNEDOREIERIZOWTIE, HEDOHESCH GH IEDOVLET R o7,
LS
SPRINT FREREE I FH/S— R 12\ T, JERREIB D 25 6] (50%) OBRFTRD LI (B
K CTCAE Grade DEHRIZHOWTRDIZFHIAE TOMIF PR : 13 B, Fre MR RAE : 60
H) . SNOOERWEROKRPLFEFEYICELZAR (12588 THRO LI Grade 1 X2 O
HLETHY, BEFRHCHERESALEL T 5O TR -7, Grade3 O SIFREEZ E 4%
DERETRD LT,

FROFERBRTIZ, ZOM (JEELSY) OB L 356 (70%) OEETRD LI, b

DFZIIEIT Grade | XiE2 THhoT-,
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EEZDE(

SPRINTARBRFEIFH/ S — FEL T, 32%DEHE TEEZOL(PBO LT, HEDH>TZNE
XBENAD L oote GEARE : BEEM) 1161 (22%) . BEIEH(L GLAGE : BLEE) 12
Bl (24%) Thol-. B, 7 (14%) FllcHONTIL, BEBIRT . BiEE & BEEAOMm TN
HEINTZ, ZNOORIWERHIZT T, Grade 1 C, HE5EFWCHEREL VELTHHLDOTIE
ot

AITEH DEEY Y (Suspected adverse reaction) DR

RIS OBLEREAGRZIL, BWERHORWEZRETHZENREE LD, ZHICLY ., YLk
DR T 4y N VAT DONT VA ZGRNCERT 2 2 LN T&E 5, EFEMEFEE X, Al
TEHOSEWR S D55, IMTERVIC—-ET2ENORE AT L2 LTENLERET D
ZEMRDLND,

49 BEERE

WA G R BRI IRIE TR e, W ER G LTZSA1E. BIER OB - ERIZ OV
TRELZREICBIZE L, LEIOLN U THERIEICTRREEZITY., TR E=40 7352
Lo el BITITRER G OIREITITA N TR,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

KOSELUGO™ (selumetinib) capsules, for oral use
Initial U.S. Approval: 2020

--------------------------- INDICATIONS AND USAGE -
KOSELUGO is a kinase inhibitor indicated for the treatment of pediatric
patients 2 years of age and older with neurofibromatosis type 1 (NF1) who
have symptomatic, inoperable plexiform neurofibromas (PN). (1)

---------------------- DOSAGE AND ADMINISTRATION --------emmeeme -

e  The recommended dosage is 25 mg/m? taken orally twice daily on an
empty stomach. Do not consume food 2 hours before each dose or 1 hour
after each dose. (2.1)

e Reduce the recommended dosage to 20 mg/m? orally twice daily for
patients with moderate hepatic impairment (Child-Pugh B). The
recommended dosage for use in patients with severe hepatic impairment
(Child-Pugh C) has not been established. (2.2, 8.7)

--------------------- DOSAGE FORMS AND STRENGTHS  -------—--——--—-——-
Capsules: 10 mg and 25 mg. (3)

CONTRAINDICATIONS

None. (4)

----------------------- WARNINGS AND PRECAUTIONS  —-----—eeemeeme -

e Cardiomyopathy: Assess ejection fraction prior to initiating treatment,
every 3 months during the first year, then every 6 months thereafter and
as clinically indicated. Withhold, reduce dose, or permanently discontinue
KOSELUGO based on severity of adverse reaction. (2.2, 5.1)

e Ocular Toxicity: Conduct ophthalmic assessments prior to initiating
KOSELUGO, at regular intervals during treatment and for new or
worsening visual changes. Permanently discontinue KOSELUGO for
retinal vein occlusion (RVO). Withhold KOSELUGO for retinal pigment
epithelial detachment (RPED), monitor with optical coherence
tomography assessments until resolution, and resume at reduced dose.
22,52)

e Gastrointestinal Toxicity: Advise patients to start an anti-diarrheal agent
immediately after the first episode of loose stool and to increase fluid

intake. Withhold, reduce dose, or permanently discontinue KOSELUGO
based on severity of adverse reaction. (2.2, 5.3)

o  Skin Toxicity: Monitor for severe skin rashes. Withhold, reduce dose, or
permanently discontinue KOSELUGO based on severity of adverse
reaction. (2.2, 5.4)

e Increased Creatine Phosphokinase (CPK): Increased CPK and
rhabdomyolysis can occur. Obtain serum CPK prior to initiating
KOSELUGO, periodically during treatment, and as clinically indicated. If
increased CPK occurs, evaluate for rhabdomyolysis or other causes.
Withhold, reduce dose, or permanently discontinue KOSELUGO based
on severity of adverse reaction. (2.2, 5.5)

e Increased Vitamin E Levels and Risk of Bleeding: KOSELUGO capsules
contain vitamin E and daily intake of vitamin E that exceeds the
recommended or safe limits may increase the risk of bleeding. An
increased risk of bleeding may occur in patients coadministered vitamin-
K antagonists or anti-platelet agents. (5.6)

ADVERSE REACTIONS
Most common adverse reactions (>40%) are: vomiting, rash (all), abdominal
pain, diarrhea, nausea, dry skin, fatigue, musculoskeletal pain, pyrexia,
acneiform rash, stomatitis, headache, paronychia, and pruritus. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact AstraZeneca
1-800-236-9933 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

e Strong or Moderate CYP3A4 Inhibitors or Fluconazole: Avoid
coadministration of strong or moderate CYP3A4 inhibitors or fluconazole
with KOSELUGO. If coadministration with strong or moderate CYP3 A4
inhibitors or fluconazole cannot be avoided, reduce the dose of
KOSELUGO. (24,7.1)

e  Strong or Moderate CYP3A4 Inducers: Avoid concomitant use of strong
and moderate CYP3A4 inducers. (7.1)

----------------------- USE IN SPECIFIC POPULATIONS ---——-----mmememe -
e Lactation: Advise not to breastfeed. (8.2)

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

Revised: 5/2021
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

KOSELUGQO is indicated for the treatment of pediatric patients 2 years of age and older with
neurofibromatosis type 1 (NF1) who have symptomatic, inoperable plexiform neurofibromas (PN).

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage

The recommended dosage of KOSELUGO is 25 mg/m? orally twice daily (approximately every 12 hours)
until disease progression or unacceptable toxicity.

Take KOSELUGO on an empty stomach. Do not consume food 2 hours before each dose or 1 hour after
each dose [see Clinical Pharmacology (12.3)]. The recommended dose of KOSELUGO based on body
surface area (BSA) is shown in Table 1.

Table 1 Recommended Dosage Based on Body Surface Area
Body Surface Area* Recommended Dosage
0.55 - 0.69 m* 20 mg in the morning and 10 mg in the evening
0.70 — 0.89 m* 20 mg twice daily
0.90 — 1.09 m* 25 mg twice daily
1.10 - 1.29 m? 30 mg twice daily
1.30 — 1.49 m? 35 mg twice daily
1.50 — 1.69 m* 40 mg twice daily
1.70 — 1.89 m? 45 mg twice daily
>1.90 m* 50 mg twice daily

" The recommended dosage for patients with a BSA less than 0.55m? has not been established.

Swallow KOSELUGO capsules whole with water. Do not chew, dissolve or open capsule.
Do not administer to patients who are unable to swallow a whole capsule.
Do not take a missed dose of KOSELUGO unless it is more than 6 hours until the next scheduled dose.

If vomiting occurs after KOSELUGO administration, do not take an additional dose, but continue with
the next scheduled dose.

2.2 Dosage Modifications for Adverse Reactions

The recommended dose reductions for adverse reactions are provided in Table 2.




Table 2 Recommended Dose Reductions for KOSELUGO for Adverse Reactions

Body Surface Area First Dose Reduction Second Dose Reduction”
(mg/dose) (mg/dose)
Morning Evening Morning Evening
0.55 - 0.69 m? 10 10 10 once daily
0.70 — 0.89 m? 20 10 10 10
0.90 — 1.09 m? 25 10 10 10
1.10 — 1.29 m? 25 20 20 10
1.30 — 1.49 m? 25 25 25 10
1.50 — 1.69 m? 30 30 25 20
1.70 — 1.89 m? 35 30 25 20
>1.90 m? 35 35 25 25

" Permanently discontinue KOSELUGO in patients unable to tolerate KOSELUGO after two dose reductions.

Dosage modifications for adverse reactions are in Table 3.

Table 3 Recommended Dosage Modifications for KOSELUGO for Adverse Reactions

Severity of Adverse Reaction Recommended Dosage Modifications for KOSELUGO

Cardiomyopathy [see Warnings and Precautions (5.1)]

e Asymptomatic decrease in left | Withhold until resolution. Resume at reduced dose.
ventricular ejection (LVEF) of
10% or greater from baseline
and less than lower level of
normal

e Symptomatic decreased LVEF | Permanently discontinue.

e Grade 3 or 4 decreased LVEF

Ocular Toxicity [see Warnings and Precautions (5.2)]

¢ Retinal Pigment Epithelial Withhold until resolution. Resume at reduced dose.
Detachment (RPED)

¢ Retinal vein occlusion (RVO) | Permanently discontinue.

Gastrointestinal Toxicity [see Warnings and Precautions (5.3)]

e Grade 3 Diarrhea Withhold until improved to Grade 0 or 1. Resume at same dose.
Permanently discontinue if no improvement within 3 days.

e Grade 4 Diarrhea Permanently discontinue.

e Grade 3 or 4 Colitis Permanently discontinue.

Skin Toxicity [see Warnings and Precautions (5.4)]

e Grade 3 or 4 Withhold until improvement. Resume at reduced dose.

Increased Creatine Phosphokinase (CPK) [see Warnings and Precautions (5.5)]




Severity of Adverse Reaction

Recommended Dosage Modifications for KOSELUGO

e Grade 4 Increased CPK

e Any Increased CPK and
myalgia

Withhold until improved to Grade 0 or 1. Resume at reduced dose.
Permanently discontinue if no improvement within 3 weeks.

e Rhabdomyolysis

Permanently discontinue.

Other Adverse Reactions [see_ Adverse Reactions (6.1)]

e Intolerable Grade 2
e Grade 3

Withhold KOSELUGO until improve to Grade 0 or 1. Resume at
reduced dose.

e Grade 4

Withhold KOSELUGO until improved to Grade 0 or 1. Resume at
reduced dose. Consider discontinuation.

* Per National Cancer Institute Common Terminology Criteria for Adverse Events version 4.03

2.3  Dosage Modifications for Hepatic Impairment

Reduce the recommended dosage of KOSELUGO to 20 mg/m? orally twice daily in patients with
moderate hepatic impairment (Child-Pugh B). The recommended dosage of KOSELUGO for use in
patients with severe hepatic impairment (Child-Pugh C) has not been established /see Use in Specific

Populations (8.7)].

Table 4 Recommended Dosage of KOSELUGO for Moderate Hepatic Impairment
Body Surface Area Moderate Hepatic Impairment
(Child-Pugh B)
(mg/dose)
Morning Evening
0.55 - 0.69 m? 10 10
0.70 — 0.89 m? 20 10
0.90 — 1.09 m? 20 20
1.10 - 1.29 m? 25 25
1.30 — 1.49 m? 30 25
1.50 — 1.69 m? 35 30
1.70 — 1.89 m? 35 35
>1.90 m? 40 40

2.4  Dosage Modifications for Drug Interactions

Strong or Moderate CYP3A4 Inhibitors or Fluconazole

Avoid coadministration of strong or moderate CYP3A4 inhibitors or fluconazole with KOSELUGO. If
coadministration with strong or moderate CYP3A4 inhibitors or fluconazole cannot be avoided, reduce
the KOSELUGO dosage as recommended in Table 5. After discontinuation of the strong or moderate




CYP3A4 inhibitor or fluconazole for 3 elimination half-lives, resume the KOSELUGO dose that was
taken prior to initiating the inhibitor or fluconazole [see Drug Interactions (7.1)].

Table S Recommended Dosage of KOSELUGO for Coadministration with Strong or
Moderate CYP3A4 Inhibitors or Fluconazole
Body Surface Area If the current dosage is 25 mg/m’ If the current dosage is 20 mg/m’
twice daily, reduce to 20 mg/m’ twice twice daily, reduce to 15 mg/m’
daily twice daily
(mg/dose) (mg/dose)

Morning Evening Morning Evening
0.55-0.69 m? 10 10 10 mg once a day
0.70 — 0.89 m? 20 10 10 10
0.90 — 1.09 m? 20 20 20 10
1.10 — 1.29 m? 25 25 25 10
1.30 — 1.49 m? 30 25 25 20
1.50 — 1.69 m? 35 30 25 25
1.70 — 1.89 m? 35 35 30 25

>1.90 m? 40 40 30 30

3 DOSAGE FORMS AND STRENGTHS

Capsules:
e 10 mg: white, opaque, hard capsule, banded and marked with “SEL 10 in black ink.
e 25 mg: blue, opaque, hard capsule, banded and marked with “SEL 25” in black ink.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Cardiomyopathy

Cardiomyopathy, defined as a decrease in left ventricular ejection fraction (LVEF) > 10% below baseline,
occurred in 23% of 74 pediatric patients who received KOSELUGO in SPRINT [see Adverse Reactions
(6.1)]. Four percent of patients experienced decreased LVEF below the institutional lower limit of normal
(LLN). Grade 3 decreased LVEF occurred in one patient and resulted in dose reduction. All patients with
decreased LVEF were asymptomatic and identified during routine echocardiography. Decreased LVEF
resolved in 71% of these patients.

Left ventricular dysfunction or decreased LVEF resulting in permanent discontinuation of KOSELUGO
occurred in an unapproved population of adult patients with multiple tumor types who received
KOSELUGQO. Decreased LVEF resulting in permanent discontinuation of KOSELUGO occurred in a
pediatric population with NF1 in an expanded access program.



The safety of KOSELUGO has not been established in patients with a history of impaired LVEF or a
baseline ejection fraction that is below the institutional LLN.

Assess ejection fraction by echocardiogram prior to initiating treatment, every 3 months during the first
year of treatment, every 6 months thereafter, and as clinically indicated. Withhold, reduce dose, or
permanently discontinue KOSELUGO based on severity of adverse reaction /see Dosage and
Administration (2.2)]. In patients who interrupt KOSELUGO for decreased LVEF, obtain an
echocardiogram or a cardiac MRI every 3 to 6 weeks. Upon resolution of decreased LVEF to greater than
or equal to the institutional LLN, obtain an echocardiogram or a cardiac MRI every 2 to 3 months or as
directed by the cardiologist.

5.2 Ocular Toxicity

Blurred vision, photophobia, cataracts, and ocular hypertension occurred in 15% of 74 pediatric patients
receiving KOSELUGO in SPRINT. Blurred vision resulted in dose interruption in 2.7% of patients.
Ocular toxicity resolved in 82% of 11 patients.

Serious ocular toxicities including retinal vein occlusion (RVO) and retinal pigment epithelial detachment
(RPED), occurred in an unapproved population of adult patients with multiple tumor types who received
KOSELUGQO as a single agent or in combination with other anti-cancer agents. RPED occurred in the
pediatric population during treatment with single agent KOSELUGO and resulted in permanent
discontinuation.

Conduct comprehensive ophthalmic assessments prior to initiating KOSELUGO, at regular intervals
during treatment, and for new or worsening visual changes. Permanently discontinue KOSELUGO in
patients with RVO. Withhold KOSELUGO in patients with RPED, follow up with optical coherence
tomography assessments every 3 weeks until resolution, and resume KOSELUGO at a reduced dose. For
other ocular toxicities, withhold, reduce dose, or permanently discontinue KOSELUGO based on severity
of the adverse reaction [see Dosage and Administration (2.2)].

5.3  Gastrointestinal Toxicity

Diarrhea occurred in 77% of 74 pediatric patients who received KOSELUGO in SPRINT, including
Grade 3 in 15% of patients. Diarrhea resulting in permanent discontinuation occurred in 1.4% of patients.
Diarrhea resulting in dose interruption or dose reduction occurred in 15% and 1.4% of patients,
respectively. The median time to first onset of diarrhea was 17 days and the median duration was 2 days.

Serious gastrointestinal toxicities, including perforation, colitis, ileus, and intestinal obstruction, occurred
in an unapproved population of adult patients with multiple tumor types who received KOSELUGO as a
single agent or in combination with other anti-cancer agents. Colitis occurred in an unapproved
population of pediatric patients with multiple tumor types who received KOSELUGO as a single agent.

Advise patients to start an anti-diarrheal agent (e.g., loperamide) immediately after the first episode of
unformed, loose stool and to increase fluid intake during diarrhea episodes. Withhold, reduce dose, or
permanently discontinue KOSELUGO based on severity of adverse reaction [see Dosage and
Administration (2.2)].

5.4  Skin Toxicity

Rash occurred in 91% of 74 pediatric patients who received KOSELUGO in SPRINT. The most frequent
rashes included dermatitis acneiform (54%), maculopapular rash (39%), and eczema (28%). Grade 3 rash




occurred in 8% of patients. Rash resulted in dose interruption in 11% of patients and dose reduction in 4%
of patients.

Other skin toxicities, including severe palmar-plantar erythrodysesthesia syndrome, occurred in an
unapproved population of adult patients with multiple tumor types who received KOSELUGO as a single
agent or in combination with other anti-cancer agents.

Monitor for severe skin rashes. Withhold, reduce dose, or permanently discontinue KOSELUGO based on
severity of adverse reaction [see Dosage and Administration (2.3)].

5.5 Increased Creatine Phosphokinase

Increased creatine phosphokinase (CPK) occurred in 76% of 74 pediatric patients who received
KOSELUGO in SPRINT, including Grade 3 or 4 in 9% of patients. Increased CPK resulted in dose
reduction in 7% of patients. Increased CPK concurrent with myalgia occurred in 8% of patients, including
one patient who permanently discontinued KOSELUGO for myalgia.

Rhabdomyolysis occurred in an unapproved adult population who received KOSELUGO as a single
agent.

Obtain serum CPK prior to initiating KOSELUGO, periodically during treatment, and as clinically
indicated. If increased CPK occurs, evaluate patients for rhabdomyolysis or other causes. Withhold,
reduce dose, or permanently discontinue KOSELUGO based on severity of adverse reaction [see Dosage
and Administration (2.3)].

5.6  Increased Levels of Vitamin E and Risk of Bleeding

KOSELUGO capsules contain vitamin E (10 mg capsules contain 32 mg vitamin E as the excipient, D-

alpha-tocopheryl polyethylene glycol 1000 succinate (TPGS); while KOSELUGO 25 mg capsules contain
36 mg vitamin E as TPGS). Vitamin E can inhibit platelet aggregation and antagonize vitamin K-
dependent clotting factors. Daily vitamin E intake that exceeds the recommended or safe limits may
increase the risk of bleeding. Supplemental vitamin E is not recommended if daily vitamin E intake
(including the amount of vitamin E in KOSELUGO and supplement) will exceed the recommended or
safe limits.

An increased risk of bleeding in patients may occur in patients who are coadministered vitamin-K
antagonists or anti-platelet antagonists with KOSELUGO. Monitor for bleeding in these patients. Increase
international normalized ratio (INR) monitoring, as appropriate, in patients taking a vitamin-K antagonist.
Perform anticoagulant assessments, including INR or prothrombin time, more frequently and adjust the
dose of vitamin K antagonists or anti-platelet agents as appropriate [see Drug Interactions (7.1)].

5.7  Embryo-Fetal Toxicity

Based on findings from animal studies and its mechanism of action, KOSELUGO can cause fetal harm
when administered to a pregnant woman. In animal reproduction studies, administration of selumetinib to
mice during organogenesis caused reduced fetal weight, adverse structural defects, and effects on
embryo-fetal survival at approximate exposures > 5 times the human exposure at the clinical dose of

25 mg/m? twice daily. Advise pregnant women of the potential risk to a fetus. Advise females of
reproductive potential to use effective contraception during treatment with KOSELUGO and for 1 week
after the last dose. Advise males with female partners of reproductive potential to use effective
contraception during treatment with KOSELUGO and for 1 week after the last dose [see Use in Specific
Populations (8.1, 8.3)].




6 ADVERSE REACTIONS

The following clinically significant adverse reactions are described elsewhere in the labeling:

e Cardiomyopathy /see Warnings and Precautions (5.1)]

e Ocular toxicity [see Warnings and Precautions (5.2)]

o QGastrointestinal toxicity [see Warnings and Precautions (5.3)]

o  Skin toxicity [see Warnings and Precautions (5.4)]

e Increased creatine phosphokinase [see Warnings and Precautions (5.5)]

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 in the WARNINGS AND PRECAUTIONS reflects exposure to KOSELUGO in 74 pediatric
patients who received a dosage ranging from 20 mg/m?* to 30 mg/m? orally twice daily in SPRINT.
Among these patients, the duration of KOSELUGO exposure, including dose interruptions, was 12
months or longer (91%), more than 2 years (74%), or more than 4 years (23%). The WARNINGS AND
PRECAUTIONS also includes additional data from adult and pediatric patients who received
KOSELUGO administered at various doses across a range of tumors in other clinical trials.

Neurofibromatosis Type 1 (NF1) with Inoperable Plexiform Neurofibromas (PN)

The safety of KOSELUGO was evaluated in SPRINT Phase II Stratum 1 /see Clinical Studies (14)].
Eligible patients were 2-18 years of age with NF1 who had inoperable PN that was causing significant
morbidity. Patients were excluded for abnormal LVEF, uncontrolled hypertension (blood pressure > the
95™ percentile for age, height, and sex), any current or past history of RVO or RPED, intraocular pressure
> 21 mmHg (or upper limit of normal adjusted by age), uncontrolled glaucoma, and inability to swallow
whole capsules. Patients received KOSELUGO 25 mg/m? orally twice daily (n=50). Among these
patients, 88% were exposed for 12 months or longer and 66% were exposed for greater than 2 years.

Serious adverse reactions occurred in 24% of patients who received KOSELUGQO. Serious adverse
reactions that occurred in 2 or more patients were anemia, hypoxia and diarrhea.

Permanent discontinuation due to an adverse reaction occurred in 12% of patients who received
KOSELUGO. Adverse reactions resulting in permanent discontinuation of KOSELUGO included
increased creatine, increased weight, diarrhea, paronychia, malignant peripheral nerve sheath tumor, acute
kidney injury, and skin ulcer.

Dosage interruptions and dose reductions due to adverse reactions occurred in 80% and 24% of patients
who received KOSELUGO, respectively. Adverse reactions requiring a dosage interruption or reduction
in > 5% of patients were vomiting, paronychia, diarrhea, nausea, abdominal pain, rash, skin infection,
influenza-like illness, pyrexia and weight gain.

The most common adverse reactions (> 40%) were vomiting, rash (all), abdominal pain, diarrhea, nausea,
dry skin, fatigue, musculoskeletal pain, pyrexia, acneiform rash, stomatitis, headache, paronychia, and
pruritus.

Table 6 presents the adverse reactions in SPRINT Phase II Stratum 1.



Table 6 Adverse Reactions (=20%) in Patients Who Received KOSELUGO in
SPRINT Phase II Stratum 1

KOSELUGO
. N=50
Adverse Reaction All Grades Grade >3
(%) (%)’
Gastrointestinal
Vomiting 82 6
Abdominal pain' 76 0
Diarrhea 70 16
Nausea 66 2
Stomatitis 50 0
Constipation 34 0
Skin and Subcutaneous Tissue
Rash (all)? 80 6
Dry skin 60 0
Rash acneiform’ 50 4
Paronychia’ 48 6
Pruritus 46 0
Dermatitis® 36 4
Hair changes’ 32 0
Musculoskeletal and Connective Tissue
Musculoskeletal pain® | 58 0
General
Fatigue’ 56 0
Pyrexia 56 8
Edema'’ 20 0
Nervous System
Headache | 48 | 2
Respiratory, Thoracic and Mediastinal
Epistaxis | 28 | 0
Renal and Urinary System
Hematuria 22 2
Proteinuria 22 0
Metabolism and Nutrition
Decreased appetite 22 0
Cardiac System
Decreased ejection fraction 22 0
Sinus tachycardia 20 0




KOSELUGO
. N=50
Adverse Reaction All Grades Grade > 3
(%) (%)
Infections
Skin infection'! 20 2

* All events were Grade 3.

! Abdominal pain includes abdominal pain; abdominal pain upper

Stomatitis includes stomatitis; mouth ulceration

Rash (all) includes dermatitis acneiform; rash maculo-papular; erythema; rash pustular; rash; urticaria; exfoliative
rash; rash pruritic; rash erythematous

Rash (acneiform) includes dermatitis acneiform

Paronychia includes paronychia, nail infection

Dermatitis includes dermatitis; dermatitis atopic; dermatitis diaper; eczema; seborrheic dermatitis; skin irritation
Hair changes include alopecia, hair color change

Musculoskeletal pain includes pain in extremity; back pain; neck pain; musculoskeletal pain

Fatigue includes fatigue, malaise

10 Edema includes peripheral swelling, edema, localized edema

2
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! Skin infection includes skin infection; abscess; cellulitis; impetigo; staphylococcal skin infection

Clinically relevant adverse reactions that occurred < 20% of patients include:

Eye: visual impairment

Gastrointestinal Disorders: dry mouth

General Disorders: facial edema, including periorbital edema and face edema

Metabolism and Nutrition: increased weight

Renal and Urinary System: acute kidney injury

Respiratory, Thoracic & Mediastinal: dyspnea, including exertional dyspnea and dyspnea at rest
Vascular: hypertension

Table 7 presents the laboratory abnormalities in SPRINT Phase II Stratum 1.

Table 7 Select Laboratory Abnormalities (= 15%) Worsening from Baseline in
Patients Who Received KOSELUGO in SPRINT Phase II Stratum 1
. KOSELUGO
Laboratory Abnormality All Grades (%) | Grade >3 (%)
Chemistry

Increased creatine 79 78
phosphokinase (CPK)
Decreased albumin 51 0
Increased aspartate 41 2
aminotransferase (AST)
Increased alanine 35 4
aminotransferase (ALT)
Increased lipase 32 5
Increased potassium 27 4
Decreased potassium 18 28
Increased alkaline 18 0
phosphatase
Increased amylase 18 0

10



) KOSELUGO
Laboratory Abnormality All Grades (%) Grade >3 (%)
Increased sodium 18 0
Decreased sodium 16 0
Hematology
Decreased hemoglobin 41 4
Decreased neutrophils 33 4
Decreased lymphocytes 20 2

" The denominator used to calculate the rate varied from 39 to 49 based on the number of patients with a baseline

value and at least one post-treatment value.

Y Includes one Grade 4 increased CPK and one Grade 4 increased potassium.

7 DRUG INTERACTIONS

7.1 Effect of Other Drugs on KOSELUGO

Strong or Moderate CYP3A4 Inhibitors or Fluconazole

Concomitant use of KOSELUGO with a strong or moderate CYP3A4 inhibitor or

Clinical Impact fluconazole increased selumetinib plasma concentrations [see Clinical Pharmacology
(12.3)], which may increase the risk of adverse reactions.
e  Avoid coadministration of strong or moderate CYP3A4 inhibitors or fluconazole with
Management KOSELUGQO. If coadministration with strong or moderate CYP3A4 inhibitors or

fluconazole cannot be avoided, reduce KOSELUGO dosage [see Dosage and
Administration (2.4)].

Strong or Moderate CYP3A4 Inducers

Clinical Impact

Concomitant use of KOSELUGO with a strong or moderate CYP3A4 inducer decreased
selumetinib plasma concentrations [see Clinical Pharmacology (12.3)], which may
reduce KOSELUGO efficacy.

Management e Avoid concomitant use of strong or moderate CYP3A4 inducers with KOSELUGO.
Vitamin E
e KOSELUGO contains vitamin E and daily vitamin E intake that exceeds the
Clinical Impact recommended or safe limits may increase the risk of bleeding. An increased risk of
bleeding may occur in patients taking a vitamin-K antagonist or an anti-platelet agent
with KOSELUGO.
e Supplemental vitamin E is not recommended if daily vitamin E intake (including the
amount of vitamin E in KOSELUGO and supplement) will exceed the recommended or
Management safe limits.

Monitor for bleeding in patients coadministered a vitamin-K antagonist or an anti-
platelet agent with KOSELUGO. Increase INR monitoring, as appropriate, in patients
taking a vitamin-K antagonist [see Warnings and Precautions (5.3)].
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8 USE IN SPECIFIC POPULATIONS

8.1  Pregnancy
Risk Summary

Based on findings from animal studies and its mechanism of action /see Clinical Pharmacology (12.1)],
KOSELUGO can cause fetal harm when administered to a pregnant woman. There are no available data

on the use of KOSELUGO in pregnant women to evaluate drug-associated risk. In animal reproduction
studies, administration of selumetinib to mice during organogenesis caused reduced fetal weight, adverse
structural defects, and effects on embryofetal survival at exposures approximately > 5 times the human
exposure at the clinical dose of 25 mg/m? twice daily (see Data). Advise pregnant women of the potential
risk to the fetus.

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

Data
Animal Data

In embryo-fetal development studies in mice at doses > 2.5 mg/kg twice daily (~5 times the human
exposure based on area under the curve [AUC] at the clinical dose of 25 mg/m? twice daily), selumetinib
caused increases in post-implantation loss, a reduction in mean fetal and litter weights, and an increased
occurrence of open eye and cleft palate, but did not induce significant maternal toxicity.

Administration of selumetinib to pregnant mice from gestation Day 6 through lactation Day 20 resulted in
reduced pup body weights and fewer pups met the pupil constriction criterion on day 21 post-partum. The
incidence of malformations (e.g. prematurely open eye(s) and cleft palate) was increased even at the
lowest dose of 0.5 mg/kg twice daily (maternal maximal concentration [Cmax] 0f ~0.6 times the human
Cumax at the clinical dose of 25 mg/m? twice daily).

8.2 Lactation
Risk Summary

There are no data on the presence of selumetinib or its active metabolite in human milk or their effects on
the breastfed child or milk production. Selumetinib and its active metabolite were present in the milk of
lactating mice (see Data). Due to the potential for adverse reactions in a breastfed child, advise women
not to breastfeed during treatment with KOSELUGO and for 1 week after the last dose.

Data
Animal Data

Selumetinib and its active metabolite were present in milk from mice dosed with selumetinib throughout
gestation and lactation, with a mean plasma/milk ratio of 1.5 in lactating dams dosed at 5 mg/kg twice
daily. Administration of selumetinib to dams during gestation and early lactation was associated with
adverse events in pups, including reduced growth rates and incidence of malformations /see Use in
Specific Populations (8.1)].
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8.3  Females and Males of Reproductive Potential

KOSELUGQO can cause fetal harm when administered to a pregnant woman /see Use in Specific
Populations (8.1)].

Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior to initiating KOSELUGO [see Use
in Specific Populations (8.1)].

Contraception

Females

Advise females of reproductive potential to use effective contraception during treatment and for 1 week
after the last dose.

Males

Advise male patients with female partners of reproductive potential to use effective contraception during
treatment with KOSELUGO and for 1 week after the last dose.

8.4 Pediatric Use

The safety and effectiveness have been established in pediatric patients 2 years of age and older with NF1
who have inoperable PN and the information on this use is discussed throughout the labeling. The safety
and effectiveness of KOSELUGO have not been established in pediatric patients younger than 2 years of
age.

Animal Toxicity Data

In 3-month general toxicology studies, male rats receiving selumetinib at doses > 10 mg/kg daily (~60
times the human exposure based on AUC at the clinical dose of 25 mg/m?* twice daily) showed growth
plate dysplasia.

8.5  Geriatric Use
Clinical studies did not include patients 65 years of age and older.
8.6  Renal Impairment

No dose adjustment is recommended in patients with renal impairment or those with End Stage Renal
Disease [see Clinical Pharmacology (12.3)].

8.7  Hepatic Impairment

Selumetinib exposures increased in patients with moderate or severe hepatic impairment /see Clinical
Pharmacology (12.3)]. Reduce the dose of KOSELUGO for patients with moderate hepatic impairment
(Child-Pugh B). A recommended dosage of KOSELUGO for use in patients with severe hepatic
impairment (Child-Pugh C) has not been established [see Dosage and Administration (2.3)].

10 OVERDOSAGE
Dialysis is not helpful as KOSELUGO is highly protein bound and is extensively metabolized.

13



11 DESCRIPTION

Selumetinib is a kinase inhibitor. The chemical name is 5-[(4-bromo-2-chlorophenyl)amino]-4-fluoro-6-
[(2-hydroxyethoxy)carbamoyl]-1-methyl-1H-benzimidazol-3-ium hydrogen sulfate. The molecular
formula for selumetinib sulfate is Ci7H17BrCIFN4O-S and the relative molecular mass is 555.76 g/mol.
Selumetinib sulfate has the following structural formula:

H
O Cl
H
\ SO
.H2 4

\=nN

Selumetinib sulfate is a white to yellow monomorphic crystalline powder that exhibits a pH dependent
solubility. Selumetinib sulfate is freely soluble at pH < 1.5, sparingly soluble in the pH range at 1.5 to 3
and slightly soluble at pH > 3. Selumetinib sulfate has two ionizable functions with pKa values of 2.8 and
8.4.

KOSELUGO (selumetinib) 10 mg capsules for oral use, contain 10 mg selumetinib (equivalent to

12.1 mg selumetinib sulfate) and the excipient, vitamin E polyethylene glycol succinate. The capsule shell
contains hypromellose, carrageenan, potassium chloride, titanium dioxide, carnauba wax, and purified
water. The capsule is imprinted with black ink that contains shellac, iron oxide black, propylene glycol
and ammonium hydroxide.

KOSELUGO (selumetinib) 25 mg capsules for oral use, contain 25 mg selumetinib (equivalent to
30.25 mg selumetinib sulfate) and the excipient, vitamin E polyethylene glycol succinate. The capsule
shell contains hypromellose, carrageenan, potassium chloride, titanium dioxide, FD&C blue 2, ferric
oxide yellow, purified water, carnauba wax, and/or corn starch. The capsule is imprinted with black ink
that contains ferric oxide red, ferric oxide yellow, FD&C Blue 2 aluminum lake, carnauba wax, shellac,
and glyceryl monooleate.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Selumetinib is an inhibitor of mitogen-activated protein kinase kinases 1 and 2 (MEK1/2). MEK1/2
proteins are upstream regulators of the extracellular signal-related kinase (ERK) pathway. Both MEK and
ERK are critical components of the RAS-regulated RAF-MEK-ERK pathway, which is often activated in
different types of cancers.

In genetically modified mouse models of NF1 that generate neurofibromas that recapitulate the genotype
and phenotype of human NF1, oral dosing of selumetinib inhibited ERK phosphorylation, and reduced
neurofibroma numbers, volume, and proliferation.
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12.2  Pharmacodynamics

The exposure-response relationship and time course of pharmacodynamic response for the safety and
effectiveness of KOSELUGO have not been fully characterized.

Cardiac Electrophysiology

At a dose 1.5 times the maximum recommended dose, KOSELUGO does not prolong the QT/QTc
interval to any clinically relevant extent.

12.3 Pharmacokinetics

At the recommended dosage of 25 mg/m? twice daily in pediatric patients (2 to < 18 years old), the mean
maximum plasma concentration (Cmax) (coefficient of variation [CV%]) following the first dose and at
steady state was 731 (62%) ng/mL and 798 (52%) ng/mL, respectively. The mean area under the plasma
drug concentration curve (AUCy.121) following the first dose was 2009 (35%) ngeh/mL and the AUCy.¢n at
steady state was 1958 (41%) ngeh/mL. Selumetinib AUC and Crax increases proportionally over a dose
range from 20 mg/m?* to 30 mg/m?* (0.8 to 1.2 times the recommended dose). The accumulation was 1.1-
fold following administration of KOSELUGO 25 mg/m? twice daily.

Absorption

The mean absolute oral bioavailability of selumetinib was 62% in healthy adults. The median time to
peak plasma concentrations (Tmax) at steady-state in pediatric patients was 1 to 1.5 hours.

Effect of Food

Mean Cpax and AUC of selumetinib decreased by 50% and 16%, respectively, following a high-fat meal
(1000 calories, 50% fat) in healthy adults administered a single-dose of 75 mg (1.5 times the approved
maximum recommended dosage). Tmax Was delayed by approximately 1.5 hours following a high-fat
meal.

Selumetinib Cpax and AUC decreased by 60% and 38%, respectively, following a low-fat meal
(400 calories, 25% fat) in healthy adults administered a single-dose of 50 mg. Tmax Was delayed by
approximately 0.9 hours following a low-fat meal.

Distribution

The mean apparent volume of distribution at steady state (V) of selumetinib across a dose range of
20 mg/m? to 30 mg/m? (0.8 to 1.2 times the recommended dosage) ranged from 78 L to 171 L in pediatric
patients.

The plasma protein binding was 98.4% in humans in vitro. Selumetinib binds to serum albumin (96%)
and a-1 acid glycoprotein (< 35%).

Elimination

In pediatric patients, selumetinib had an apparent oral clearance (CL/F) of 8.8 L/hr and a mean
elimination half-life of approximately 6.2 hours following a dose of 25 mg/m?.

Metabolism

Selumetinib is primarily metabolized by CYP3A4 and to a lesser extent by CYP2C19, CYP1A2,
CYP2C9, CYP2EL, and CYP3AS. Selumetinib also undergoes glucuronidation by UGT1A1 and
UGT1A3. It is estimated that 56% of the observed intrinsic clearance of selumetinib could be attributed to
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CYP metabolism and about 29% attributed to direct glucuronidation by UGT enzymes in vitro. The active
metabolite, N-desmethyl selumetinib, is generated by CYP2C19 and CYP1A2 with additional
contribution by CYP2C9 and CYP2A6, and metabolized through the same routes as selumetinib.

N-desmethyl selumetinib represents less than 10% of selumetinib levels in human plasma, but is
approximately 3 to 5 times more potent than the parent compound, contributing to about 21% to 35% of
the overall pharmacologic activity.

Excretion

After a single oral dose of radiolabeled selumetinib 75 mg (1.5 times the recommended dose) to healthy
adults, 59% of the dose was recovered in feces (19% as unchanged) and 33% in urine (< 1% as parent).

Specific Populations

Racial or Ethnic Groups

No clinically meaningful effect on the pharmacokinetics of selumetinib or N-desmethyl selumetinib were
observed based on race (White, Asian, Black).

Patients with Renal Impairment

Following administration of a single dose of 50 mg, selumetinib exposures were similar in subjects with
end stage renal disease (CLcr < 15 mL/min) who required dialysis compared to subjects with normal
renal function (CLcr > 90 mL/min).

Patients with Hepatic Impairment

Following administration of a single-dose of selumetinib, dose normalized total AUCo.ixe decreased by
14% in subjects with mild hepatic impairment (Child-Pugh A), and increased by 59% in subjects with
moderate hepatic impairment (Child-Pugh B) and by 57% in subjects with severe hepatic impairment
(Child-Pugh class C) compared to subjects with normal hepatic function. Selumetinib unbound AUCo.inr
decreased by 31% in subjects with mild hepatic impairment (Child-Pugh A), and increased by 41% in
subjects with moderate hepatic impairment (Child-Pugh B), and 3.2-fold in subjects with severe hepatic
impairment (Child-Pugh C) compared to subjects with normal hepatic function.

Drug Interaction Studies

Clinical Studies and Model-Informed Approaches

Effect of Strong or Moderate CYP3A4 Inhibitors: Concomitant use of itraconazole (strong CYP3A4
inhibitor) increased selumetinib AUC by 49% and Cpax by 19%. Concomitant use of erythromycin
(moderate CYP3 A4 inhibitor) is predicted to increase selumetinib AUC by 41% and Crax by 23%.

Effect of Fluconazole: Concomitant use of fluconazole (strong CYP2C19 inhibitor and moderate
CYP3A4 inhibitor) increased selumetinib AUC by 53% and Cax by 26%.

Effect of Strong or Moderate CYP3A4 Inducers: Concomitant use of rifampicin (strong CYP3A4 inducer)
decreased selumetinib AUC by 51% and Cmax by 26%. Concomitant use of efavirenz (moderate CYP3A4
inducer) is predicted to decrease selumetinib AUC by 38% and Cpmax by 22%.
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In Vitro Studies

CYP Enzymes: Selumetinib does not inhibit CYP1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9,
CYP2C19, CYP2D6, CYP3A4, or CYP2EI. Selumetinib does not induce CYP3A4, CYP1A2, or
CYP2B6.

Transporter Systems: Selumetinib does not inhibit breast cancer resistance protein (BCRP),
P-glycoprotein (P-gp), OATP1B1, OATP1B3, OCT2, OAT1, OAT3, MATEI1, or MATE2K transporters.

Selumetinib is a substrate of BCRP and P-gp transporters.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity

Selumetinib was not carcinogenic in a 6-month study in rasH2 transgenic mice at exposures 24 times
(males) and 36 times (females) and in 2-year carcinogenicity study in rats at exposures 20 times (male)
and 15 times the human exposure (AUC) at the clinical dose of 25 mg/m”.

Mutagenicity

Selumetinib was not mutagenic or clastogenic in vitro. Selumetinib did result in an increase in
micronucleated immature erythrocytes (chromosome aberrations) in mouse micronucleus studies,
predominantly via an aneugenic mode of action, but at doses > 160 mg/kg (~38 times the human Cpay at
the clinical dose of 25 mg/m?).

Impairment of Fertility

In a 6-month mouse study, selumetinib did not affect male mating performance at any dose up to

20 mg/kg twice daily (approximately 33 times the human exposure based on AUC at the clinical dose of
25 mg/m? twice daily). In female mice exposed to selumetinib at 12.5 mg/kg twice daily, mating
performance and fertility were not affected. The NOAEL for both maternal toxicity and effects on
reproductive performance was 2.5 mg/kg twice daily (approximately 5 times the human exposure based
on AUC at the clinical dose of 25 mg/m? twice daily).

13.2  Animal Toxicology and/or Pharmacology

In a 26-week repeat-dose toxicology study, selumetinib at a dose of 20 mg/kg (approximately 33 times
the human exposure based on AUC at the clinical dose of 25 mg/m? twice daily) led to significant urinary
tract obstruction as well as inflammation and luminal hemorrhage of the urethra leading to early death in
male mice.

14 CLINICAL STUDIES
14.1 Neurofibromatosis Type 1 (NF1) with Inoperable Plexiform Neurofibromas (PN)

The efficacy of KOSELUGO was evaluated in SPRINT Phase II Stratum 1, an open-label, multicenter,
single arm trial (NCT01362803). Eligible patients were required to have NF1 with inoperable PN, defined
as a PN that could not be completely removed without risk for substantial morbidity due to encasement
of, or close proximity to, vital structures, invasiveness, or high vascularity of the PN. Patients were also
required to have significant morbidity related to the target PN. Morbidities that were present in > 20% of
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patients included disfigurement, motor dysfunction, pain, airway dysfunction, visual impairment, and
bladder/bowel dysfunction. Patients received KOSELUGO 25 mg/m? orally twice daily until disease
progression or unacceptable toxicity.

The major efficacy outcome measure was overall response rate (ORR), defined as the percentage of
patients with complete response (defined as disappearance of the target PN) or confirmed partial response
(defined as > 20% reduction in PN volume confirmed at a subsequent tumor assessment within

3-6 months). The target PN, defined as the PN that caused relevant clinical symptoms or complications
(PN-related morbidities), was evaluated for response rate using centrally read volumetric magnetic
resonance imaging (MRI) analysis per Response Evaluation in Neurofibromatosis and Schwannomatosis
(REINS) criteria. Tumor response was evaluated at baseline and while on treatment after every 4 cycles

for 2 years, and then every 6 cycles. An additional efficacy outcome measure was duration of response
(DoR).

A total of 50 pediatric patients received KOSELUGO. The median age was 10.2 years (range 3.5 to
17.4 years); 60% were male; and 84% were White, 8% were Black and 2% were Asian.

Efficacy results are provided in Table 8. The median time to onset of response was 7.2 months (range: 3.3
months to 1.6 years).

Table 8 Efficacy Results from SPRINT Phase II Stratum 1°
Efficacy Parameter SPRINT
N=50
Overall Response Rate
Overall Response Rate, n (%) 33 (66%)
95% CI (51, 79)
Complete Response’ 0
Confirmed Partial Response, n (%)’ 33 (66%)

Duration of Response

DoR > 12 months, n (%) 27 (82%)

CI — confidence interval, DoR — duration of response.

¥ The ORR assessment was conducted by a single National Cancer Institute reviewer who was a SPRINT
investigator and who evaluated all PN imaging from patients enrolled at all trial sites.

* Responses required confirmation at least 3 months after the criteria for first response were met.

" Complete response: disappearance of the target lesion; Partial response: decrease in target PN volume by > 20%
compared to baseline.

An independent centralized review of tumor response per REINS criteria resulted in an ORR of 44%
(95% CI: 30, 59).
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16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied

. Capsules per

Strength Description Bottle NDC Number
White, opaque, hard capsule, 60 0310-0610-60

10 mg banded and marked with “SEL
10” in black ink. 28 0310-0610-28
Blue, opaque, hard capsule, 60 0310-0625-60

25 mg banded and marked with “SEL
25” in black ink. 28 0310-0625-28

Storage

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

Dispense in original bottle. Do not remove desiccant. Protect from moisture.

17 PATIENT COUNSELING INFORMATION
Adpvise the patient to read the FDA-approved patient labeling (Patient Information).

Cardiomyopathy

Advise patients and caregivers that KOSELUGO can cause a reduction in LVEF and to immediately
report any signs or symptoms of cardiomyopathy to their healthcare provider [see Warnings and
Precautions (5.1)].

Ocular Toxicity

Advise patients and caregivers that KOSELUGO can cause ocular toxicity that can lead to blindness and
to contact their healthcare provider if the patient experiences any changes in their vision /see Warnings
and Precautions (5.2)].

Gastrointestinal Toxicity

Advise patients and caregivers that KOSELUGO can cause diarrhea and to contact their healthcare
provider at the onset of diarrhea [see Warnings and Precautions (5.3)].

Skin Toxicity

Advise patients and caregivers that KOSELUGO can cause serious skin toxicities and to contact their
healthcare provider for severe skin changes [see Warnings and Precautions (5.4)].

Increased Creatine Phosphokinase

Advise patients and caregivers that KOSELUGO can cause increased CPK and to report any signs and
symptoms of muscle pain or weakness to their healthcare provider /see Warnings and Precautions (5.5)].
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Increased Vitamin E Levels and Risk of Bleeding

Advise patients and caregivers to notify their healthcare provider if they are taking a supplement
containing vitamin E, a vitamin-K antagonist or an anti-platelet agent /see Warnings and Precautions

(5.6)].

Embryo-Fetal Toxicity

e Advise pregnant women and females of reproductive potential of the potential risk to a fetus. Advise
females of reproductive potential to inform their healthcare provider of a known or suspected
pregnancy [see Warnings and Precautions (5.7), Use in Specific Populations (8.1)].

e Advise females of reproductive potential to use effective contraception during treatment with
KOSELUGO and for 1 week after the last dose [see Use in Specific Populations (8.3)].

e Advise males with female partners of reproductive potential to use effective contraception during
treatment with KOSELUGO and for at least 1 week after the last dose [see Use in Specific
Populations (8.3), Nonclinical Toxicology (13.1)].

Lactation

Advise women not to breastfeed during treatment with KOSELUGO and for 1 week after the last dose
[see Use in Specific Populations (8.2)].

Drug Interactions

Advise patients and caregivers to inform their healthcare provider of all concomitant medications,
including prescription medicines, over-the-counter drugs, vitamins, and herbal products. Inform patients
to avoid St. John’s wort, grapefruit or grapefruit juice while taking KOSELUGO [see Drug Interactions
)]

Dosing and Administration

Inform patients and caregivers on how to take KOSELUGO with food and what to do for missed or
vomited doses [see Dosage and Administration (2.1)].

Distributed by:

AstraZeneca Pharmaceuticals LP
Wilmington, DE 19850

© AstraZeneca 2021
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Patient Information
KOSELUGO™ (ko-SEL-u-go)
(selumetinib) capsules

What is KOSELUGO?

KOSELUGO is a prescription medicine that is used to treat children 2 years of age and older with
neurofibromatosis type 1 (NF1) who have plexiform neurofibromas that cannot be completely removed
by surgery.

It is not known if KOSELUGO is safe and effective in children under 2 years of age.

Before taking KOSELUGO, tell your healthcare provider about all of your medical conditions,
including if you:
e have heart problems.
e have eye problems.
e are pregnant or plan to become pregnant. KOSELUGO can harm your unborn baby.
o Your healthcare provider should check to see if you are pregnant before you begin treatment
with KOSELUGO.
o Females who are able to become pregnant should use effective birth control (contraception)
during treatment with KOSELUGO and for 1 week after your last dose.
o Males with female partners who are able to become pregnant should use effective birth control
(contraception) during treatment with KOSELUGO and for 1 week after your last dose.
o Tell your healthcare provider right away if you become pregnant or think you may be pregnant
during treatment with KOSELUGO.
o are breastfeeding or plan to breastfeed. It is not known if KOSELUGO passes into your breast milk.
o Do not breastfeed during treatment with KOSELUGO and for 1 week after your last dose.
o 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, or herbal supplements. Especially tell your healthcare provider if you are
taking aspirin, blood thinners, or other medicines to treat blood clots. KOSELUGO contains vitamin E
which may increase your risk of bleeding.

How should | take KOSELUGO?

o Take KOSELUGO exactly as your healthcare provider tells you to.

¢ Do not change your dose or stop taking KOSELUGO unless your healthcare provider tells you to.

e Your healthcare provider may change your dose, temporarily stop, or permanently stop treatment
with KOSELUGO if you have side effects.

e Your healthcare provider will decide on the right dose of KOSELUGO based on your weight or size
(body surface area) and how many capsules of KOSELUGO to take.

o KOSELUGO should be taken around the same time each day, about 12 hours apart.

e Take KOSELUGO on an empty stomach. Do not eat food for 2 hours before your dose and 1 hour
after your dose.

o Swallow KOSELUGO capsules whole with water. Do not chew, dissolve, or open the capsules.

¢ If you miss a dose of KOSELUGO, take it as soon as you remember. If it is less than 6 hours
before your next scheduled dose, take your next dose at your regular time. Do not make up for the
missed dose.

¢ If you vomit at any time after taking KOSELUGO, do not take an additional dose. Take your next
dose at your regular time.




What should | avoid while taking KOSELUGO?
Do not drink grapefruit juice, eat grapefruit or take supplements that contain grapefruit or St. John’s
Wort during treatment with KOSELUGO.

What are the possible side effects of KOSELUGO?
KOSELUGO may cause serious side effects, including:

Heart Problems. KOSELUGO can lower the amount of blood pumped by your heart which is
common and can also be severe. Your healthcare provider will do tests before and during
treatment with KOSELUGO to check how well your heart is working. Tell your healthcare provider
right away if you get any of the following signs or symptoms:
e persistent coughing or wheezing e tiredness
e shortness of breath e increased heart rate
o swelling of your ankles and feet
Eye Problems. KOSELUGO can cause eye problems that can lead to blindness. Your healthcare
provider will check your vision before and during treatment with KOSELUGO. Tell your healthcare
provider right away if you get any of the following signs or symptoms:
o blurred vision
o loss of vision
o dark spots in your vision (floaters)
o other changes to your vision
Severe diarrhea. Diarrhea is common with KOSELUGO and can also be severe. Tell your
healthcare provider right away the first time that you get diarrhea during treatment with
KOSELUGO. Your healthcare provider may give you medicine to help control your diarrhea and
may tell you to drink more fluids.
Skin Rash. Skin rashes are common with KOSELUGO and can also be severe. Tell your
healthcare provider if you get any of the following signs or symptoms:
e rash that covers a large area of your e blisters

body
e peeling skin
Muscle problems (rhabdomyolysis). Muscle problems are common with KOSELUGO and can
also be severe. Treatment with KOSELUGO may increase the level of enzyme in your blood called
creatine phosphokinase (CPK) and may be a sign of muscle damage. Your healthcare provider
should do a blood test to check your blood levels of CPK before you start taking KOSELUGO and
during treatment. Tell your healthcare provider right away if you get any of the following signs or
symptoms:
e muscle aches or pain e dark, reddish urine
e muscle spasms and weakness

Your healthcare provider may change your dose, temporarily stop, or permanently ask you to stop
taking KOSELUGO if you have any of these side effects.

The most common side effects of KOSELUGO are:

e vomiting o fever

e stomach pain e inflammation of the mouth

e nausea e headache

e dry skin e redness around the fingernails
o feeling of tiredness, weakness or e jtching

lacking energy
e muscle and bone pain




These are not all the possible side effects of KOSELUGO.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-
FDA-1088.

How should | store KOSELUGO?

e Store KOSELUGO at room temperature, between 68°F to 77°F (20°C to 25°C).

e The bottle of KOSELUGO contains a desiccant packet to reduce moisture. Do not throw away
desiccant packet.

o Keep KOSELUGO in its original bottle.

Keep KOSELUGO and all medicines out of the reach of children.

General information about the safe and effective use of KOSELUGO.

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

What are the ingredients in KOSELUGO?
Active ingredient: selumetinib.
Inactive ingredients:

Capsule contains: vitamin E polyethylene glycol succinate.

The 10 mg capsule shell contains: hypromellose, carrageenan, potassium chloride, titanium dioxide,
carnauba wax, and purified water.

The 10 mg capsule printing ink contains: shellac, iron oxide black, propylene glycol, and ammonium
hydroxide.

The 25 mg capsule shell contains: hypromellose, carrageenan, potassium chloride, titanium dioxide,
FD&C blue 2, ferric oxide yellow, purified water, carnauba wax and/or corn starch.

The 25 mg printing ink contains: ferric oxide red, ferric oxide yellow, FD&C Blue 2 aluminum lake,
carnauba wax, shellac, glyceryl monooleate.
Distributed by: AstraZeneca Pharmaceuticals LP, Wilmington, DE 19850

©AstraZeneca 2020
For more information, go to website www.KOSELUGO.com or call 1-800-236-9933

This Patient Information has been approved by the U.S. Food and Drug Administration Issued: May/2020



ANNEX I

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

Koselugo 10 mg hard capsules

Koselugo 25 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Koselugo 10 mg hard capsules
Each hard capsule contains 10 mg of selumetinib (as hydrogen sulfate).

Koselugo 25 mg hard capsules
Each hard capsule contains 25 mg of selumetinib (as hydrogen sulfate).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Hard capsule.
Koselugo 10 mg hard capsules

White to off-white, opaque, size 4 (approximately 14 mm x 5 mm), hard capsule, which has a centre
band and is marked with “SEL 10” in black ink.

Koselugo 25 mg hard capsules
Blue, opaque, size 4 (approximately 14 mm x 5 mm), hard capsule, which has a centre band and is
marked with “SEL 25” in black ink.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Koselugo as monotherapy is indicated for the treatment of symptomatic, inoperable plexiform
neurofibromas (PN) in paediatric patients with neurofibromatosis type 1 (NF1) aged 3 years and
above.

4.2 Posology and method of administration

Treatment with Koselugo should be initiated by a physician experienced in the diagnosis and the
treatment of patients with NF1 related tumours.

Posology
The recommended dose of Koselugo is 25 mg/m? of body surface area (BSA), taken orally twice daily

(approximately every 12 hours).

Dosing is individualised based on BSA (mg/m?) and rounded to the nearest achievable 5 mg or 10 mg
dose (up to a maximum single dose of 50 mg). Different strengths of Koselugo capsules can be
combined to attain the desired dose (Table 1).



Table 1. Recommended dose based on body surface area

Body surface area (BSA)* Recommended dose
0.55 —0.69 m* 20 mg in the morning and 10 mg in the evening
0.70 — 0.89 m* 20 mg twice daily
0.90 — 1.09 m* 25 mg twice daily
1.10 - 1.29 m? 30 mg twice daily
1.30 — 1.49 m? 35 mg twice daily
1.50 — 1.69 m* 40 mg twice daily
1.70 — 1.89 m? 45 mg twice daily
>1.90 m* 50 mg twice daily

2 The recommended dose for patients with a BSA less than 0.55 m? has not been established.

Treatment with Koselugo should continue as long as clinical benefit is observed, or until PN
progression or the development of unacceptable toxicity. There is limited data in patients older

than 18, therefore continued treatment into adulthood should be based on benefits and risks to the
individual patient as assessed by the physician. However, start of treatment with Koselugo in adults is
not appropriate.

Missed dose
If a dose of Koselugo is missed, it should only be taken if it is more than 6 hours until the next
scheduled dose.

Vomiting
If vomiting occurs after Koselugo is administered, an additional dose is not to be taken. The patient
should continue with the next scheduled dose.

Dose adjustments

Interruption and/or dose reduction or permanent discontinuation of selumetinib may be

required based on individual safety and tolerability (see sections 4.4 and 4.8). Recommended dose
reductions are given in Table 2 and may require the daily dose to be divided into two administrations
of different strength or for treatment to be given as a once daily dose.

Table 2. Recommended dose reductions for adverse reactions

Body surface area | Initial Koselugo First dose reduction Second dose reduction
(BSA) dose® (mg/dose) (mg/dose)”
(mg/twice daily) Morning Evening Morning ‘ Evening
20 mg in the
0.55 - 0.69 m* morning and 10 mg 10 10 10 once daily
in the evening
0.70 — 0.89 m* 20 20 10 10 10
0.90 — 1.09 m* 25 25 10 10 10
1.10 - 1.29 m? 30 25 20 20 10
1.30 — 1.49 m? 35 25 25 25 10
1.50 — 1.69 m* 40 30 30 25 20
1.70 — 1.89 m? 45 35 30 25 20
>1.90 m* 50 35 35 25 25

® Based on BSA as shown in Table 1.
b Permanently discontinue treatment in patients unable to tolerate Koselugo after two dose reductions.
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Dose modifications for the management of adverse reactions associated with this medicinal product
are presented in Table 3.

Table 3. Recommended dose modifications for adverse reactions

CTCAE Grade* Recommended dose modification

Grade 1 or 2 (tolerable | Continue treatment and monitor as clinically indicated

— can be managed with
supportive care)

Grade 2 (intolerable — Interrupt treatment until toxicity is grade 0 or 1 and reduce by one dose
cannot be managed with | level when resuming therapy (see Table 2)

supportive care) or
Grade 3

Grade 4 Interrupt treatment until toxicity is grade 0 or 1, reduce by one dose level
when resuming therapy (see Table 2). Consider discontinuation

*Common Terminology Criteria for Adverse Events (CTCAE)

Dose modification advice for left ventricular ejection fraction (LVEF) reduction

In cases of asymptomatic LVEF reduction of > 10 percentage points from baseline and below the
institutional lower level of normal (LLN), selumetinib treatment should be interrupted until resolution.
Once resolved, selumetinib should be reduced by one dose level when resuming therapy (see Table 2).

In patients who develop symptomatic LVEF reduction or a grade 3 or 4 LVEF reduction, selumetinib
should be discontinued and a prompt cardiology referral should be carried out (see section 4.4).

Dose modification advice for ocular toxicities

Selumetinib treatment should be interrupted in patients diagnosed with retinal pigment epithelial
detachment (RPED) or central serous retinopathy (CSR) with reduced visual acuity until resolution;
reduce selumetinib by one dose level when resuming therapy (see Table 2). In patients diagnosed with
RPED or CSR without reduced visual acuity, ophthalmic assessment should be conducted every

3 weeks until resolution. In patients who are diagnosed with retinal vein occlusion (RVO), treatment
with selumetinib should be permanently discontinued (see section 4.4).

Dose adjustments for co-administration with CYP3A4 or CYP2C19 inhibitors

Concomitant use of strong or moderate CYP3A4 or CYP2C19 inhibitors is not recommended and
alternative agents should be considered. If a strong or moderate CYP3A4 or CYP2C19 inhibitor must
be co-administered, the recommended Koselugo dose reduction is as follows: If a patient is currently
taking 25 mg/m? twice daily, dose reduce to 20 mg/m? twice daily. If a patient is currently taking

20 mg/m? twice daily, dose reduce to 15 mg/m? twice daily (see Table 4 and section 4.5).



Table 4. Recommended dose to achieve 20 mg/m’ or 15 mg/m’ twice daily dose level

Body Surface 20 mg/m’ twice daily (mg/dose) 15 mg/m’ twice daily (mg/dose)
Area Morning Evening Morning ‘ Evening
0.55 - 0.69 m* 10 10 10 mg once a day
0.70 — 0.89 m* 20 10 10 10
0.90 — 1.09 m? 20 20 20 10
1.10 - 1.29 m? 25 25 25 10
1.30 — 1.49 m? 30 25 25 20
1.50 — 1.69 m* 35 30 25 25
1.70 — 1.89 m? 35 35 30 25
>1.90 m’ 40 40 30 30
Special populations

Renal impairment
Based on clinical trials no dose adjustment is recommended in patients with mild, moderate, severe
renal impairment or those with end stage renal disease (ESRD) (see section 5.2).

Hepatic impairment

Based on clinical trials, no dose adjustment is recommended in patients with mild hepatic impairment.
The starting dose should be reduced in patients with moderate hepatic impairment to 20 mg/m* BSA,
twice daily (see Table 4). Koselugo is contraindicated for use in patients with severe hepatic
impairment (see sections 4.3 and 5.2).

Ethnicity

Increased systemic exposure has been seen in adult Asian subjects, although there is considerable
overlap with Western subjects when corrected for body weight. No specific adjustment to the starting
dose is recommended for paediatric Asian patients, however these patients, should be closely
monitored for adverse events (see section 5.2).

Paediatric population
The safety and efficacy of Koselugo in children less than 3 years of age has not been established. No
data are available.

Method of administration
Koselugo is for oral use. It should be taken on an empty stomach with no food or drink other than
water 2 hours prior to dosing and 1 hour after dosing (see sections 4.5 and 5.2).

The capsules should be swallowed whole with water. The capsules should not be chewed, dissolved,
or opened, because this could impair drug release and affect the absorption of selumetinib.

Koselugo should not be administered to patients who are unable or unwilling to swallow the capsule
whole. Patients should be assessed for their ability to swallow a capsule before starting treatment.
Standard medicine swallowing techniques are expected to be sufficient to swallow selumetinib
capsules. For patients who have difficulties swallowing the capsule, referral to an appropriate health
care professional such as a speech and language therapist could be considered to identify suitable
methods that can be tailored to the particular patient.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Severe hepatic impairment (see sections 4.2 and 5.2).
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4.4 Special warnings and precautions for use

Left ventricular ejection fraction (LVEF) reduction

Asymptomatic decreases in ejection fraction have been reported in 22% of paediatric patients in the
pivotal clinical trial. Median time to initial onset of these adverse reactions was 226 days. A small
number of serious reports of LVEF reduction associated with selumetinib have been reported in
paediatric patients who participated in an expanded access program (see section 4.8).

Paediatric patients with a history of impaired left ventricular function or a baseline LVEF below
institutional LLN have not been studied. LVEF should be evaluated by echocardiogram before
initiation of treatment to establish baseline values. Prior to starting selumetinib treatment, patients
should have an ejection fraction above the institutional LLN.

LVEF should be evaluated at approximately 3-month intervals, or more frequently as clinically
indicated, during treatment. Reduction in LVEF can be managed using treatment interruption, dose
reduction or treatment discontinuation (see section 4.2).

Ocular toxicity

Patients should be advised to report any new visual disturbances. Adverse reactions of blurred vision
have been reported in paediatric patients receiving selumetinib. Isolated cases of RPED, CSR and
RVO in adult patients with multiple tumour types, receiving treatment with selumetinib monotherapy
and in combination with other anti-cancer agents, and in a single paediatric patient with pilocytic
astrocytoma on selumetinib monotherapy, have been observed (see section 4.8).

In line with clinical practice an ophthalmological evaluation prior to treatment initiation and at any
time a patient reports new visual disturbances is recommended. In patients diagnosed with RPED or
CSR without reduced visual acuity, ophthalmic assessment should be conducted every 3 weeks until
resolution. If RPED or CSR is diagnosed and visual acuity is affected, selumetinib therapy should be
interrupted and the dose reduced when treatment is resumed (see section 4.2). If RVO is diagnosed,
treatment with selumetinib should be permanently discontinued (see section 4.2).

Liver laboratory abnormalities

Liver laboratory abnormalities, specifically AST and ALT elevations, can occur with selumetinib (see
section 4.8). Liver laboratory values should be monitored before initiation of selumetinib and at least
monthly during the 6 first months of treatment, and thereafter as clinically indicated. Liver laboratory
abnormalities should be managed with dose interruption, reduction or treatment discontinuation (see
Table 2 in section 4.2).

Skin and subcutaneous disorders

Skin rash (including maculopapular rash and acneiform rash), paronychia and hair changes have been
reported very commonly in the pivotal clinical study (see section 4.8). Pustular rash, hair colour
changes and dry skin were seen more frequently in younger children (age 3-11 years) and acneiform
rash was seen more frequently in post-pubertal children (age 12-16 years).

Vitamin E supplementation

Patients should be advised not to take any supplemental vitamin E. Koselugo 10 mg capsules contain
32 mg vitamin E as the excipient, D-alpha-tocopheryl polyethylene glycol 1000 succinate (TPGS).
Koselugo 25 mg capsules contain 36 mg vitamin E as TPGS. High doses of vitamin E may increase
the risk of bleeding in patients taking concomitant anticoagulant or antiplatelet medicinal products
(e.g., warfarin or acetylsalicylic acid). Anticoagulant assessments, including international normalised
ratio or prothrombin time, should be conducted more frequently to detect when dose adjustments of
the anticoagulant or antiplatelet medicinal products are warranted (see section 4.5).




Risk of choking
Selumetinib is available as a capsule which must be swallowed whole. Some patients, in particular

children < 6 years of age, may be at risk of choking on a capsule formulation due to developmental,
anatomical or psychological reasons. Therefore, selumetinib should not be administered to patients
who are unable or unwilling to swallow the capsule whole (see section 4.2).

Women of child bearing potential
Koselugo is not recommended in women of child bearing potential who are not using contraception
(see section 4.6).

4.5 Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in healthy adults (aged > 18 years).

Active substances that may increase selumetinib plasma concentrations

Co-administration with a strong CYP3A4 inhibitor (200 mg itraconazole twice daily for 4 days)
increased selumetinib Cpax by 19% (90% CI 4, 35) and AUC by 49% (90% CI 40, 59) in healthy adult
subjects.

Co-administration with a strong CYP2C19/moderate CYP3A4 inhibitor (200 mg fluconazole once
daily for 4 days) increased selumetinib Cmax by 26% (90% CI 10, 43) and AUC by 53% (90% CI 44,
63) in healthy adult subjects, respectively.

Concomitant use of erythromycin (moderate CYP3A4 inhibitor) or fluoxetine (strong
CYP2C19/CYP2D6 inhibitor) is predicted to increase selumetinib AUC by ~30-40% and Cpmax by
~20%.

Co-administration with medicinal products that are strong inhibitors of CYP3A4 (e.g., clarithromycin,
grapefruit juice, oral ketoconazole) or CYP2C19 (e.g., ticlopidine) should be avoided.
Co-administration with medicinal products that are moderate inhibitors of CYP3A4 (e.g.,
erythromycin and fluconazole) and CYP2C19 (e.g., omeprazole) should be avoided.

If co-administration is unavoidable, patients should be carefully monitored for adverse events and the
selumetinib dose should be reduced (see section 4.2 and Table 4).

Active substances that may decrease selumetinib plasma concentrations
Co-administration with a strong CYP3A4 inducer (600 mg rifampicin daily for 8 days) decreased
selumetinib Cpax by -26% (90% CI -17, -34) and AUC by -51% (90% CI -47, -54).

Concomitant use of strong CYP3A4 inducers (e.g., phenytoin, rifampicin, carbamazepine, St. John’s
Wort) or moderate CYP3A4 inducers with Koselugo should be avoided.

Active substances whose plasma concentrations may be altered by selumetinib

In vitro, selumetinib is an inhibitor of OAT3. The potential for a clinically relevant effect on the
pharmacokinetics of concomitantly administered substrates of OAT3 (e.g., methotrexate and
furosemide) cannot be excluded (see section 5.2).

TPGS is a P-gp inhibitor in vitro and it cannot be excluded that it may cause clinically relevant drug
interactions with substrates of P-gp (e.g. digoxin or fexofenadine).

The effect of selumetinib on the exposure of oral contraceptives has not been evaluated. Therefore, use
of an additional barrier method should be recommended to women using hormonal contraceptives (see
section 4.6).



Effect of gastric acid reducing agents on selumetinib

Selumetinib capsules do not exhibit pH dependent dissolution. Koselugo can be used concomitantly
with gastric pH modifying agents (i.e. H2-receptor antagonists and proton pump inhibitors) without
restrictions, except for omeprazole which is a CYP2C19 inhibitor.

Vitamin E

Koselugo capsules contain vitamin E as the excipient TPGS. Therefore, patients should avoid taking
supplemental vitamin E and anticoagulant assessments should be performed more frequently in
patients taking concomitant anticoagulant or antiplatelet medicinal products (see section 4.4).

4.6  Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females

Women of childbearing potential should be advised to avoid becoming pregnant while receiving
Koselugo. It is recommended that a pregnancy test should be performed on women of childbearing
potential prior to initiating treatment.

Both male and female patients (of reproductive potential) should be advised to use effective
contraception during and for at least 1 week after completion of treatment with Koselugo. It cannot be
excluded that selumetinib may reduce the effectiveness of oral contraceptives, therefore women using
hormonal contraceptives should be recommended to add a barrier method (see section 4.5).

Pregnancy
There are no data on the use of selumetinib in pregnant women. Studies in animals have shown

reproductive toxicity including embryofoetal death, structural defects and reduced foetal weights (see
section 5.3). Koselugo is not recommended during pregnancy and in women of childbearing potential
not using contraception (see section 4.4).

If a female patient or a female partner of a male patient receiving Koselugo becomes pregnant, she
should be apprised of the potential risk to the foetus.

Breast-feeding
It is not known whether selumetinib, or its metabolites, are excreted in human milk. Selumetinib and

its active metabolite are excreted in the milk of lactating mice (see section 5.3). A risk to the breast-fed
child cannot be excluded, therefore breast-feeding should be discontinued during treatment with
Koselugo.

Fertility

There are no data on the effect of Koselugo on human fertility. Selumetinib had no impact on fertility
and mating performance in male and female mice, although a reduction in embryonic survival was
observed in female mice (see section 5.3).

4.7 Effects on ability to drive and use machines

Koselugo may have a minor influence on the ability to drive and use machines. Fatigue, asthenia and
visual disturbances have been reported during treatment with selumetinib and patients who experience
these symptoms should observe caution when driving or using machines.

4.8 Undesirable effects

Summary of the safety profile

The safety profile of selumetinib monotherapy in paediatric patients with NF1 who have inoperable
PN has been determined following evaluation of a combined safety population of 74 paediatric
patients (20-30 mg/m?” twice daily). This paediatric “pool’ of patients comprised 50 patients in
SPRINT phase II stratum I, treated with selumetinib 25 mg/m? twice daily (the pivotal dataset) and
24 patients in SPRINT phase I treated with 20 to 30 mg/m? selumetinib twice daily (the dose finding
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study). There were no clinically relevant differences in the safety profile between SPRINT phase I and
SPRINT phase II stratum 1. This safety profile was also substantiated by a pool of safety data from

7 AstraZeneca sponsored studies in adult patients with multiple tumour types (N = 347) who received
75 to 100 mg twice daily).

In the paediatric pool, the median total duration of selumetinib treatment in paediatric patients with
NF1 who have PN was 28 months (range: < 1 to 71 months), 23% of patients were exposed to
selumetinib treatment for > 48 months. Patients aged > 2 to 11 years (N = 45) had a higher incidence
of the following adverse drug reactions (ADRs) compared to patients aged 12 to 18 years

(N = 29): hypoalbuminaemia, dry skin, pyrexia, hair colour changes.

In the paediatric pool (N = 74; comprises 50 patients from the pivotal SPRINT phase II

stratum 1 dataset and 24 patients from the supportive SPRINT phase I dataset), the most common
adverse reactions of any grade (incidence > 45%) were vomiting (82%), rash (80%), blood creatine
phosphokinase increased (76%), diarrhoea (77%), nausea (73%), asthenic events (59%), dry skin
(58%), pyrexia (57%), acneiform rash (54%), hypoalbuminaemia (50%), aspartate aminotransferase
increased (50%) and paronychia (45%). Dose interruptions and reductions due to adverse events were
reported in 78% and 32% of patients, respectively. The most commonly reported ADRs leading to
dose modification (dose interrupted or dose reduced) of selumetinib were vomiting (26%), paronychia
(16%), diarrhoea (15%) and nausea (11%). Permanent discontinuation due to adverse events was
reported in 12% of the patients. The following serious adverse reactions were reported: diarrhoea
(3%), anaemia (3%) pyrexia (3%), blood CPK increased (3%), blood creatinine increased (1%).

Tabulated list of adverse reactions

Table 5 presents the adverse reactions identified in the paediatric population with NF1 who have
inoperable PN and in adult patients (see footnote to Table 5). The frequency is determined from the
paediatric pool (N = 74); comprises 50 patients from the pivotal SPRINT phase II stratum 1 dataset
and 24 patients from supportive SPRINT phase I dataset. Adverse drug reactions(ADRs) are organised
by MedDRA system organ class (SOC). Within each SOC, preferred terms are arranged by decreasing
frequency and then by decreasing seriousness. Frequencies of occurrence of adverse reactions are
defined as: very common (> 1/10); common (> 1/100 to < 1/10); uncommon (= 1/1,000 to < 1/100);
rare (> 1/10,000 to < 1/1000); very rare (< 1/10,000) and not known (cannot be estimated from
available data), including isolated reports.

Table 5. Adverse drug reactions reported in the paediatric pool (pivotal SPRINT phase IT
stratum 1 [N = 50] and supportive SPRINT phase I [N = 24]) and in other identified clinical
trials in adult patients (N = 347)'"

MedDRA SOC MedDRA Term Overall Frequency Frequency of CTCAE
(All CTCAE grades) grade 3 and Above'
NF1 paediatric pool* NF1 paediatric pool*
N=174) N=174)
Eye disorders Vision blurred” Common (9%) -
Respiratory, Dyspnoea* Common (5%) -
thoracic &
mediastinal
disorders
Gastrointestinal Vomiting Very common (82%) Common (8%)
disorders Diarrhoea” Very common (77%) Very common (15%)
Nausea” Very common (73%) Common (1%)
Stomatitis” Very common (38%) Common (1%)
Dry mouth Common (5%) -
Skin and Rash” * Very common (80%) Common (5%)
subcutaneous tissue | Dry skin Very common (58%) -
disorders Rash acneiform” * Very common (54%) Common (3%)
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MedDRA SOC MedDRA Term Overall Frequency Frequency of CTCAE
(All CTCAE grades) grade 3 and Above'
NF1 paediatric pool* NF1 paediatric pool*
N=174) N=174)
Paronychia” Very common (45%) Common (9%)
Hair changes” * Very common (39%) -
General disorders Asthenic events* Very common (59%) -
Pyrexia Very common (57%) Common (8%)
Peripheral oedema* | Very common (12%) -
Facial oedema* Common (7%) -
Investigations Blood CPK Very common (76%) Common (9%)
increased”
Hypoalbuminaemia | Very common (50%) -
AST increased Very common (50%) Common (1%)
Haemoglobin Very common (45%) Common (3%)
decreased*
ALT increased Very common (36%) Common (3%)
Blood creatinine Very common (28%) Common (1%)
increased
Ejection fraction Very common (23%) Common (1%)
decreased”
Increased blood Very common (16%) -
pressure*
Retinal pigment Uncommon (0.6%) -
epithelial detachment
(RPED)/ Central
Eye disorders serous retinopathy
(CSR)* 11

Retinal vein
occlusion (RVO)* 7

Uncommon (0.3%)

Per National Cancer Institute CTCAE version 4.03

CPK = creatine phosphokinase; AST = aspartate aminotransferase; ALT = alanine aminotransferase.
" See Description of selected adverse reactions
T All reactions were CTCAE grade 3, except for one CTCAE grade 4 event of blood CPK increased and one
CTCAE grade 4 event of blood creatinine increased. There were no deaths.
" Identified ADRs from other clinical trial experience in adult patients (N = 347), with multiple tumour types,
receiving treatment with selumetinib (75 mg twice daily). These ADRs have not been reported in paediatric
population with NF1 who have inoperable PN.
* Paediatric pool (N=74) percentage rounded to the nearest decimal.
* ADRs based on grouping of individual preferred terms (PT):
Asthenic events: asthenia, fatigue,
CSR/RPED: Detachment of macular retinal pigment epithelium, chorioretinopathy
Dyspnoea: dyspnoea exertional, dyspnoea, dyspnoea at rest
Facial oedema: face odema, periorbital oedema
Haemoglobin decreased: anaemia, haemoglobin decreased
Hair changes: alopecia, hair colour change
Increased blood pressure: blood pressure increased, hypertension
Peripheral oedema: oedema peripheral, oedema
Rash (acneiform): dermatitis acneiform
Rash: dermatitis acneiform, rash maculo-papular, rash papular, rash, rash erythematous, rash macular
RVO: retinal vascular disorder, retinal vein occlusion, retinal vein thrombosis
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Description of selected adverse reactions

Left ventricular ejection fraction (LVEF) reduction

In SPRINT, phase II stratum 1, LVEF reduction (PT: ejection fraction decreased) was reported in

11 (22%) patients; all cases were grade 2, asymptomatic and did not lead to dose interruptions,
reductions or discontinuation. Of the 11 patients, 6 patients recovered and for 5 patients the outcome
was not reported. The median time to first occurrence of LVEF reduction was 226 days (median
duration 78 days). The majority of LVEF reduction adverse reactions were reported as reductions from
baseline (= 10% reduction) but were considered to remain in the normal range. Patients with LVEF
lower than the institutional LLN at baseline were not included in the pivotal study. In addition, 2
serious cases of LVEF reduction associated with selumetinib have been reported in paediatric patients
who participated in an expanded access program. For clinical management of LVEF reduction, see
sections 4.2 and 4.4.

Ocular toxicity

In SPRINT, phase II stratum 1, grade 1 and 2 adverse reactions of blurred vision were reported in
4 (8%) patients. Two patients required dose interruption. All adverse reactions were managed without
dose reduction. For clinical management of new visual disturbances, see sections 4.2 and 4.4.

In addition, a single event of RPED was reported in a paediatric patient receiving selumetinib
monotherapy (25 mg/m? twice daily) for pilocytic astrocytoma involving the optic pathway in an
externally sponsored paediatric study (see sections 4.2 and 4.4).

Paronychia
In SPRINT, phase II stratum 1, paronychia was reported in 23 (46%) patients, the median time to first

onset of maximum grade paronychia adverse reaction was 306 days and the median duration of
adverse reactions was 96 days. The majority of these adverse reactions were grade 1 or 2 and were
treated with supportive or symptomatic therapy and/or dose modification. Grade > 3 events occurred
in three (6%) patients. Seven patients (3 with a maximum grade 3 adverse reaction and 4 with a
maximum grade 2 adverse reaction) had a selumetinib dose interruption for adverse reactions of
paronychia, of whom 3 had dose interruption followed by dose reduction (2 patients required a second
dose reduction). In one patient (2%) the event led to discontinuation.

Blood creatine phosphokinase (CPK) increase

Adverse reactions of blood CPK elevation occurred in 76% of patients in SPRINT phase II stratum 1.
The median time to first onset of the maximum grade CPK increase was 106 days and the median
duration of adverse reactions was 126 days. The majority of adverse reactions were grade 1 or 2 and
resolved with no change in selumetinib dose. Grade > 3 adverse reactions occurred in three (6%)
patients. A grade 4 adverse reaction led to treatment interruption followed by dose reduction.

Gastrointestinal toxicities

In SPRINT, phase II stratum 1, vomiting (41 patients, 82%, median duration 3 days), diarrhoea

(35 patients, 70%, median duration 5 days), nausea (33 patients, 66%, median duration 16 days), and
stomatitis (25 patients, 50%, median duration 12 days) were the most commonly reported
gastrointestinal (GI) reactions. The majority of these cases were grade 1 or 2 and did not require any
dose interruptions or dose reductions.

Grade 3 adverse reactions were reported for diarrhoea (8 patients, 16%), nausea (1 patient, 2%), and
vomiting (3 patients, 6%). For one patient diarrhoea led to dose reduction and subsequent
discontinuation. No dose reduction or discontinuation was required for adverse reactions of nausea,
vomiting or stomatitis.

Skin toxicities

In SPRINT, phase II stratum 1, acneiform rash was observed in 25 (50%) patients (median time to
onset 13 days; median duration of 60 days for the maximum CTCAE grade event). The majority of
these cases were grade 1 or 2, observed in post-pubertal patients (> 12 years) and did not require any
dose interruptions or reductions. Grade 3 adverse reactions were reported for 4%.
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Other (non-acneiform) rashes were observed in 35 (70%) patients in the pivotal study and were
predominantly grade 1 or 2.

Hair changes
In SPRINT, phase II stratum 1, 32% of patients experienced hair changes (reported as hair lightening

[PT: hair colour changes] in 11 patients (22%) and hair thinning [PT: alopecia]) in 12 patients (24%));
in 7 patients (14%) both alopecia and hair colour changes were reported during treatment. All cases
were grade 1 and did not require dose interruption or dose reduction.

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.

4.9 Overdose

There is no specific treatment for overdose. If overdose occurs, patients should be closely monitored
for signs and symptoms of adverse reactions and treated supportively with appropriate monitoring as
necessary. Dialysis is ineffective in the treatment of overdose.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents, protein kinase inhibitor, ATC code: LO1EE04
Mechanism of action

Selumetinib is a selective inhibitor of mitogen activated protein kinase kinases 1 and 2 (MEK 1/2).
Selumetinib blocks MEK activity and the RAF-MEK-ERK pathway. Therefore, MEK inhibition can

block the proliferation and survival of tumour cells in which the RAF-MEK-ERK pathway is
activated.

Clinical efficacy

The efficacy of Koselugo was evaluated in an open-label, multi-centre, single-arm study (SPRINT)
phase II stratum 1 of 50 paediatric patients with NF1 inoperable PN that caused significant morbidity.
Inoperable PN was defined as a PN that could not be surgically completely removed without risk for
substantial morbidity due to encasement of, or close proximity to, vital structures, invasiveness, or
high vascularity of the PN. Patients were excluded for the following ocular toxicities: any current or
past history of CSR, current or past history of RVO, known intraocular pressure > 21 mmHg (or upper
limit of normal adjusted by age) or uncontrolled glaucoma. Patients received 25 mg/m?* (BSA) twice
daily, for 28 days (1 treatment cycle), on a continuous dosing schedule. Treatment was discontinued if
a patient was no longer deriving clinical benefit, experienced unacceptable toxicity or PN progression,
or at the discretion of the investigator.

The target PN, the PN that caused relevant clinical symptoms or complications (PN-related
morbidities), was evaluated for response rate using centrally read volumetric magnetic resonance
imaging (MRI) analysis per Response Evaluation in Neurofibromatosis and Schwannomatosis
(REINS) criteria. Tumour response was evaluated at baseline and while on treatment after every
4 cycles for 2 years, and then every 6 cycles.

Patients had target PN MRI volumetric evaluations and clinical outcome assessments, which included
functional assessments and patient reported outcomes.
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The median age of the patients was 10.2 years (range: 3.5 to 17.4 years), 60% were male and 84%
were Caucasian.

The median target PN volume at baseline was 487.5 mL (range: 5.6 - 3820 mL). PN-related
morbidities that were present in > 20% of patients included disfigurement, motor dysfunction, pain,
airway dysfunction, visual impairment, and bladder/bowel dysfunction.

The primary efficacy endpoint was objective response rate (ORR), defined as the percentage of
patients with complete response (defined as disappearance of the target PN) or confirmed partial
response (defined as > 20% reduction in PN volume, confirmed at a subsequent tumour assessment
within 3-6 months), based on National Cancer Institute (NCI) centralised review. Duration of response
(DoR) was also evaluated.

Efficacy results are provided in Table 6.

Table 6. Efficacy results from SPRINT phase II stratum 1

Efficacy parameter SPRINT

(N =50)
Objective response rate "
Objective response rate, % (95% CI) 33 (66%) (51.2 - 78.8)
Complete response 0
Confirmed partial response, n (%)" 33 (66%)
Duration of response
DoR > 12 months, n (%) 27 (82%)

CI - confidence interval, DoR — duration of response.

a Responses required confirmation at least 3 months after the criteria for first partial response were met.

b Complete response: disappearance of the target lesion; partial response: decrease in target PN volume by
> 20% compared to baseline.

An independent centralized review of tumor response per REINS criteria resulted in an ORR of 44%
(95% CI: 30.0, 58.7).

The median time to onset of response was 7.2 months (range 3.3 months to 1.6 years). The median
(min-max) time to the maximal PN shrinkage from baseline was 14.6 months (3.3 months to

2.7 years).The median DoR from onset of response was not reached; at the time of data cut-off the
median follow-up time was 22.1 months. The median time from treatment initiation to disease
progression while on treatment was not reached.

At the time of data cut-off, 28 (56%) patients remained in confirmed partial response, 2 (4%) had
unconfirmed partial responses, 15 (30%) had stable disease and 3 (6%) had progressive disease.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Koselugo in one or more subsets of the paediatric population in NF1 PN (see section 4.2 for
information on paediatric use).

This medicinal product has been authorized under a so-called “conditional approval” scheme. This
means that further evidence on this medicinal product is awaited. The European Medicines Agency
(EMA) will review new information on the product every year and this SmPC will be updated as
necessary

5.2 Pharmacokinetic properties

At the recommended dose of 25 mg/m? twice daily in paediatric patients (3 to < 18 years old), the
geometric mean (coefficient of variation [CV%]) maximum plasma concentration (Cmax) was 731
(62%) ng/mL and that of the area under the plasma drug concentration curve (AUC,.12) following the
first dose was 2009 (35%) ng-h/mL. Minimal accumulation of ~1.1-fold was observed at steady state
upon twice daily dosing.
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In paediatric patients, at a dose level of 25 mg/m?, selumetinib has an apparent oral clearance of
8.8 L/h, mean apparent volume of distribution at steady state of 78 L and mean elimination half-life of
~6.2 hours.

Absorption
In healthy adult subjects, the mean absolute oral bioavailability of selumetinib was 62%.

Following oral dosing, selumetinib is rapidly absorbed, producing peak steady state plasma
concentrations (Tmax) between 1-1.5 hours post-dose.

Effect of food

In separate clinical studies, in healthy adult subjects and in adult patients with advanced solid
malignancies at a dose of 75 mg, co-administration of selumetinib with a high-fat meal resulted in a
mean decrease in Cmax of 50% and 62%, respectively, compared to fasting administration. Selumetinib
mean AUC was reduced by 16% and 19%, respectively, and the time to reach maximum concentration
(Tmax) was delayed by approximately 1.5 to 3 hours (see section 4.2).

In healthy adult subjects at a dose of 50 mg, co-administration of selumetinib with a low-fat meal
resulted in 60% lower Crnax Wwhen compared to fasting administration. Selumetinib AUC was reduced
by 38%, and the time to reach maximum concentration (Tmax) Was delayed by approximately 0.9 hours
(see section 4.2).

Distribution
The mean apparent volume of distribution at steady state of selumetinib across 20 to 30 mg/m? ranged
from 78 to 171 L in paediatric patients, indicating moderate distribution into tissue.

In vitro plasma protein binding is 98.4% in humans. Selumetinib mostly binds to serum albumin
(96.1%) than o-1 acid glycoprotein (< 35%).

Biotransformation

In vitro, selumetinib undergoes phase 1 metabolic reactions including oxidation of the side chain, N-
demethylation, and loss of the side chain to form amide and acid metabolites. CYP3A4 is the
predominant isoform responsible for selumetinib oxidative metabolism with CYP2C19, CYP2C9,
CYP2E1 and CYP3AS involved to a lesser extent. /n vitro studies indicate that selumetinib also
undergoes direct phase 2 metabolic reactions to form glucuronide conjugates principally involving the
enzymes UGT1A1 and UGT1A3. Glucuronidation is a significant route of elimination for selumetinib
phase 1 metabolites involving several UGT isoforms.

Following oral dosing of '“C-selumetinib to healthy male subjects, unchanged selumetinib (~40% of
the radioactivity) with other metabolites including glucuronide of imidazoindazole metabolite (M2;
22%), selumetinib glucuronide (M4; 7%), N-desmethyl selumetinib (M8; 3%), and N-desmethyl
carboxylic acid (M11; 4%) accounted for the majority of the circulating radioactivity in human
plasma. N-desmethyl selumetinib represents less than 10% of selumetinib levels in human plasma but
is approximately 3 to 5 times more potent than the parent compound, contributing to about 21% to
35% of the overall pharmacologic activity.

Interactions

In vitro, selumetinib is not an inhibitor of CYP1A2, CYP2A6, CYP2B6, CYP2CS, CYP2C9,
CYP2C19, CYP2D6, CYP3A4 and CYP2EL. In vitro, selumetinib is not an inducer of CYP1A2 and
CYP2B6. Selumetinib is an inducer of CYP3A4 in vitro, this is however not expected to be clinically
relevant.

In vitro, selumetinib inhibits UGT1A3, UGT1A4, UGT1A6 and UGT1A9 however these effects are
not expected to be clinically relevant.
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Interactions with transport proteins

Based on in vitro studies, selumetinib is a substrate for BCRP and P-gp transporters but is unlikely to
be subjected to clinically relevant drug interactions. In vitro studies suggest that selumetinib does not
inhibit the breast cancer resistance protein (BCRP), P-glycoprotein (P-gp), OATP1B1, OATP1B3,
OCT2, OAT1, MATE1 and MATE2K at the recommended paediatric dose. A clinically relevant effect
on the pharmacokinetics of concomitantly administered substrates of OAT3 cannot be excluded.

Elimination

In healthy adult subjects, following a single oral 75 mg dose of radiolabelled selumetinib, 59% of the
dose was recovered in faeces (19% unchanged) while 33% of the administered dose (< 1% as parent)
was found in urine by 9 days of sample collection.

Special populations

Renal impairment

The exposure of 50 mg oral selumetinib was investigated in adult subjects with normal renal function
(n=11) and subjects with ESRD (n = 12). The ESRD group showed 16% and 28% lower Cmax and
AUC, respectively, with the fraction of unbound selumetinib being 35% higher in ESRD subjects. As
a result, the unbound Cnax and AUC ratios were 0.97 and 1.13 in the ESRD group when compared to
the group with normal renal function. A small increase, approximately 20% AUC, in the N-desmethyl
metabolite to parent ratio was detected in the ESRD group when compared to the normal group. As
exposure in ESRD subjects was similar to those with normal renal function, investigations in mild,
moderate and severe renally impaired subjects were not performed. Renal impairment is expected to
have no meaningful influence on the exposure of selumetinib (see section 4.2).

Hepatic impairment

Adult subjects with normal hepatic function (n = 8) and mild hepatic impairment (Child-Pugh A,

n = §) were dosed with 50 mg selumetinib, subjects with moderate hepatic impairment (Child-Pugh B,
n = §) were administered a 50 or 25 mg dose, and subjects with severe hepatic impairment (Child-
Pugh C, n = 8) were administered a 20 mg dose. Selumetinib total dose normalised AUC and unbound
AUC were 86% and 69% respectively, in mild hepatic impairment patients, compared to the AUC
values for subjects with normal hepatic function. Selumetinib exposure (AUC) was higher in patients
with moderate (Child-Pugh B) and severe (Child-Pugh C) hepatic impairment; the total AUC and
unbound AUC values were 159% and 141% (Child-Pugh B) and 157% and 317% (Child-Pugh C),
respectively, of subjects with normal hepatic function (see section 4.2). There was a trend of lower
protein binding in subjects with severe hepatic impairment although the protein binding remained

> 99% (see section 4.3).

Ethnicity

Following a single-dose, selumetinib exposure appears to be higher in Japanese, non-Japanese-Asian
and Indian healthy adult subjects compared to Western adult subjects, however, there is considerable
overlap with Western subjects when corrected for body weight or BSA (see section 4.2).

Adult patients (> 18 years old)
The PK parameters in adult healthy subjects and adult patients with advanced solid malignancies, are
similar to those in paediatric patients (3 to < 18 years old) with NF1.

In adult patients, Cmax and AUC increased dose proportionally over a 25 mg to 100 mg dose range.

5.3 Preclinical safety data

Genotoxicity

Selumetinib was positive in the mouse micronucleus study via an aneugenic mode of action. The free
mean exposure (Cmax) at the no observed effect level (NOEL) was approximately 27-times greater than
clinical free exposure at the maximum recommended human dose (MRHD) of 25 mg/m?,
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Carcinogenicity

Selumetinib was not carcinogenic in rats or transgenic mice.

Repeat-dose toxicity

In repeat-dose toxicity studies in mice, rats and monkeys, the main effects seen after selumetinib
exposure were in the skin, GI tract and bones. Scabs associated with microscopic erosions and
ulceration at a free exposure similar to the clinical exposure (free AUC) at the MRHD were seen in
rats. Inflammatory and ulcerative GI tract findings associated with secondary changes in the liver and
lymphoreticular system at free exposures approximately 28 times the clinical free exposure at the
MRHD were observed in mice. Growth plate (physeal) dysplasia was seen in male rats dosed for up to
3 months with selumetinib at a free exposure 11 times the clinical free exposure at the MRHD.

GI findings showed evidence of reversibility following a recovery period. Reversibility for skin
toxicities and physeal dysplasia was not evaluated. Vascular engorgement of the corpus cavernosum of
the bulbocavernosus muscle were observed in male mice in a 26-week study at a dose of 40 mg/kg/day
(28 times the free AUC in humans at the MRHD) leading to significant urinary tract obstruction as
well as inflammation and luminal hemorrhage of the urethra leading to early death in male mice.

Reproductive toxicology

Developmental and reproduction toxicity studies were conducted in mice. Fertility was not affected in
male mice at up to 40 mg/kg/day (corresponding to 22-fold the free AUC in humans at the MRHD). In
females, mating performance and fertility were not affected at up to 75 mg/kg/day, but a reversible
decrease in the number of live fetuses was observed at this dose level; the NOAEL for effects on
reproductive performance was 5 mg/kg/day (approximately 3.5-fold the free AUC in humans at the
MRHD). A treatment-related increase in the incidence of external malformations (open eye, cleft
palate) was reported in absence of maternal toxicity in embryo-fetal development studies at

> 5 mg/kg/day, and in the pre- and post-natal development study at > 1 mg/kg/day (corresponding to
0.4-fold the free Cmax in humans at the MRHD). The other treatment related effects observed at non-
maternotoxic dose levels in these studies consisted of embryo-lethality and decreased fetal weight at

> 25 mg/kg/day (corresponding to 22-fold the free AUC in humans at the MRHD), reductions in post-
natal pup growth and at weaning a lower number of pups met the pupil constriction criterion at

15 mg/kg/day (corresponding to 3.6-fold the free Crax in humans at the MRHD). Selumetinib and its
active metabolite were excreted in the milk of lactating mice at concentrations approximately the same
as those in plasma.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule content
Vitamin E polyethylene glycol succinate (D a-tocopheryl polyethylene glycol succinate).

Capsule shell
Koselugo 10 mg hard capsules

Hypromellose (E464)
Carrageenan (E407)
Potassium chloride (E508)
Titanium dioxide (E171)
Carnauba wax (E903)

Koselugo 25 mg hard capsules
Hypromellose (E464)

Carrageenan (E407)

Potassium chloride (E508)

Titanium dioxide (E171)

Indigo carmine aluminium lake (E132)
Iron oxide yellow (E172)
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Carnauba wax (E903)
Maize starch

Printing ink

Koselugo 10 mg hard capsules
Shellac glaze, standard (E904)
Iron oxide black (E172)
Propylene glycol (E1520)
Ammonium hydroxide (E527)

Koselugo 25 mg hard capsules

Iron oxide red (E172)

Iron oxide yellow (E172)

Indigo carmine aluminium lake (E132)
Carnauba wax (E903)

Shellac, standard (E904)

Glyceryl mono-oleate

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4 Special precautions for storage

Do not store above 30 °C.

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

6.5 Nature and contents of container

Koselugo 10 mg hard capsules
High-density polyethylene (HDPE) plastic bottle with white child-resistant polypropylene closure.

Koselugo 25 mg hard capsules
High-density polyethylene (HDPE) plastic bottle with blue child-resistant polypropylene closure.

Each bottle contains 60 hard capsules and a silica gel desiccant. Each carton contains one bottle.
6.6  Special precautions for disposal and other handling

Patients should be instructed not to remove the desiccant from the bottle.

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

7. MARKETING AUTHORISATION HOLDER

AstraZeneca AB

SE-151 85 Sodertilje
Sweden
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8. MARKETING AUTHORISATION NUMBER(S)
EU/1/21/1552/001 10 mg hard capsules
EU/1/21/1552/002 25 mg hard capsules

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu
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ANNEX II

MANUFACTURER(S) 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

SPECIFIC OBLIGATION TO COMPLETE

POST-AUTHORISATION MEASURES FOR THE
CONDITIONAL MARKETING AUTHORISATION
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A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

AstraZeneca AB

Global External Sourcing (GES)
Astraallén

Girtunaporten (B674:5)

151 85, Sodertilje

Sweden

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

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

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURs)

The requirements for submission of PSURSs 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.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

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

. Risk management plan (RMP)

The marketing authorisation holder (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;
e Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significants change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

E. SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES
FOR THE CONDITIONAL MARKETING AUTHORISATION

This being a conditional marketing authorisation and pursuant to Article 14-a of Regulation (EC)
No 726/2004, the MAH shall complete, within the stated timeframe, the following measures:

Description Due date
In order to confirm the efficacy and safety of selumetinib in the treatment of 10/05/2022
symptomatic, inoperable plexiform neurofibromas (PN) in paediatric patients
with neurofibromatosis type 1 (NF1) aged 3 years and above, the applicant will
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Description

Due date

submit the results from a longer follow-up of patients from study SPRINT Phase
II Stratum 1 with a data cut-off of 31 March 2021.
The clinical study report will be submitted by:

In order to confirm the efficacy and safety of selumetinib in the treatment of
symptomatic, inoperable plexiform neurofibromas (PN) in paediatric patients
with neurofibromatosis type 1 (NF1) aged 3 years and above, the applicant will
submit the results from a longer follow-up of patients from study SPRINT Phase I
with a data cut-off of 27 February 2021.

The clinical study report will be submitted by:

10/05/2022

Non-interventional post-authorisation safety study (PASS): in order to confirm
the long-term safety of selumetinib in the treatment of symptomatic, inoperable
PN in paediatric patients with NF1 aged 3 years and above, the applicant will
conduct and submit the results of a non-interventional PASS in patients with NF1
who have been prescribed at least one dose of selumetinib and who are aged 3 to
<18 years at the start of selumetinib treatment. A nested cohort of patients aged
>8 years old (and prior to attainment of Tanner Stage V [sexual maturity rating])
will be followed prospectively.

The clinical study report will be submitted by:

31/12/2027
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ANNEX III

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

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Koselugo 10 mg hard capsules
selumetinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains 10 mg of selumetinib (as hydrogen sulfate).

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

60 hard 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

Do not remove desiccant.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30 °C.
Store in the original bottle in order to protect from moisture and light.
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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

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1552/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

koselugo 10 mg

| 17.  UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18.  UNIQUE IDENTIFIER —- HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Koselugo 10 mg hard capsules
selumetinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains 10 mg of selumetinib (as hydrogen sulfate).

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

60 hard 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

Do not remove desiccant.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30 °C.
Store in the original bottle in order to protect from moisture and light.
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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

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1552/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE

‘ 18.  UNIQUE IDENTIFIER —- HUMAN READABLE DATA
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Koselugo 25 mg hard capsules
selumetinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains 25 mg of selumetinib (as hydrogen sulfate).

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

60 hard 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

Do not remove desiccant.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30 °C.
Store in the original bottle in order to protect from moisture and light.
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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

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1552/002

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

koselugo 25 mg

‘ 17.  UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18.  UNIQUE IDENTIFIER —- HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL

1. NAME OF THE MEDICINAL PRODUCT

Koselugo 25 mg hard capsules
selumetinib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains 25 mg of selumetinib (as hydrogen sulfate).

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule

60 hard 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

Do not remove desiccant.

8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30 °C.
Store in the original bottle in order to protect from moisture and light.
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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

AstraZeneca AB
SE-151 85 Sodertilje
Sweden

12.

MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1552/002

13.

BATCH NUMBER

Lot

| 14.

GENERAL CLASSIFICATION FOR SUPPLY

| 15.

INSTRUCTIONS ON USE

| 16.

INFORMATION IN BRAILLE

UNIQUE IDENTIFIER - 2D BARCODE

UNIQUE IDENTIFIER - HUMAN READABLE DATA
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Koselugo 10 mg hard capsules
Koselugo 25 mg hard capsules
selumetinib

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. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

. If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible

side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Koselugo is and what it is used for

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

4. Possible side effects

5. How to store Koselugo

6. Contents of the pack and other information

1. What Koselugo is and what it is used for

What Koselugo is and how it works
Koselugo contains the active substance selumetinib.

Selumetinib is a type of medicine called a MEK inhibitor. It works by blocking certain proteins
involved in the growth of tumour cells.

Koselugo is expected to shrink tumours that grow along nerves, called plexiform neurofibromas.
These tumours are caused by a genetic condition called neurofibromatosis type 1 (NF1).

What Koselugo is used for

Koselugo is used to treat children aged 3 years and above with plexiform neurofibromas that cannot be
completely removed by surgery.

If you have any questions about how Koselugo works or why this medicine has been prescribed for

you, ask your doctor.

2. What you need to know before you take Koselugo

Do not take Koselugo:
e if'you are allergic to selumetinib or any of the other ingredients of this medicine (listed in
section 6)

e if'you have severe liver disease

If you are not sure, talk to your doctor, pharmacist or nurse before taking Koselugo.
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Warnings and precautions

Talk to your doctor, pharmacist or nurse before and during your treatment with Koselugo:
. if you have eye problems

if you have heart problems

if you have liver problems

if you take supplements containing vitamin E

if you cannot swallow the capsule whole

If any of the above apply to you (or you are not sure) talk to your doctor, pharmacist or nurse before
taking this medicine.

Eye problems

Koselugo can cause eye problems (see section 4 ‘Possible side effects’). Tell your doctor straight
away if you get blurred vision or any other changes to your sight during treatment. Your doctor should
examine your eyes if you have any new or worsening problems with your sight while you are taking
this medicine.

Heart problems
Koselugo can lower the amount of blood pumped by your heart (see section 4 ‘Possible side-effects’).
Your doctor will check how well your heart works before and during your treatment with Koselugo.

Liver problems

Koselugo can increase the amount of some liver enzymes in your blood (see section 4 ‘Possible side
effects’). Your doctor will do blood tests before and during treatment to check how well your liver is
working.

Supplemental vitamin E
Koselugo capsules contain vitamin E that may increase your risk of bleeding. This means you should
tell your doctor if you take other medicines that increase your risk of bleeding such as:

. acetylsalicylic acid (also known as aspirin) for pain and inflammation

. anticoagulant medicines (blood thinners) such as warfarin or other medicines used for
preventing blood clots

. supplements that may increase your risk of bleeding, such as vitamin E

Difficulty swallowing capsules
Talk to your doctor if you think you might have difficulties swallowing the capsules whole (see
section 3 ‘How to take Koselugo’).

Skin, nail and hair problems

Koselugo can cause skin rash, nail infection or hair thinning or changes in hair colour (see
section 4 ‘Possible side effects’). Tell your doctor if any of these symptoms trouble you during
treatment.

Children under 3 years old
Do not give Koselugo to children below 3 years of age. This is because it has not been studied in this
age group.

Other medicines and Koselugo

Tell your doctor or pharmacist if you are taking, have recently taken, or might take any other
medicines. This includes herbal medicines, supplements and medicines obtained without a
prescription.

Koselugo can affect the way some other medicines work. Also, some other medicines can affect the
way Koselugo works. Tell your doctor if you are taking any of the following medicines:
. clarithromycin or erythromycin (used to treat bacterial infections)
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carbamazepine or phenytoin (used to treat seizures and epilepsy)

digoxin (used to treat heart failure)

fexofenadine (used to treat symptoms of allergy)

fluconazole or itraconazole (used to treat fungal infections)

ketoconazole (used to treat Cushing’s syndrome)

furosemide (used to treat fluid retention by increasing the amount of urine you pass)
methotrexate (used to treat some types of cancer, psoriasis or rheumatoid arthritis)
omeprazole (used to treat acid reflux or stomach ulcer)

rifampicin (used to treat tuberculosis (TB) and some other bacterial infections)

St. John’s wort (Hypericum perforatum), a herbal medicine (used to treat mild depression and
other conditions)

. ticlopidine (used to prevent blood clots)

Tell your doctor or pharmacist if you are taking or have recently taken any of the above or any other
medicines, even those that are not prescribed.

Koselugo with food and drink
Do not drink grapefruit juice while you are taking Koselugo because, it can affect the way the
medicine works.

Pregnancy — information for women
Koselugo is not recommended during pregnancy. It may cause harm to an unborn baby.

If you think you may be pregnant or are planning to have a baby, ask your doctor for advice before
taking this medicine. Your doctor may ask you to take a pregnancy test before starting treatment.

Y ou should not become pregnant while taking this medicine. If you are able to become pregnant, you
must use effective contraception. See ‘Contraception - information for women and men’ below.

If you become pregnant during treatment, tell your doctor straight away.

Pregnancy — information for men
If your partner becomes pregnant while you are taking this medicine, tell your doctor straight away.

Contraception — information for women and men

If you are sexually active you should use effective contraception while you are taking this medicine
and for at least 1 week after the last dose. It is not known whether Koselugo may interfere with how
well hormonal contraceptives work. Please tell your doctor if you are taking a hormonal contraceptive,
as your doctor may recommend the addition of a non-hormonal method of birth control.

Breast-feeding
Do not breast-feed if you are taking Koselugo. It is not known if Koselugo passes into breast milk.

Driving and using machines
Koselugo can cause side effects that affect your ability to drive or use machines. Do not drive or use
machines if you feel tired or if you have problems with your vision (such as blurred vision).

3. How to take Koselugo

Always take this medicine exactly as your doctor or pharmacist has told you. Check with your doctor
or pharmacist if you are not sure.

How much to take
Your doctor will work out the correct dose for you based on your height and weight. The doctor will
tell you how many capsules of Koselugo to take.
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Y our doctor may prescribe a lower dose if you have problems with your liver (hepatic impairment).

Your doctor may reduce your dose if you have certain side effects while you are taking Koselugo (see
section 4 ‘Possible side effects’) or the doctor may interupt treatment or stop it permanently.

How to take
. Take Koselugo twice a day, about 12 hours apart.
. Take the capsules on an empty stomach. This means that:
o you must wait at least 2 hours before taking Koselugo after eating and
o after taking Koselugo you must wait at least 1 hour before you eat.
. Swallow the capsules whole with water.
° Do not chew, dissolve, or open the capsules.
. If you have, or think you might have difficulty swallowing capsules whole, talk to your doctor

before starting treatment.

If you are sick
If you are sick (vomit) at any time after taking Koselugo, do not take an extra dose. Take the next dose
at the normal time.

If you take more Koselugo than you should
If you have taken more Koselugo than you should, contact your doctor or pharmacist immediately.

If you forget to take Koselugo
What to do if you forget to take a dose of Koselugo depends on how long it is until your next dose.

. If it is more than 6 hours until your next dose, take the missed dose. Then take the next dose at
the normal time.
. If it is less than 6 hours until your next dose, skip the missed dose. Then take the next dose at

the normal time.
Do not take a double dose (two doses at the same time) to make up for a forgotten dose.

If you stop taking Koselugo
Do not stop taking Koselugo unless your doctor tells you.

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

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

Possible serious side effects

Eye (vision) problems

Koselugo can cause eye problems. Tell your doctor straight away if you get blurred vision (a common
side effect that may affect up to 1 in 10 people) or any other changes to your sight during treatment.
Your doctor may ask you to stop taking this medicine or send you to a specialist, if you develop
symptoms that include:

. blurred vision

loss of vision

dark spots in your vision (floaters)

other changes to your vision (such as reduced vision)

Tell your doctor straight away if you notice any of the serious side effects above.
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Other side effects
Tell your doctor or pharmacist if you notice any of the following side effects:

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

being sick (vomiting), feeling sick (nausea)

diarrhoea

inflammation of the mouth (stomatitis)

skin and nail problems - signs may include dry skin, rash, redness around the fingernails
hair thinning (alopecia), hair colour change

feeling tired, weak or lacking energy

fever (pyrexia)

swelling of the hands or feet (peripheral oedema)

a slight decrease in the amount of blood that the heart is pumping (ejection fraction decreased) —
signs may include shortness of breath or swelling in your legs, ankles or feet

high blood pressure (hypertension)

reduced albumin, an essential liver protein (shown in blood tests)

reduced haemoglobin, the oxygen-carrying protein in red blood cells (shown in blood tests)
increase in enzymes (shown in blood tests) suggesting stress on the liver, kidney injury or
muscle breakdown

Common (may affect up to 1 in 10 people)
. dry mouth

. swelling of the face (facial oedema)

. shortness of breath (dyspnoea)

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.

5. How to store Koselugo

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the bottle and carton after EXP. The
expiry date refers to the last day of that month.

Do not store above 30°C.
Store in the original bottle in order to protect from moisture and light.
Keep the bottle tightly closed.

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 Koselugo contains

The active substance is selumetinib. Each Koselugo 10 mg hard capsule contains 10 mg of selumetinib

(as hydrogen sulfate). Each Koselugo 25 mg hard capsule contains 25 mg of selumetinib (as hydrogen
sulfate).
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The other ingredients in Koselugo 10 mg hard capsules are:
e capsule fill: vitamin E polyethylene glycol succinate (D a-tocopheryl polyethylene glycol
succinate).
o capsule shell: hypromellose (E464), carrageenan (E407), potassium chloride (E508), titanium
dioxide (E171), carnauba wax (E903).
e printing ink: shellac standard (E904), iron oxide black (E172), propylene glycol (E1520)
ammonium hydroxide (E527).

The other ingredients in Koselugo 25 mg hard capsules are:

e capsule fill: vitamin E polyethylene glycol succinate (D a-tocopheryl polyethylene glycol
succinate).

e capsule shell: hypromellose (E464), carrageenan (E407), potassium chloride (E508), titanium
dioxide (E171), indigo carmine aluminium lake (E132), iron oxide yellow (E172), carnauba
wax (E903), maize starch.

e printing ink: iron oxide red (E172), iron oxide yellow (E172), indigo carmine aluminium lake
(E132), carnauba wax (E903), shellac, standard (E904), glyceryl mono-oleate.

What Koselugo looks like and contents of the pack
Koselugo 10 mg hard capsule is a white to off-white, opaque, hard capsule which has a centre band
and is marked with “SEL 10” in black ink.

Koselugo 25 mg hard capsule is a blue, opaque, hard capsule which has a centre band and is marked
with “SEL 25” in black ink.

Koselugo is provided in white plastic bottles, capped with a white (10 mg) or blue (25 mg) child-
resistant closure containing 60 hard capsules and a silica gel desiccant. Do not remove the desiccant
from the bottle and do not swallow it.

Marketing Authorisation Holder
AstraZeneca AB

SE-151 85 Sodertélje

Sweden

Manufacturer

AstraZeneca AB

Global External Sourcing (GES)
Astraallén

Girtunaporten

SE-151 85 Sodertilje

Sweden

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +322 37048 11 Tel: +370 5 2660550
Bovarapus Luxembourg/Luxemburg
Acrtpa3eneka bwarapus EOO/] AstraZeneca S.A./N.V.
Tem.: +359 24455000 Tél/Tel: +322 37048 11
Ceska republika Magyarorszag
AstraZeneca Czech Republic s.r.o. AstraZeneca Kft.

Tel: +420 222 807 111 Tel.: +36 1 883 6500

38



Danmark Malta

AstraZeneca A/S Associated Drug Co. Ltd

TIf: +45 43 66 64 62 Tel: +356 2277 8000
Deutschland Nederland

AstraZeneca GmbH AstraZeneca BV

Tel: +49 41 03 7080 Tel: +31 79 363 2222

Eesti Norge

AstraZeneca AstraZeneca AS

Tel: +372 6549 600 TIf: +47 21 00 64 00

E)AGdo Osterreich

AstraZeneca A.E. AstraZeneca Osterreich GmbH
TnA: +30 210 6871500 Tel: +43 1711310

Espaiia Polska

AstraZeneca Farmacéutica Spain, S.A. AstraZeneca Pharma Poland Sp. z o.0.
Tel: +34 91 301 91 00 Tel.: +48 22 245 73 00
France Portugal

AstraZeneca AstraZeneca Produtos Farmacéuticos, Lda.
Tél: +33 14129 40 00 Tel: +351 21 434 61 00
Hrvatska Romainia

AstraZeneca d.o.o. AstraZeneca Pharma SRL

Tel: +385 1 4628 000 Tel: +40 21 317 60 41

Ireland Slovenija

AstraZeneca Pharmaceuticals (Ireland) AstraZeneca UK Limited
DAC Tel: +386 1 51 35 600

Tel: +353 1609 7100

island Slovenska republika

Vistor hf. AstraZeneca AB, 0.z.

Simi: +354 535 7000 Tel: +421 2 5737 7777

Italia Suomi/Finland

AstraZeneca S.p.A. AstraZeneca Oy

Tel: +39 02 9801 1 Puh/Tel: +358 10 23 010
Kvnpog Sverige

Aréktop Qappokeutiky Atd AstraZeneca AB

TnA: +357 22490305 Tel: +46 8 553 26 000

Latvija United Kingdom (Northern Ireland)
SIA AstraZeneca Latvija AstraZeneca UK Ltd

Tel: +371 67377100 Tel: +44 1582 836 836

This leaflet was last revised in

This medicine has been given ‘conditional approval’. This means that there is more evidence to come
about this medicine. The European Medicines Agency will review new information on the medicine at
least every year and this leaflet will be updated as necessary.

Other sources of information
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Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.cu
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Core Data Sheet
KOSELUGO™ (selumetinib) 10 mg and 25 mg capsules AstraZeneca

CDS

Drug Substance Selumetinib

Date . - 20.
Supersedes . - 20.

Core Data Sheet
KOSELUGO™ (selumetinib) 10 mg and 25 mg capsules
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1.8 IRAF3CE (%)
—i4 s BV A F = TR

B8 BHFEEFTREBRERVRAAXEICET SFHR
—W4 B AT =T
e |

1.8 HAXE ()
TILAFZIRERIE

AREBHFH ST EFRITRAERIT V2 o F v 7 7y —~AREtZIigBE LES, dtoHE
HIDEE R S KB ONTZMICEH RTHZ S 3BT TVET,
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1.8 IRAF3CE (%)
— k4 B AT = TR

EPN

BB R R ettt ettt ettt ettt ettt n e, 1
B R ettt ettt ettt e ettt a ettt ettt et en e s aeae 2
B B R U P AT E B TR oottt 3
1.8.1 e - SR (F) RUFDRERI .cooooeeeeeeeeeeeeeeeeeee e 4
1.8.1.1 BN - S == SRR 4
1.8.1.2 SHEE * SHR () DIRERIL ..o 4
1.8.1.3 e - HRICEET HTE (F) OFRERB......coooe, 6
1.8.2 ik - AE (F) RUZTDRERIL ..o 7
1.8.2.1 A% - AE (F) RUAE - AZICEAET DIE (F) i 7
1.8.2.2 ik - FAE () OFRERIL ..o 10
1.8.2.3 i - REICEET IR (F) OFRERM......coooe 11
1.8.3 FRLOEE (B) RUZTDERERM ....cooooeeeeeeeeeeeeeeeeeee e, 15
1.8.4 = SR 21
1.8.5 b 19— = =3 R 23
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1.8 IRAF3CE (%)
—i4 s BV A F = TR

RERUVEMAZE—E
AMEE G I 5 I35 & OV P38 2 DL F IR,

BIERUVEMAZ | AEOHRHA

ALT Alanine aminotransferase : 7 7 =7/ h 7 VA7 =7 —8

AST Aspartate aminotransferase : 7 AT X U7 I ) N T AT 2T —F

AUC Area under the plasma concentration-time curve or Area under the plasma concentration
time curve to infinit : MAEHR A — REFTERMR FifE, SUX, 5% 0 RED D
RROCHRF[H] S C oD MU i B — IRp ] i T T

BID Twice daily : 1 H 2 [A]#&%5-

BOR Best objective response : iz BAR A SIHR

BSA Body surface area : {AZK [HifH

CI Confidence interval : {5 %8 X [t

Crnax Maximum plasma concentration : i IfiL 4 H iR B

Crin Minimum plasma concentration : {5 i 4% HH i BE

CTCAE Common Terminology Criteria for Adverse Events : A & 255 318 H RE L UE

CYP Cytochrome p450 : > k7 1 A P450

DCO Data cut-off : 7 —4% 7> b4 7

DLT Dose-limiting toxicity : FH &l R

DoR Duration of response : 2%}

ICR Independent central review : AH37 H1 J&H] &

LVEF Left ventricular ejection fraction : /& =B =

MRI Magnetic resonance imaging : A% 5 IR B {575

MTD Maximum tolerated dose : i AT &

NCI National Cancer Institute : K [E|[E37.725 ABFFEAT

NF1 Neurofibromatosis type 1 : fSHRHENFAE 1 Y

ORR Objective response rate : K EBLIIZE 23

PD Progressive disease : J7i 25T

PedsQL Pediatric Quality of Life Inventory

PFS Progression-free survival : fEHE A= 77 1 ]

PN Plexiform neurofibroma(s) : KA HRAE IE

POB Pediatric Oncology Branch :  (NCI @) /N2 575

PR Partial response : 153 2550

RP2D Recommended Phase 11 dose : &5 11 fHRRERHESE H &

SD Stable disease : ZiE

CONFIDENTIAL AND PROPRIETARY 3(23)



1.8 IRAF3CE (%)
— k4 'L ATF =T hiERE

1.8.1 e - R () RUZDHRTERN

1.8.1.1 MeE - DR (F)

PHRESIT R (R) FUTOLBVHEELE,

4. HEEXIEEHE

FRARRHRMENE  (plexiform neurofibromas) % 4 9 #HRRAAENEE 1 Y

5. BMBERIFHRICEEET HFE

5.1 FIRARE D DIEMENE DO R AP RHRHENE  (plexiform neurofibromas) % £ 5 #HSHRHEESE 1
RIS DOF N « 22 PRI STV,

5.2 3 5ANG M Y 19 5k BA D BH 1T IS D A K OV M 3RS L CuZavy, [17.1.1,
17.1.2 /8]

5.3 18 i LL FCTAANC L 0 HMiBIRZBtE L - BE 2B W T, 18 A2 Tkt ik 5+ 2%
AlTiE, IBR EOFRE L A2 ZE L CEEICRS T2 L,

1.8.1.2 EE - R () DRERML

PRRRMRHERESE 1 A (NF1) 13, BEBIEIZ v RV B=a—n 7 47 a1 %2a— K15 NFI
NSNS 7 DB RSN (17q11.2) NRKTE LD, M 72 RO E &R R T
D, NF1I BEITHF L OKREHRERICIIENAE T D U A7 BE, kb L Ao BIEEE
D 1 OB FERAARMENE  (plexiform neurofibromas., PN) T&H V. £ 20%~50% D BE IZFRD H i
% (Korf1999. Mautner et al 2008) ., PN IZH KD &H & ] D EFTOMRRIZI > THRA L, IBE, B
m, B PR AEER. MR, BEES. S O GBS EE L O UL E R O B I A 5
L. PN MU 5 ML L2, EEMERERE TS (W) M OVRTEIEHIRR) | %M, mhididnaka
SEOREFRIERDNEN D, HBEN 1 DXUIEED PN 2T 554, PN 2 HETEINC IE - 5
V. e MBI IR RE < TH W (Gross etal 2018) . PN [Z£E 9 &R T H BIEENC K4 & 7=
L. PN OfFFEIC L W EMEE N TEHEOARIHEEZ S EEZ T AEERNH 5,

NF1 OGRS B3 D s O LI, NCIPOB 2355 L 72 NF1 Natural history study 7> 515 5
NTW5D, BUEARINTNWD T —Z Tk, #EL T PN IFMkGEAIICHGE L, 002 HCTh 5
ZEITIFEEAE R EEOBKRED T O PN TR (FICEEEE T, B OEMNE/ R
1L 20%LLT) THDHZ EDR/RSILTVNS (Dombi et al 2007, Tucker et al 2009, Nguyen et al
2012) , HEEOMIE A % 8 TiX PN B A OHED BRISIHKT 5 Z L1372 < BN LE
XD TDITHED L THIER DS ET 5 Z L 13MmD THCTh 5 (Gross et al 2018)

FIDS PN OIGFRIEDFH BRI TH 575, K43 D PN X, EmMERFIC L > THEERINE O
R SUTITEEIC 8 D72, YIRS S22V, IS, T, BIERT 2 4t M OVE PH O #kHH
kT D EFEMEGEDO Y 27 0 WONZ PN OB FE 2 i 5mic X 5 Mo U A 7 3@ el GeEdE
N D, AR UM UIER%E., 18% D EH THAMN ARG IHEN RS Hil, 55%T PN OfF
N ER D H A7~ (Pradaetal 2012) . B2, PN OEMI, ¥ X, KOMBEMEDO -0, IXHE
PR RIS~ DORBED =0, SR 7252 RN FEE TE 5 Z L3/ TH S5 (Korf 1999, Needle
etal 1997, Packer et al 2002) . YIRARTERTH - 7= PN 1T ICHESET 2B A H 5
(Canavese and Krajbich 2011) .
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1.8 IRAF3CE (%)
— k4 'L ATF =T hiERE

SPRINT #Bfi%. FAFREEZR PN 249 2 NF1 /NEEE 256G s CEfi Sz, B AF
=T OREN, BEMEROEINEZTGT 2 L hia kR, B it JEER. B VTHERBRTH S,
FIAH ﬁPNki MR IO LB RS 2B X AL TV D, FEEH ST ICE A TV DR
THDHIZOIZ, EREAHED Y A7 9 Z L FIRTRERETERWVPN EEEL
776

SPRINT #BAZE I fH/S— ME 1 O FEEHTIZB VT, 1ZEFETORE T, FEM PN EE AN
R—=2F A 5 Liz, SPRINT iR Hmﬂ~%ﬁlfﬁ\mmmmmm<mnmm%ﬁ
(2K % 50 i 33 451 [95% CI : 51.2,78.8] ) o7z, A PN JEEAREOWA T RHNIFED
A 1 E A ERTORE TR PN BEAEN 4 1 7L (pre-Cycle 5) F TIZiAd L7z (pre-
Cycle 5 FF U TORER) PN JEEAFEDR— AT A U2 b OELROF RAAIF-14.31%) , HIZ, &
FOKPES 33 Bl 14 41 [422%] ) A3, 41 7 b (pre-Cycle 5) F TIZFE%) (BEH PN &%
BIENR—AT A D5 20%LL Ei) 1L, F72, 8% A 27/ (pre-Cycle9) FTlZ, 33
B 24 B (72.7%) WBZENTE L T2, DoR FIRENREIETH S Z LITL - T, BRERDHMER?
SNTNDZ EN/REI, PFS HREIZREGETH 7=, MIBFEHMOPRAIL 2.2 4 (KE 2.8
) ThHhY., BEOKRN (50 B 34 6 [68.0%] ) IXFEMHT D DCO Wi CTHG-Z ke L T\
=03, BT RO ONTBEIT T A% GHILLT) Th o7z, SPRINT i EREE [ FH/X— K>
SR T — 2 Tk, MIBEHMOPREN 448 (RESSHF) LR, ¥ HEBL D RE
(24 I 13 1] [54.2%] ) DSEEMEHTO DCO FEATHE G- 2kt L TR0, Z OiBRO DoR H ik
EIXRBETH Y, B AT =T TRRO LR EN D ORI 2 HUER RN IR Z T
%o

SPRINT iRBAZE 11 FH/3— M & | O FEMNT O DCO Bz BW T, B AF =T R EE2%1T7-
INRBFICRD DN ERAERES BREEISN 30%L ) X, BEESORKIET, lEH, M
I VT FURART TR, TR, B, FREREE, WS, FEN SIEMEER. KTV
I UIMSE, AN, B, DPEMREERE, T ANRT XTI 1\7/2717~tf¥'7)[l JIVPH
K. EOFEAE, M. Al EREEUE. k. PR, BRREBRRE, T =vT I TV
A7 =7 —BH, @, SR OGFRERERD, 4 7 o PRRIRB RO LV —Ea Rk
Thd, Zhbix, NREFTEFERD DN ER KR OEMEER LML %+ 5, Bz, ko
HEHEG (LG OomBEEESZ0L TV AT= 7@@¢ﬁkbf%ﬁ%ﬂfwé

INBEREDOHEERIZBWT, BV AF =T ~OBRBEHHNELREITH 7212 b b b,
T AF =T EOREMEN [BENH D00 Lt LR S -EERGERZORIES
1£10.8% (8% . BEARAF =T DEGHIEICESTAEFZORIEGIT 122% O6) TH
D, EAAF=TOREMNT a7 7 A NVITEREMNBIFTHLZ 2R LTWS, /WNEBREED
G:FA%. IBWT, RETITERD o,

SPRINT fRBRIC A AR A/NEBREIISML TRV, ZD7=, FHFARREDRERM:D PN 24
T5HEARANFLNEEEEZNRE LAV ATF =T O, AR, By, KOHEIMZ2K
ﬁ#éﬁﬁ%lﬁﬁ%(mwammwﬁ&)%%mb\kamﬁ%%®?~5%mﬁbto
D1346C00013 FERIZIBIT 2BV ATF =7 OFEMMIZEA L TiL, SPRINT slBREE N AH/S— g 1 &
g U CRGHNEW Eh ooz —ZIZR TS OO, SPRINT iRER S 11 4H
IN— ]\):1 1 k H*%O)H%r%ﬁd\)‘j]%&o PN E@@fﬂ(@ﬂﬂl%ﬁﬁﬁ)m &b %2}%710 CYCIC 7 Day 1 if
@ ICR FHMIZ 3T 12 il 3 3] (25.0%) H3AMEE PR, 7451 (58.3%) 73 SD, 2 il (16.7%) 7%
PD&%Eéntonm¢9%?@%PN@%§%@M&@W$%%§M\N~234Vﬂ%®
I B O P YEIE-7.95% (#PH : -47.5%~28.3%) T -7z, Cycle7 Day | B Tl 51
FRENZ &b, B HEE Lf_ E IV o T2, 70k, Cycle 7 Day 1 BRI Tlid, BIES L
ToIRER IR 5B 674 D volumetric MRI #4251 [B] (Cycle 5 Day 1) Efi SN/ DOHRTHDHT-
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1.8 IRAF3CE (%)
— k4 'L ATF =T hiERE

DoR (FHHARRETH -7z, F£7o. Cycle 13 Day 1 F TIZEBIT D FalgEMIR O FJEIX 11.5 7 H T
&Y, Cycle 13 Day | £ T? ICR FHilZ 3517 5 ORR 1% 33.3% (4/12 f5) . BOR I 12 |9 4 5
(33.3%) 23EE PR, 261 (16.7%) 2SKHEE PR, 4% (33.3%) 723 SD. 24 (16.7%) 73 PD T
b o7z, 12 5 10 B THEERY PN B AR O Bt Sdv, X—RA 74 U6 DR EBELED
o fE1%-28.10% (#iDH : -91.2%~28.3%) T o7, DoR O HFIAEIIARBFETH>7-, PN B
DIFHPRB OB ET 'V A F =7 OF GBI ) OFHIIRE 52 HEB D H 41, Cycle 13 Day 1 I
METIZ, /NEECHED PedsQL 8 A 2 TIZRB W TR—R T A VD O AL BRI 72
UEEEH R FRD b v,

AF TR L 72 D1346C00013 FBRIZIS 1T 2 FHTREEMDIEMIED PN 24925 HAN NF1 /)
REBEICBI 2V AF =T ORENT 07 7 A V1%, SPRINT iBRE I AH/ S— L@ 1 OFFR &
FRRICERHFTHY , FICHEShIZAEER GO TEHWREDN OBR AR TH 1o, FLE
Pe, HETE, R OTEEIe A ET — 21X, SPRINT sABRHS I FH/S— Mg 1 DFMELA NFIL /M
BAEORR EBQRKOERTH o7,

PLEX W SPRINT &R M AH/N— RE 1 OSMEA NFL /NEF I3 L TR bl le BAF7~
X7 4w b URTTaT 7 AFEAARANNFL NEEFIZBOTHREBRICHIFFCE 2 L5260
T2 M, REXIIIER () & [ERPRHHENE (plexiform neurofibromas) % f: 5 R HRHE
JESE 1 7] LERE LT,

1.8.1.3 MEE - DRICEET HFE () DFRTERN
5118

1.8.1.2 TEIZFLaR L7 AR A L1 MR EZ [ RITREED DREWEE O #EIRAR R AR AMENE
(plexiform neurofibromas) % ¥ 5 ffRARMENERE 1 &) & U CHMEIC T 57280, % E LT,

5218

SPRINT &% & OY D1346C00013 #RBRIZIS 1T 2 x G EBE OFEM A B E 2. 3 A & O 19 Ll b
DBEINZBIT D AIED G OIS L TV WZ &G, RE LT,

5318

AFRK TR E AT S, 18 LA F CARANC X 0 a2 Bith L= BB VW T, 18 5%
Pz TR 59 258120, BB EOFRM & EREZZE L CEEBEICRGETALEND D
7=, ®E LT,

k. HEEICET AT, FELOHE, WNCEETAEEICRH T L L L, 26E
TR WONCEET 2RI OV TR, BRI T L 9 ICEE LT,

I ESHES
FRERMHEREIE 1 B 35 1T 2 #R R HE e
DEXIIHREICEET HEE

5.1 ERCHME EOERSEDBHFIEREH L, BERREGOHED ) R 7 25 Z < YIBRT& 22
WHFRRAR AR MENE 2 A 9 D A RORRHEIESE | BRI LRG58 2 8, [17.1.1, 17.12%
R ]
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1.8 IRAF3CE (%)
— k4 B AT = TR

1.8.2 A& - AE () RUZDOHRTEREN
1.8.2.1 A& -RAE (¥) RUAZL - AEICHET IR (B)

MIEROHE () EICEET 2EE (8) FUTO LB RE L,
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1.8 IRAF3CE (%)
—i4 s BV A F = TR

6. RAIERUAE

WE, B AF=T7 L L TC1E25mgm? ((KFmFE) %1 H2F, 128HE2HLE LT
ZEHERG IR OB 5, HRIIARERBEICS U CHEE L, 1 [RI&EIX Somg & LR E 95,

1. RERVAEICEET 5 EE

11 BREOZBLRT D720, BRFEO 1 KFRAT O R% 2 BFH £ TOMOMRMITEET 5 2
&o

1.2 AR OHFGIIHERITERNBOONDLRY . £72, HBEITERVIZERE TEROEEN
RO BLIIRWRY | kT 52 &,

1.3 ERERNHHE L AR OREEIIUTORD LB L35,

AREE (md) @ rE5E
0.55-0.69 #] 20 mg/7% 10 mg
0.70 —0.89 1520 mg 1 A 2 [A]
0.90 — 1.09 1525 mg 1 A 2 [
1.10-1.29 1[5 30 mg 1 A 2 [
1.30— 1.49 1[5 35mg 1 A 2 [
1.50 — 1.69 1[5 40 mg 1 A 2 [
1.70 — 1.89 1[5 45 mg 1 A 2 [

>1.90 1[5 50 mg 1 A 2 [

W R AR 0.55m? A /N ITH GARBRDY R,

1.4 AABEIC X0 EWERPSHEBE L2581, LT OEEZSZIZ, AHI 2R, HiEX

RS Z L,
BIER ORI LV ET 256 0k G5
AREIR 1 BRBERE 2 RERE
(m?) (1 EAE) (1 EAE)
L & L &
0.55-0.69 10 mg 10 mg 10 mg/ H
0.70 - 0.89 20 mg 10 mg 10 mg 10 mg
0.90 - 1.09 25 mg 10 mg 10 mg 10 mg
1.10-1.29 25 mg 20 mg 20 mg 10 mg
1.30-1.49 25 mg 25 mg 25 mg 10 mg
1.50 - 1.69 30 mg 30 mg 25 mg 20 mg
1.70 - 1.89 35mg 30 mg 25 mg 20 mg
>1.90 35mg 35mg 25 mg 25 mg

2 BB RICEFENE O WES, E2PIEL, HiRE LN L,
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1.8 IRAF3CE (%)
—W4 B ATF = TR

R VR S8 B O ) Bl i 5 v

Bl{EH BEY g
FEEHFET | &GS 10%0L FIKF2a21E | BIET 2 £ TIREL, JBR+T 254,
ORI LA T THUE M MRz | BE L Thb59 %,

JEMEM Y L < 1X Grade 3 UL E B EHIET 3,

R P BINE T 220z B | BiEd 5 £ T3 BEEICBIET 5,
B B S 3 PRSI ERE E

PR 208 O MR BRCH | MHET 2 £ TR L, BT 256,

B S H M AR I M EE HE% 1 BB E L 535,
AN E IR B 2 BH5EHIET 3,
FELSOEWE | Grade 1 XIZAEKFIHEZ: Grade 2 | HFE DOIRKEIZTEE LN L& 5 2kl
H T3,

PRABEZ: Grade 2 X% Grade 3 | Gradel LA FiZlelfE4+ A TRIE L,
BT 254, HEL 1 BPERE L T&
5935,

Grade 4 Gradel LAFIZEIET 5 F TIRIEL . &
BT 254, HEL 1 BPERE L T&
55%, £z, &EHIEEHRTT 5,

#) Grade IZ CTCAE ver.4.03 [ZH#E U 5,

1.5 HEEOIFHEIEREZH T 2 BE TIE. 7.6 DIHEOE L ZETARAIFR 5HEHEZ 18]
20mgm* & LTC1H2EBETDZE, [93250H]

1.6 RV THEE D CYP3A4 FHEAIE L < IERWUTHEE D CYP2C19 FEA] & O
RSN TE LT, ABEREEE T2 L, CCE2ETFHIT 2HA8ICE, TR
IZHEWV, 1R 25 mg/m? % 1 A 2 BB L CWAEFTIE 1A 20 mg/m? 2 1 B 282, 1
B 20mg/m?> % 1 H2[EEEG L TWAHEE TR 15Smgm? % 1 H 2 BIIAHFZJKET
HZ &, [102, 16.62 2HR]

1[E 20 mg/m* 1 H 2 [ KOV [B] 15 mgm?* 1 H 2 [AO#F& 5 &

REmEE 20 mg/m? 15 mg/m?
(m?) (1 EAE) (1 EAZ)
# ® # ®
0.55-0.69 10 mg 10 mg 10 mg/H
0.70 - 0.89 20 mg 10 mg 10 mg 10 mg
0.90 - 1.09 20 mg 20 mg 20 mg 10 mg
1.10-1.29 25 mg 25 mg 25 mg 10 mg
1.30-1.49 30 mg 25 mg 25 mg 20 mg
1.50 - 1.69 35mg 30 mg 25 mg 25 mg
1.70 - 1.89 35mg 35mg 30 mg 25 mg
>1.90 40 mg 40 mg 30 mg 30 mg
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1.8 IRAF3CE (%)
— k4 'L ATF =T hiERE

1.8.2.2 Rk - AE () ORERL

RANFERE ZRG E LIV AT =T OF N MR Tl AERE 235 L L7 B TR
SN7=MTD Z XML, EEHEDE/LAF =7 75 mg BID Z ks Lz, /NEBFETIE, 3
elh b 18 i LA N DB ORGAE | Hllin, {AHE, KU BSA O®iHAZEZRE L T, ik L7z HEH
HEATHIMERDHoT-, ZDDH, ZhoDEEZEZE L, Bz MR x, /NEEE O
WZxf L CIgE R (AUC) @< bR WHE TR T 5720, BSAIZESWTHEZRE T2 H
% HEZEH L,

SPRINT #BR%E N #H/X— R 1 ® RP2D (/L A F =7 25 mg/m? BID #%5) X, BEAAF=7
20 K 0N 30 mg/m® BID % 5-% ¥4 L 7= SPRINT 3RBREE 1 FH/3— R OFER D HIRE S 47z, SPRINT
ABREE THH/3— hTiX. 30 mg/m® BID $¢5-f1C pre-Cycle 3 C Grade 3 D&% M ¥ pre-Cycle 5 IZ
Grade 3 D/ BRHFAX T A L7272, M%), RP2D 1% 20 mg/m’BID &% 5., LRE ST
7oo LU, BIORER (M EMRBIE NLEE 2R L Lot A F =T HER R TH
L. NEREE 2 — 27 AORER 029 [Banerjee et al 2017] ) 2B HICGE LN ET
A %G L7255, SPRINT #ERES 1403 — MCHHEDO BV X F =7 25 mg/m? BID #5-738
ANz, B AF =7 25 mgm? BID O5H-%251F7- 6 B4 1 B2 DLT IZ7%4 9 5 Grade 3 @
BOIR B IRBZ 33 B L, Z OHED MTD 7> RP2D & |l &7z, SPRINT iBREE 1AH/3— |
THRELZDLT I8 T, BRATREILZELATF =T MBS OBEMORIER CTH Y . Al
Tholz, RP2D & SNk AF =7 25 mg/m? BID 513, RN R BAE NE B & k5
& LT/ NRdiES = Y — 7 AORER 029 THIESNTEHE LR —CThote, EAATF =T
25 mg/m? BID # 5:1%, ARNERFICIBITH MTD (75 mg) DF 60%IZFHH4 T 5,

THTAREEDDIEMNED PN 249 H/NEBAFIZE VT, ORR 28 66.0% CThHh-o72Z LD RS
N5 & 912, SPRINT iBREE I FH/X— M@ 1 TRV A F =7 25 mg/m? BID £ 5- O 7= 2h F 358
D ohilo, ARBRTIE, BHEAZEHT DI ENETHY . | BFEEEZOHEITBB X
% SPRINT #REREE 1 FH/3— MW TERRZIR D /R STV D 20 mg/m® (ORR : 66.7%) (ZHHY
T 5, HIZ, SPRINT iBRE [ FH/3— MZBWTEBIHIZSNDHE SN2 BHE TIE, WThoH
BTHRYALADD O DoR FIEIZARE|ETH 7=, SPRINT B 1/ 3— N TlL, B AT
=7? 20 K25 mg/m? BID DEAFMET w7 7 A L HRETH -T2,

EEIR IO 2h M e V22 et DFESLIE, SPRINT 3R (B8 TAH/3— R X OVE A/ N— ME 1 Ot S
fiENT) T DN AR L eMZ N & B & ORER-OSRITIC L > TEMIT b

2o ZOENTTIE, BNV AF =T OBEFER (AUC, Cnax XL Cmin) & BIWE I L EMEDOREF &
O & 237 BIEME IR SR d o T2, ZBNCET 5L A T = 7R E O B X IEF= 5
L0 DO ENCEDR TR, WMEEOBREDENAF =7 EEOEBMEIIH L CTER > THOMLT
U7z, SPRINT RBREE I #H/X— FE 1 T — X TiX, ICR fi#HTIZ L D ORR &IV A F =7 DIREFE
B & OBEMEOFMICIB W TIIWER (p=0.0428) 23388 7273, NCIPOB fEHTIC X 5 %h %

(ORR) L MgEz & & OBEMEOTHE TIE Z OMHEBITRO b7, ThHDOT7 —2 1%, IRiE
BENEWVIEEREIMEOH THR TH D AREMEEZ R L TEY . MTD & L TE/LAF =7 25 mg/m?
BID 508U TH D Z & 2R LT\ 5, eI 2BE-KSHT Clt, LA F =71
T et L2 et Fg L OMICH O eBEMEITRRD b v o Tz, T, AEFELICL-
THREESUIE G IR L7-BE, B LT BRE2 Ik L2 BE CREE & OMICBEEEITRD b
oz,

PLEX D, PN Z£ES NFL/NEEEDOIBEICBIT 5BV AF =7 oy AiEITHE ()
., BAAF=T 1[E25mgm?, 1 B2 EEELEHRE L,
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1.8 IRAF3CE (%)
— k4 'L ATF =T hiERE

A OV N B 2361 D RHEF BB ERATIC I W T, BSA XAV ATF =D VT 7R
R OGO EE RIETIERL L TRHESNT, BV ATF =7 0i@ER (AUC) IZBIL T
. Z VT T ANTFERRFTHD, BSAIZZDONMMDOEKEIZBNT, 2 VT T A, $7¢
b AUC I 20% % B A DB AR LIz, ZDZ &b, WMRIZBIT 5 BSAHEIZ LS HEDOR
UHENZFRFESND, TNENO BSA FHOBEE 1,000 fl T I = b— 3> L, 25 mgm’ & # 5
L7z & D AUC OHFRAER N 75% FRIKM AR LizE 2 A, BSAIZESWHETIEIATO
BSA #i CRIFZEDRFEENGOND Z RSN,

1.8.2.3 Fi& - AEICEET HFE () DFRTIEMN
7118

BNVAF =T DT RNDNSAFTRA T YT T DREORE L ) NETHEIE S BE
Zxtg e LizilBi (D1532C00020 #kER)  (LLF. 20 3Bk) TiXBAAF=T7HED 7B/ 25mg
. RNEEFEWERE (2B 53R (D1532C00069 #AER)  (LLF. 69 #BR) KUY (D1532C00089
ABR)  (BLF. 89 RBR) TlidbAAF=THFEON 7/ 25mg (HRTFERA) 2 H0 TR L
72o 69 #BRTIZ, B (FDA DA A # A [FDA Guidance 2002] (2t~ 7=m@lENE) 12k,
RNEFPRE BN ATF =T 75mg 2 %G5 Lz L S OBBEENED T2 LR ENT (Coa
23 50%80 . AUC 23 16%J80) . 20 3R T8 [FAROFERD GO b iv, EITERER N RS Ik
NWAF =T 75mg b Lc & EORFEEIL, ®IEEICE VB Lz (Cra 23 62%08, AUC
N 19%I8) . Fio. 89 REBRTIX, (KIEIRIC X 0 BB E L A F =7 50mg 25 L
7o & ZOBEFBEEDNWD L2 (Crax 23 60%J80 . AUC 28 38%870)

B K OMRAE I B OB I TIXBNEPEHEEME T L, B A F =7 ORIGHE MK T
T5HEE 2 BT, SPRINT RER DT — ¥ & H T IR FE-SUGHRNT OFE R XL B & R & gl
72 HEERTE D 80%~125% DHEIFHN THAVUIHEMRENIAE LB X LN L0, BEBEEKEGRHZITZ
O A2 TIRERIMET LT\, BESHEDNEBOMEEIZ SRR L FREICE S =T
VATV OO SPRINT 3R & 1 D1346C00013 54BR Tl £ 5.7 2 B B 5% 1 Bl £ T
e LCRY, BUEARRER NSO T =X ICHESE | B TORLATF =T DEEIC
B2 HEEHIE L LC, KEEZHRTE LT,

7218

SPRINT FRBAZE I AH/S— R g 1 1BV T, R_N—R T A UIFICHEI T PN 23R S - BB XX
NR— 2T A VERICHEITHE PN SR SN TR WIES T A2 R LI BE 1L, BRI 7 1 v
RSO TWAIRYE L ITHIEREECAETHE TEA AT =T R 5 2ke LT-, Y%l
FER LD ML GBI T A AR EMUE 23R E LT,
7318

1.8.2.2 TH|ZFL# L 7-4RHL A 62, (AR mfEEICHE T IR EEE LT,
7418

FINRBEDDIEMENMED PN 2 H 3 25 NF1/NEREFICK LT, BEMichblzv e A F=7%#
B9 2% &3 % Hiu, SPRINT iRERE I AH/S— Mg 1 CIIBEHIM O RAlIX 2 4248 2. SPRINT
HERE T = FTIEZEN LY b Eho7e GHIN 60 VHEZBATENAT =T OREE2%1T,
IREHMOFPREIZ4FEEZBZ TN . ZOBAAF=TOEMBELETFIC, REBOBEICH
ERELN VHLLERBL LD, BINOEROGEIZ»»DL LT, EAATF=TOHEERIZL >
THEFESNEFARETH Y . KEDHEE (68.0%) N/ AF=THKEZ2MkE LT-, /NEHEE

CONFIDENTIAL AND PROPRIETARY 11(23)



1.8 IRAF3CE (%)
— &4 'L AF =T iERE

OUFEEM T, IRBREOEGETILIZE ST-BEEFRN OB (122%) I[ZRRD BN, BLATF
=T ORENT 0T 7 A NVERBMT D ERAERLTITEALAT =T OREHILICE ST FR
I CH ol BRRBRTIE, B AT =7 RGBINCEMED Grade | LTFIZEE LTS Z
EERFHEMT LN TWED, BEOBERE CIX, ZOKAREELZHNDS LY b LAHES
HICE > THEFG AT ICEFHTEHAERD D, HEAREIZEL-T, BFETEALATF=TO
BHZMWGET HZENTE, LEBSTPNOBDICL AR T 4 v MEMFTELEE 2, K
HERTE LT,

7518

FREREREE 2 T 2R E OGO EYEET — 212X 0 . PEEORERERELZE T 5
INREEFICBW IR EE 20 mg/m? IZJET 5 2 ENFFIN- 2L LD, REZEREL
7=,

7618

CYP # N LR 5 5. L 2 F =7 ORBHZE 55 2 87 CYP %) 151 CYP3A4 T
D, CYP2CI9 DBIG bRRS NIz, LA AF=T OUER (AUC) 1, i\ CYP3A4 [T
DA RTaF LA LTAT 49%BINI L, 3V CYP2C19 BHEESE K O PR O
CYP3A4 [HEK TH D 7 /v aF Y — /L L O LT2 G EIC 53%MN LTz, F7o, AR sysE
RIS ORI G . HEREE D CYP3A4 FLER R IT CYP2CLY FLERIL, B A T =7 DOl
FoA 30%~40%H N S5 ATREMEA B 5.,

PLEX V., 58U CYP3A4 PHESK L O EHy CYP2C19 BHEERE, R D CYP3A4 PHESK &
O/ UTHFFEED CYP2CI9 FHES L BN A F =T L O 28T 5 Z & 2 AREICTERE LT,

B, AELOHE, WONCEET 2ESEICBW T, FEmicld 2 \EZ BN L, IFRERE
B, BIERZEBIRE, A & OfFHRFICEB T 2EEZ SO, MoOEENLE 280 L7- BT, &k
MNP T oft# L e o7,

RERUVAE

Wi, RIS AF =T L LT 1A 25 mgm? (RFEERE) % 1 B 2 2RI O&E54
L0, BEOREBIZEVEERET S, 2720, 1E&IX50mg % ERET 5,

RERUVHAESCEEY HIE

7.1 BEOFEIZL Y AFD Cux L OVAUC METT 5720, BFHO 1 BRI D BH% 2 B E
TOMORHITEET D Z &, [16.2.2 ]

7.2 3 AT LN 19 LA EOBEITE T 2 A IER OV M TS LT ey, (9.7, 17.1.1,
17.1.2 ]

7.3 18 LA N TAANS L 0 WG 2 Bhs LI2EBFIZR W T, 18 a2 Ttk 53 556
(i3, R ORI L ARt E2ZE L CHEICR G T 2 L,

74 RFRHRBENOHE LIZAROREGEEIIUUTOEDO LY L35,

AEXRER (m?) rE5E
0.55-0.69 #] 20 mg/7% 10 mg
0.70 —0.89 1A 20 mg 1 A 2 [&]
0.90 — 1.09 1A 25 mg 1 A 2 [Al
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1.8 IRAF3CE (%)
— k4 B AT = TR

1.10-1.29 1[E30mg 1 B 2 [H]
1.30-1.49 1[E35mg 1 B 2[H]
1.50-1.69 1[E40mg 1 H 2 [H]
1.70 - 1.89 1[E45mg 1 B 2 [H]

>1.90 1[E50mg 1 B 2 [H]

7.5 ARFFEEIZ LV EWERANRE L-GA8120E. LFOEMELBE T, AJ 2R, BEUTF
9528, 2 BEMEERICEBMENRBD SN WEE, &E52hIik+52 L,

BIER ORI LV BET 256 0k G5

AREE 1 RERE 2 BRERE
(m2) (1 EAE) (1 EAE)
# & # &
0.55-0.69 10 mg 10 mg 10 mg/ H
0.70—0.89 20 mg 10 mg 10 mg 10 mg
0.90-1.09 25 mg 10 mg 10 mg 10 mg
1.10-1.29 25 mg 20 mg 20 mg 10 mg
1.30-1.49 25 mg 25 mg 25 mg 10 mg
1.50 - 1.69 30 mg 30 mg 25 mg 20 mg
1.70 - 1.89 35mg 30 mg 25 mg 20 mg
>1.90 35mg 35mg 25 mg 25 mg
IR BURE 0 H i i s v
BlER EEY WiE
FE SRR BERIND 10% FIET221E | BIET 2 TIREL, HT 255,
(LVEF) KT | & FERAELLT CHEEREfRME ez 1 BSEE L TRET 5,
JEMEME XX Grade 3 UL E BhHZHRIET S,
IR PE M a3 R RIBES T DS | BIET 2 £ TIREE L, BT 254
(g i) ene ez 1 BSEE L TRET 5,
L REE S 52T D,
i e Grade 1 XA AIREZ: Grade 2 | JEE OIRRBITIER L7222 b & 5% Mk
D CK b5 AR ERCE
BRAHE7: Grade 2 X3 Grade 3 | Grade 1 DL FIZ[EIfET 25 F TIRE L,
? CK 5T ARIE R BT 256, HEL 1 BMEREL T
&E5T 5,
Grade 4 ® CK L5 Grade 1 LA NICEITE T 5 £ TIREL |
BT 256, HEL 1 BMEREL T
BET 5, o, 5P mE
el
TR 755 R AR E Bh5EHIET D,
i Grade | JUTHAFIREZR Grade 2 | BH OIRARIZIER L7222y bR G Zilkie
T 5,
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1.8 IRAF3CE (%)
—W4 B ATF = TR

HEBEARHE: Grade 2 XX Grade 3 | Grade 1 LLFIZlalfE4 5 = THRIE L |
BT 56, HELX 1 BREEEE L C

5T 5,
Grade 4 BHERIET S,
EELS D Grade | X|IAEFRE7: Grade2 | BH OIRABIZIEE LR b &5 2 fki
AIEH] T 5,

PR RET Grade 2 XiE Grade 3 | Gradel LA TIZRIET A ETIRE L,
BT 256, HEs 1 BREEaE LT
545,

Grade 4 Gradel LA FIZEIE T2 £ TIRE L,
BT 256, HEE 1 BREEE LT
595, £, B5F KRG 5.

%) Grade IZ CTCAE ver.4.03 [ZH#E U 5,

7.6 TEEEEORFREREREE (Child-Pugh /Y38 B) O & 5 HBE TIX, 17HOEEZBEIC, KA1 [H
20mg/m* D 1 H2[EEL352 L, [93.2, 16.6.2 ]

7.7 BRWDXITHFRE D CYP3A PHEFIE LT 7 va) ) — v L OFFRIZTTREZR IRV BT 5 =
Lo RULEGTOHTL2HLAICIE, UTORIHED, 1E20mgm* O 1 H 2 [E#EEE L, f
FAFICEERN BRI LZSAIE, 1E15mgm? o 1 B 2 [BEGICERETSZ &, [10.2,
16.7.1, 16.7.2, 16.7.4 ]

1[E1 20 mg/m* 1 H 2 [ KOV [B] 15 mgm?* 1 H 2 [0 5 &

REmEHE 20 mg/m? 15 mg/m?
(m?) (1 EAE) (1 EAZ)
# ® # ®
0.55-0.69 10 mg 10 mg 10 mg /H
0.70 - 0.89 20 mg 10 mg 10 mg 10 mg
0.90 - 1.09 20 mg 20 mg 20 mg 10 mg
1.10-1.29 25 mg 25 mg 25 mg 10 mg
1.30-1.49 30 mg 25 mg 25 mg 20 mg
1.50 - 1.69 35mg 30 mg 25 mg 25 mg
1.70 - 1.89 35mg 35mg 30 mg 25 mg
>1.90 40 mg 40 mg 30 mg 30 mg

7.8 10 mg 71 72L& 25 mg 71 7RV OAEYFRIFRIEMEITR SAUTW W2, 1 [E] 50 mg &%
542813 10mg B 7RV EERH LW &,
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1.8 IRAF3CE (%)
— k4 'L ATF =T hiERE

1.8.3 ERALDIE (B) RUZOHRERI
B LD (%) RUERRIL
1EE L EE
ARFIE, TR IRIE T B ERIRITS | ARIOBR T L, BEHI XIS T D8

W, RANZ DWW T D43 70 ik & AR R R
JiE 1 B DIRIR DO+ 47 72 505 - BRBR 2 FF oAl D
H & T, AFOE G Y] LR S B ERNIC
ONTDOREETHT L,

FERER IV T, AFNZ DN TO+43 22 mi &
ONNFL 2K 2 072k E AL TH 5
7=, BRE L.

2. o ROBEIIZEE LT L)

2.1 ARENO S5 UiBBUE O BERIE O & %
#

2.2 TFIRSUTHENE L TN 5 ATREME D & 5 otk
[9.5 ZHE]

2.3 HEZONTHEREREE  (Child-Pugh 7338 C) @
HoHHEE [93.1, 16.6.2 ]

2. o ROBEIIZEE LT L)

2.1 RHNIOHRESS R OB BUE DR
JED & % B TILIBBUEE IR A5 BT 2 e
DEZONDZ LD, —HRERE LT
E L,

22 b MIBITAEEBIZOWTIRHATHS

N, w7 A& AWIE - R IRREA R K O A
BRI AE R O3 AIZEE 9 2 RBRIZ IV THER
R BRI CIEATNE 2 R4 2T ViR &
., & o - BBIRICHT DY AT NHEETE
WL EZDZENS, RE L,

2.3 AFDOMAEEN BT 2B8ZN10H0

BHEBOPFHENTERN &, AFlOFEIZ X
D ATHERERS E BT D A REEN H D Z &>

b, RELT,

8. HERIARMER

8.1 IMEREFEENH L DONDZ ENHDHDT,
AP 5-BAR G K OB G- H 3 E - B9 O HE
1 (hma—%%) 21TV, BFEOIRRE (LVEF
DEEET) MR THI &, [9.1.1,
11.1.1 28]

82 IRFEENH LDONDZ ENHDHDT, KAl
BeHITEMBICIRO B OB BAE MR T D 2
Lo Fo. ROEREPZEDO LNEGEITIE. #
RODEREEEZR TS L) BEEEET D
Z e, [11.1.2 2]

8.3 FFHREREENH LD ENHDHDT,
AFN G-I L ESINN AR RERE 21T 5 2 &,
[11.1.4 ZHE]

8.4 FERURMEIE, I ANNTF—NRbLbhbZ
ENRBHDHDOT, AAEIFGHITEMIC CK, 7
LT F = ORI EITV, BT, B,
CK bE&H., A kORFI A7 ey R
+oEETHZ L, [11.1.5 58]

8.5 Alf, ~E7 v W, fFPERED, U
VBRI MR RS s Z LD
DT, AFNEEPIXESICIERA (i ER

8. EEQRILKRIER

8.1 FERERRTE 0 FLIHIFE B OV B AL R HEA L
P Z TEIT D720, AR GBR G R U5
TS TE IR e 2 SE i L B D4R RE 2 4%
LILDNHETHDLEEX, RELT

8.2 MRREE O FHR AR NEEB(LSCEELZ T
B3 278, ARFIE G I EMPN R % Fhi
LEBEOREZBIRT L ENEETHL L5
Z. WELT,

8.3 JTHERERRTE D FIFE i K O IS L HE L
ETRIT o720, AFERG IS EMNICHRE 2
Kl LEA DR BIERT D ENEETHD
EEZ RIEL

8.4 BIUT BRAESC < A3 F— D B B LR O
HE(EREEZ TV o720, AHIFEG I
TEIARI AL 22 FE il LB E OIRE 2 B3+ 5 2
LPNHETHLEEX, RELT

8.5 F il e BRI D FLISE K OV AL
TEAL 2 TR 27260 ARG IS E IR IR
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1.8 IRAF3CE (%)
— k4 'L ATF =T hiERE

B EARAL

A EoER (£
BAEE, AMERSESE) 2175
Z ]

)
&, [11.1.6

ek LEE OREBEBIRT D5 ENEET
b LHEZ RELL,

9. FEDH FZEATHEFICHETITR

9.1 BPHE - BEFHESZD H 5 BE

9.1.1 LERYXIZZFOBERED & % B
JEIRANE(N T HBZANSH S, [8.1. 1111 &
iy

9.3 AFHHERE B
9.3.1 T DITHERERE &
C)

BH LW &, AFlomMFPREN EHT58

3 (Child-Pugh /748

TR d s, [2.3, 16.6.2 2]
9.3.2 TEEZOTHEREREE EE  (Child-Pugh 5358
B)

AR ERET D E & BT, BEOREBAIEEIC
L, AERHORBRICHSEETDH L, K
HloMmHRERS ERTFT 285001 H 5, [7.6.
16.6.2 2 11]

9.4 AAREEH T HH

9.4.1 EHRATREZ R &Mt LTk, AFI 5.
R OPe 54& T #% — EMMNE ) 228 217 5 X
IfRETHZ L, [9.5 5]

9.4.2 /N— NP —NEHRT B FREMED B D Bk
WZxh L TiE, ARG RO 5% TH%—EH
MY 2R 21T 5 K HfRET 52 &,

9.5 IEh

g SRR U T B ATEEME D & B Lo iT#
HlnwzZ &, v AEHWET - IRIRREAI
B9 2B CIx, IR - JRISEL, BaEME. B
IREEDORDDGFRD b, WRREE
(25mg/m? 1 A 2 Bl 5. WlEHRG-RF) (2%f7
HERIT 2.8 EThHoT-, v~ A EHWZH
AERTR OHAESR ORAICET 2B I, HA
IRICRRAZRBRIR KL O A ERHEDOHENRD S
. BEEBRHEE Q5mgm? 1 H 2 [EEE, #lE
5 Ik A 2T 04 R TH -
2o [22. 94.1 5]

9.6 ZFLhIw

B LARAWZ EEE LV, AHSUIAF DR
R e NORFELFITBITT 2008 5 TR
Thorn, B (v v R) CTERILFORE
Wy ~ARH 2 B 5 LT B, ARH R OARF ORGE
NHAFICHRE SN D Z ENRFEDEN TV D,
9.7 /NIEEE

A RE IR, B, LR XIT 3 R O%)
R IRERmAE 0.55m? Ko/ N a2kt L Li-F
St R V22 A FERE & U 7= la e BRI L 320 L
TV, [7.2, 17.1.1, 17.1.2 BE]

9. FFEDE AR T HELICHT I EE

9.1 APHHE « BEERSEDH 5 BE

9.1.1 DEBXIIZDEERED G 5 BE
DRBIUTZF OBEFERED $ 5 BE T, JERA
EALTDRREMRSH D Z LD, RE LT,
9.3 JIFHgREREE BE

R FE TS O TR RERE 5 B 1Tk LA
G UT-BROBRRREE RIS, BEL
Yl

9.4 AREEB T HH

b MIBITAEEBIZOWTIIARATH LN,
7 A VTR - IRIERARBR R N A RTE Y
HIAERR DRAICEE T 2RI B TR R RE &
Kiiti CIERTIEME 2 R T AR Hiv, b
FOIR « JEIRIZRTT DU R NEETE RN E
EZDHENL, BRELT,

9.5 IEh

t MBI AEEBIONWTIIARHTHALAN, <
7 A W - IRIERARBR R N A RTE Y
HIAER D3 AICEE T 2RI B TR R RE &
K CleRT I 2 RB 3 HFT AARD b, b
FOIR « JEIRIZRT DU R NEETE RN
EZDHENL, BRE LT,

9.6 ZFLhIw

bt MBI ~OBITICET 27 —Z 1%
PRV, B EBRIZIB D CTIHIH R~ DR T AR
DHENTWNAETZD, CCDS Z#5& I THRTE LT,

9.7 /NIEEE
fRHAERE IR, AR, FLR UL 3 meRifi o)
R IRFRImAE 0.55m? KD/ N2 x5 & L2
RERBRITFEM L Tz, CCDS #&%12
RE LT,
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1.8 IRAF3CE (%)
—W4 B ATF = TR

i EorE (%) B EARHL
10. *HEAEH 10. *HEAEH
AFNL, FIZ CYPIA I X 0 R &, AT D EW R A R Bk Rl o x|
CYP2C19 H, B85435, [16.4 %] B LTz,
102 DFREE (DFHICERT 52 &)
FEHI 4 S B RS, - B -
FiE 715 fe R Kl 1-

SROSUTHRR | AFIORIERA | Zh b
FED CYP3A | BasRE N 5% | Hl&En

Eke=S21] b A0, CYP3A #[H
75 zn | ZhbHDHEKE | EFH2 b
~ AT OPFAIEAREZ: | 12k, K
Ty 2o~ | RVEET D Z HI DA
% & PR S,

S hoag | SBEBFINE | KA
ol TAEOCIE, | s bR
WETLEEs | D AREME
Gy | BEORE | 505,
e D o — i NN 2R =

2 L. RHWERH D%

[7.7\ "Iﬁ&:‘["ﬁj\/}:%ﬁ‘

167.1. 1674 | 2= &0

2]

Z)vaty— | ARIORWERN | CYP2C19 K&
v wmIhsB%F | NCYP3A %
[7.7. 1672 | B H BT, [HET 5 Z
2] T H DKL Lizky,

OPFRIEATREZ: | AFI O
R0 BET 5 - PIPHE X
&, ., KHlo
Rt HETHA | MRS
TagacE, | AT LA
WET L Ly | EBHERD
o, BEORRE | 2.
i i k=
L. BIER D%
B HoEET
L,

SRV SUTHRR | RFIOERB B | 2o 03
D CYP3A | 553 28BFNH | AIEN

EH b5, T | CYP3A =55
Zx=r | GOEFEOH | HEILHZ L
Mg FIEAREZRIRY |2k, K
V7708 | BETHZ &, FI DO D
v RS,
TR~ ASF D 1fp. H
SV BEMMET
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1.8 IRAF3CE (%)

— k4 'L ATF =T hiERE

R EoEE () AR EAR AL
[16.7.3. 95 Al RelE
16.7.4 2] NH D,
A aUA N | RHIOHII
E A 959 D BEIN
(St.John’sW | H»57=%.
ort, & LWk TR
feYa—v |T5H2E¢,
R T—1])
B
vXIE vX IV EOE | IINnAlITH
GEHEMA] (U | MEEZD LY | Bansg
7Y A b gLz L, ha7 =
) 7—/LR )
FrEsE Juhknrey | ZFLS
o/ | RRERERER | U a—al
) (INR) % | LT, KAl
U777 immiEos | 10omg <
o~ | AL BRRIEIRD | 32 mg, AFH
W CEVY g | 25mg ik
VW, INH O3 | 36mg DE
HOMELZHE | # IV EN
THZ L, GEEnD,
v4%3E
D EE
Fuz kv .
Hifo Y =
7 % MR X
% AREME
N5,
11. EIfEH 11. &IVEM
RORWERRH B D T ENRBHDHDT, BlE | ARG HIIHEBET L REOH 2 HFR %2, K
AT, BEDRRD DS EICIEER S | Ale G LB ORRRBREE RIS X
RS 57 YR AE AT T & CCDS RRFEHED IR CEESEHBITHE LT,
11.1 ERZFHIEM BWER ORBME L, EAAF =T D/NEHD
11.1.1 LopRERE BHRARFAVREEZ A O FIINAGER PN 2 H 9 5
BRHRID (14.5%) . EEEERES BEEA | NF1 BE 2 %512 Efi S 4u7= SPRINT B 11
) FOUERESERHOONDLZ ENd D, | 3= a1 KOFIRAREEZR PN 2145 AAAN
[8.1, 9.1.1 & /INENF1L BEERRE LB AN AT =T ORE
11.1.2 HRpeEsE MM OSBRI EhRE 2 fet 3 2 [EIN G T EEEIES
MR bR e (BEEEAREE) | D MEERNE | RNER S RBROFET — 2 DHEH L, Wi
MEEE  (BEEERA) | MEEERIRPAZE (MR BRIZBW TR B d - 2EWERIZ W TIE
) ZDIREERS SbNDZ ENb 5, [82 | HERHLE L,
Z M SPRINT #BR 5 11 #H/S— F & 1 (2250 Tt 2021
11.1.3 b/ e 3 H 31 ARpA, ENGE LHBEREEMRMUE
B (66.1%) . FH (59.7%) . HQ» B 5RERORIVEH OB X Cycle 13 Day 1 Ff it
(53.2%) SEDWLERERDHbbRE L | DT —FEZHVI,
b5,
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1.8 IRAF3CE (%)
—W4 B ATF = TR

H EoER ()

B EARAL

11.1.4 AFH¥RERRE

AST (32.3%) . ALT (25.8%) . BV /LB

(1.6%) %D EH-%£E 9 FFREREE R B 5 b
HIENHD, [8.3 ]

11.1.5 BEfCAm @t fieiE  (BEEEAREA)

[8.4 ZH]

11.1.6 &1} Ov i BRI

A (33.9%) . HFHERED (22.6%) . U oo
A (11.3%) . M/ (9.7%) 2235
bbb Endhb, [8.55H]

11.1.7 FEMEMEE (FEEARH)

11.2 =0 EIVEH

10%L4 1 1%~ 10%Aii
iR - T
FE s | - IR ) 52
Hibgs | D&k 1 PN Rz J
B & 5 -
(75.8%) . &
JERR R JE
(53.2%) . FZ
¥ Rz fg
(51.6%) . JI
A, BE - &
2N
Z At | 1fiH CK 0 T, KA
(62.9%) . ¥ PEVERIE, B
7« WIE, K | FE
TIVT I
SE, FEEA, I
LT F =
o

14. WA EORE

14.1 SEAIFHRIR DIER

WEIR LS &0 FINAI DS INAK 53 il & AR O S

B RETAREVEN H D72, 48R b

NODEERMTHZ L,

14.2 JEFIAZARF DOFE

B M IMRAEEEICH LU TORICHERT D &
IfEETH L,

o NTBMIMEATZY, WLV, BAFREY
BHPIC, FOEFEKE L BICRHATSZ &,

AN NS REEEANTE Y ST, O

B HZE, [20.1, 202 5]

14. WA EORE

SEFI TR LIRS K OFEAAZ RO R B M & LT,
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2.3 EEONFHAERE (Child-Pugh/HEC) 0 & 5 B#[9.3.1.
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H 2 2B IR 142 59 5 4 BE ORI & O EEHET 5.
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D B RIR A 5 B 2B R & TORI DR I8 5 2 . [16.2.2
B
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LCHEICRET 52 &,
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3. #ER - MR %o
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1% 7L 15 7 L 0.70 - 0.89 1[E20mg 1 H2[
s | EVAT =T TV A F = THiEEE 0.90 - 1.09 1[E25mg 1 H2[E
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W& - W - ) 1.50 - 1.69 1[E40mg 1 F 20
ANTBEIT 2 BN IANTHEIT 2 E LR 170 - 1.89 1 E45mg 1 H 20
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6. BiERURE
BE VNS E VA F =7 & LT1E25mg/m? (R KEH) % 1

_1_



RS WEER EEFMEY |(BET S TREL.HRT
O EEREEE | 258 HEEZ IBEEEL T
iE #5955,
MR FRIREA 28 BE5x2HRIET 2,
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LB DAY | Grade | IZBARRE | BEORRBIER L 2P 5%
OBIWER | =Grade2 Bafksid 5.

Gradel Ml RiCEET B ET

BERREECrade2R | e mms 2in6. MRS
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# % # | =
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0.70 - 0.89 20mg 10mg 10mg 10mg
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82 REENDH S5HLND I LNDH DT AAKRGHIIEMIICAR

DEREOEREZMHIRT 22 L E ROREFRD SN HEIC
B VEPPICERKEERZ2 IS BEEZEET L&,
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BRSPS IER 2 RABERE L1 R OKEABA2ORAHFE12
BlZARAISOmg % B EFF RS U7z & &8 BHEEPSIER 25
FHICHRTEREBARA2OWERE T Cnaxld 16% & < \AUCIK
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86% K UV69% TH - 1o HEBE O KEEREZ G T HHBE T
ZENZENIS9%KRU141% BEEOFHEEERE2HT 2WBET
BENZNISTRROBLIT%EFmD > 128 (HEANT—%).[2.3,
7.6.9.3.1.9.3.2%H]

16.7 E4EEER

16714 >33V —=I
BERA24F1ICA 53+ V=L (P CYP3AHEH)
200mg# 1 H2M[ 1 1 HEREROHRS L % 58H B IcAHKI25mg
ZHAROHKEG Uiz & &8  RF B SHEHBELTA 53
FV — VOB T Cnax R PAUCIR 2N 2N 19% K% 1049% 57
L72YHNBEANT—%).[7.7.10.25 1]

16.7.2 Z)LbaAFV—IL
B A 226012 7 )L 3V — )L (CYP2CI9MRER » D HFEE D
CYP3AMEH]) ##%51HEI12400mg 2 AR OHRE L2 &%
52HHEDIFZ200mg% 1 H1ENOHBREFZO#RS L. %58H
BICARFI25mg % BEREOHR G Uiz & &) ARHI B S5 & H
BLTI7LIF YV —)LAEETIECnax X FAUCIE FNZEN26%
KU53% FFE LY ABAT—4).[7.7.10.258]

16.7.3 U770V Y
fRRERRA2261IcY 7 7 > ¥ ¥ (38717 CYP3AFHEA]) 600mg



Z1HI1EHEREZO®RS L 858HBICAHKI75mg % B0
BOBE L&D AFBMBEGHEHBELTCY 77 8V
B TlECnax R AUCIZ F N ZN26% KR U511 %E TR L 79 (4F
EAT—%),[10.221&]

16.7.4 TUVRAORA YV . IIWFP7EL. ITF7ELYY

A EERETMICEA Y I 2L —va VIZBLTUK
Al25mgz B 5 U7z & Ziox LB B O CYP3ARER T
HBHITYATTA > (500mg 1H3ERSE) XEDLF 7 E L
(60mg 1H3MEEE) L OPABETIZ. LIV AF =T DAUCK Y
CmaxlZZNZFhH30% ~40% K% OF20% L5795 EHfEE S Nz,
F 72 KH75mg % B 5 U7z & it L) HEEEOCYP3A
FEAITHHT 7 7LV (600mg 1H1EIES) EOHFAKT
EELAF =T DAUCK P Caxld ZNZN38% K U22%E N
THEHEINO,[7.7.10.25 ]

) AR OAZAEROCHEZIIEE NRICEELAF=T L LTI
[E25mg/m2 ({AEHE) % 1 H2EZZE IR OKXS5T 505 B
BEORBICIVBEEMET 5.7272 L. 1EIRIFZ50mg%E LR &
T5.1TH5,

17. BRFREE

17.1 BERUREMICE T SR

17.1.1 ;85 5514B5ER (D1532C0005 7858551148/ YV — R E1)

3L E ISR T OERFE R/ L OB T BB E | KB EE
BEZOBKERZEZA LEGHRICRELHBEELEZAATNS
FBILEVERGAMEDY R T 24> 2L UBRTERVLER
AR HERE (Plexiform neurofibroma) %4 9 % MR A IERE 1
RIBH (B AMNRIBEE 2 &0t 2 BH LRI 5062 55
ICVARAI L E25mg/m?2 (AR EE1.9m2LL ED5E1E50mg) % 1 H
2[E| ZEERICROH S T 2 IEE R % i U 7210, EEFHIE
HT® %Response Evaluation in Neurofibromatosis and
Schwannomatosis (REINS) Z£ #1112 £-5 < 2553 (F1%) [95%
EHEXM11366.0%(33/50f1) [51.2, 78.8] TH - 71-H) . B &
BRAATIRIEIB 250 (FEE) 3341 5y 2 3h CREEE ) 46 Kk %
ELHITH > 1o SRRSO REIZ2.2ETH 572 (F—%
f1v b4 T7H 2018F6H29H) [5.1.7.2.9.7% 8]
AH DS S N 7z506]F4961 (98.0%) ICHEERFRD SN E
RAEERRILEH4361(86.0%) . Il HCKIEM3941 (78.0%) .
FI37H1(74.0%) R OEDL3661(72.0%) TH - 1zo (F—F H1 v b
Z7H :20214E3A311H)

17.1.2 EA%EIE5 5% (D1346C00013515%)
3mULISFRUTOERPNE LOEE BB AEREES O EK
FEREE LAEGHERICLDELBE 2B ZAATLAIHICIVEKR
BEAMEDY R 7 24D 2 & UBRTE 2 VWEBRMRGMHEE
(Plexiform neurofibroma) % & 9 % &R MEE | BB H (B
KRS 2 &0t 9 5 BE IR 12612 55 AF 1 E
25mg/m2 (AR ER1.9m2_ED5A1350mg) 2 1 H2[E 225 K
ICRORE T 2 EREBRR 2 EM L 72D REINSHEE ICED
< ERR (BI%) [95%EHEX]1333.3% (4/124) [9.9, 65.1] T
» 0 EBERANRITET R (FEE) 461 (33.3%) #5325 (GRAE
) 201 (16.7%) V& EMII (33.3%) JREEIT2H1(16.7%) T >
721, [5.1.7.2.9.7% ]

KRR DHE SN 12020 EEERPRO 5N EFLEEER
BB 71 (58.3%) « STERERZ 8 22641 (50.0%) « R & OYTNEA %%
Z501(41.7%) VB | F7 R E2% K& OO 245441 (33.3%) TH -
oo (12 A5 7—%)
¥) TR L BIREOHR IR | ENER R RS
BREIR=Z2F A V1 620%D LR KE - R—=2AF 1 2
5 DIEEBEOELAT IR K OTRBEITOERICER L 72
WREBET | BB R EEEAESNR - T A X
VR BRI E R A 5 20% DI _EHE AN W B3 22503 7 H LA
Iz FEhtE U 7 Bl CR 2 TEE L 72 B RIX LRI
RN (RE) RO O N-BEDEIE&E Lz,

18. ZENEFIE

18.1 {EFF
TV RAF =713 MEK1/2%HET 52 &IC& D . MEKOEET
»BHERKD Y Y EtZFHE L .RASIC K D #ifi s h 2RAF/MEK
/ERKREHED > 7 F VRZEZIH T %5 2 & TNFLICB T 2 /i
FRAEEOEIEZ MHI T 2 L E X 5N 512,

18.2 HHEFRMEEDIBTEIMFIER
Yo VIR RIICNFL BEFERRSEIBEFRESY
AR E TNAICB VT BIU A F = 71 R R AE IR AR AR
I8 HERKDO Y VB2 FHE U miESRAENE o 385 2= M L
713,

19. B ICEAT 2IBLXEMAR

—AREBHE
)L X F = THiEE (Selumetinib Sulfate) JAN)

{t%%&:
5-[(4-Bromo-2-chlorophenyl)amino]-4-fluoro- N -(2-
hydroxyethoxy)-1-methyl-1H -benzimidazole-6-
carboxamide monosulfate

P2 e A
C17H15BrCIFN4O3 * H2SO4

DFE:
555.76

27 g
HE~EHBOMEKTH D, AT ) —VITBEFIZ K ¥ J =i
RD THEFIT K KITIFEAEBIT 20,

{EZEER
Br
F Cl
* H,S0,
N NH
</ H OH
H5C O

20. BURWL EDER

20.1 1B R BT B 728 EEIRA A FIE L 22 RO BRI TRIE LK
FDE ERT 5 2 & [14.288]

20.2 B SHRHIZMO HE L2 & [14.221]

21. R

22. %
(AtIITHFEILI0ME)

280 TEIV[R ML NS EIEAIAD ]
(OtILIATEIL25mg)

280 TR ML NS EIEAIAD ]

23. EEHL

DAENERL  EIL A F =7 /N O miE AR IERE 1 LA E %
R & L7-ERNEHERE (D1346C00013) (20224 XAXH&
#2.CTD 2.7.6.2.1)

2)HHNER RN A TARALFEY T ¢ (D1532C00080)
(2022FEXAXH#A&FE.CTD 2.7.6.2.17)

3)Tomkinson H, et al. Clin Ther. 2017;39(11):2260-
2275.el.

HAER : BFOFE(S%) (D1532C00089) (20224EXHAX
H&Z.CTD 2.7.6.2.23)

S5)HPER : MERAREE (in vitro RB&) (2022FEX AX H&
#.CTD 2.6.4.4.1)

_5_



6) Cohen-Rabbie S, et al. J Clin Pharmacol. 2021;61(11):
1493-1504.

7)Dymond AW, et al. Clin Ther. 2016;38(11):2447-
2458.

8)Dymond AW, et al. J Clin Pharmacol. 2017;57(5):
592-605.

9)Dymond AW, et al. Eur J Clin Pharmacol. 2017;73
(2):175-184.

10)HWNER : LI A F =T O/NRBEAO WA IERE | BUEE % 0
H & U745V TAERER (D1532C00057:85%58 MAH/ S — b E
1) (2022FXAXHAF.CTD 2.7.6.2.2)

11)Dombi E, et al. Neurology. 2013;81 (Suppl 1):S33-
S40.

12)Caunt CJ, et al. Nat Rev Cancer. 2015;15(10):577-
592.

13)Dombi E, et al. N Engl J] Med. 2016;375(26):2550-
2260.

24. XHFERERVEVEDEE
TLIYAYT 7 —vaRERtt
AFAAN AT HA—vay Lry—
T108-0023
REEBXZH=THIF1S
HETAT—Y 3% 7—N
TEL : 0120-577-657

26. RERFTEHRES

26.1 S4EARETT
TLIIF T 7 —<EE&EHE
T108-0023
HEAEBXZH=ZTHIFIS
HITAT— 3> 4% 7—N



1.9 —fEMIAFRCER D CE
—i4 s BV A F = TR

F1H BHFEEFTREREVRAXEICEYT 51ER
—fA AT = TR
fiEe I

1.9 —RMBMICERLINE
TILAFZIRERIE

ARG SN EHRIARAIERNIT V7 v F v 77—~ ARIStICRB LET, doHE
HIDEE R S KB ONTZMICEH RTHZ S 3BT TVET,
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1.9 — WA RICLR D30
—i4 s BV A F = TR

1.9.1 JAN
— A4 FR JAN) 1%, Ak 26 45 10 A 21 BATSRASESE 1021 85 1 SIC L v @Sz,
(AAL) B AF=THiEEE
(3244) : Selumetinib Sulfate

1.9.2 INN

[EFE—i%4 (INN) (X, selumetinib & L C Recommended INN : List 62 (WHO Drug Information,
Vol. 23, No. 3,2009) (ZILH S 4172,

1.9.3 1E#4
(AAA)

5-[(4-7vE2-7 07 == )T X ) ]-4-T7 /A B-N-(2-E R FhF)-1- A F)L-1H-X
AA IH T —=)b-6-TIIVIRF T IR iR

(F4)

5-[(4-Bromo-2-chlorophenyl)amino]-4-fluoro-N-(2-hydroxyethoxy)- 1-methyl- 1 H-benzimidazole-6-
carboxamide monosulfate
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1.10 ¥ - BEREOREFREEROE LD
—i4 s BV A F = TR

F1H BHFEEFTREREVRAXEICEYT 51ER
—fA AT = TR
fiEe I

1.10 X - BIEFOEEEEEHOF LD
TILAFZ IR

ARG SN EHRIARAHERNIT V7 v F v 7 7y —~ARIStICRB L ET, doHE
HIDEE R S KB ONTZMICEH RTHZ S 3BT TVET,
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1.10 #H3 - BRSO EHREEHOE LD
—4 s BV A F = TR

1.10.1 BEBIEFOEEEEEHDT LD

=& 1 BE - FEFOREEEEHDFTLYD
{t.% 4 + | 5-[(4-Bromo-2-chlorophenyl)amino]-4-fluoro-N-(2-hydroxyethoxy)-1-methyl-1H-
g benzimidazole-6-carboxamide monosulfate
1

2 RE 31X
RIES

FRIGIAENEAE 1 FIZ 36 1T 2 s R ARk M e

Ak kO @, NECEELVAF=7 L LT 1 [ 25mgm? ((KFmAE) % 1 H 2 [ZEERHRO
& BHET L0, BEOREICLVEERET S, 72720, 1HEEXSOmg % ERET S,
B K &

e

. I TN I0mg Ll B TR, BV AF =TI 121 mg (BEAAF=T L
ggg% LCl0mg) 2847 5,

by ey | TEIRT A B mg i3 1 AT, R AT = TR 3025 mg (B AF=T

LLT25mg 2E5HT D,
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1.10 #H3¥ - BRSO EHREEHOE LD
— k4 B AT = TR

Bt

Hila % 5wk
ULz 5 b8 e/ NEUE R
7 vk 0 0, 30, 100 300 mg/kg >300 mg/kg
D=7 A% | &N 0, 10, 30, 100 mg/kg BID >100 mg/kg BID
BID : 1 H 2 A}t 5
A 5w
fE | TGRS | &5 s | EREPTR
5 W | (mg/keg/H) | (mg/kg/H)
TV AT = TR
v b | #0029 |0,10,30, | M fEE | 10mgkg/H o BREE (BE) | HREIRSL
A [# 100 T&7 it ()
I 2 10 >30 mg/kg/ H : #R{H, BEOREESLVEAL
=7 | #0129  |0,6,20,60 | fEETE | 26 mgkg/ H : HR{E
A | A El >20 mg/kg/H : ik, 707 s, 1 e
J»T. BUNT. nif=1. &gl
60 mg/kg/H B IRAME_EEIEAR & O
e
TV A T = TR
~wA | #0778 |0, 100, 100 >100 mg/kg/H = M7 )b
i 302, 483, >302 mg/kg/H @ ARIMEKZRDZAL, aba
685 Fo— 2
>483 mg/kg/H : FETC, —MiRAEE
b, BEEL, AEEMET, Mt
H. MBS~
~wZx | #&OAH |o0,23,69, MeETx | 223mgkg/ H @ —HIRRBEEEA L, IR
H R 206/137 & B2 L, ALPT, M2, 4%
SN e
>69 mg/kg/ H : FE1C, (RE], {EATE
L. WHEE NS AMRIE, P& O
AR N B iS5
206/137 mg/kg/ H : WBCY., #h/n )°
NS VAR -
~UA | #1026 (0,2,10,40 | fEETE | 2mgkg/ H : FEG LRI O
3 H] 7 RRIE
10 mg/kg/ F : (RESIINRIREEL, (il
SRR AN K QN i A A L SR R A
DEEFELAL, KI5 D~ E ST
40 mg/kg/ A : FETC, (REEINEL, —
feIRAEEA L, RBC & O WBC AT,
MR EE O, TR
WO, KTE, IR, B, T
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1.10 #H3¥ - BRSO EHREEHOE LD
—i4 s BV A F = TR

=

. R, RN NN Hi~DE
B RIGOOD A/RIEZE

H=7 | 026 M3 1 mg/kg/ B« BRAEAEIR ()
AV | EH M1 (G | 3 me/kg/H o WA, EAE)
WEE) (1) . A/G

8 mg/kg/H : #K{E/ ik, (AEL, B
Ky TV AIG ERL. ey
ASTT, avaru—id. hvyohd s

=7 FEH/9 A 5 1 mg/kg/H @ FFRLpT A 7e L

A Y H

>3 mg/kg/ H : BOEA 72 #R{E/IRORAE
Bz HiERR, WBC R4

5mg/kg/ B : AEBMEL, ASTTE

VAR T

B R IE IR

WS T AREER  (D1532C00057 BRI FE S— & 1)
AFNDN B E S 7= 50 ] 49 5] (98.0%)

HERROMHE Bl
M - 43 5] (86.0%)
ifi. 7R CK #8500 39 151 (78.0%)
T 37 51 (74.0%)
AIEH] G 36 51 (72.0%)
EINE TAHRREBR (D1346C00013 545R)
ARG S 7= 12 615 12 61 (100.0%)
HERERROMHE B
T2 761 (58.3%)
SIERRZ B 6 %1 (50.0%)
NGRS 541 (41.7%)
T 541 (41.7%)
2t TVIvA Ty —<AREStE JA A

CONFIDENTIAL AND PROPRIETARY
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112 A5
—ME R AF=THE

CTD No W | mmsecon |FESE| Lo
= £33 EHEHM ] GETELal)] gt i

AHES =5 e T | @mmsh j O | E&m
F3F(EP2—)L3) REICEHTHIXE
32 T —AXITHESE
3.2.S [BE
3.2.5.1 —fRIEH
3.2.8.1.1 AstraZeneca |&%H _ g ot 2 NE R B m
3.2.8.1.2 AstraZeneca |#Ei& _ ot 2 NE R B =
3.25.1.3 AstraZeneca |—R%FFME . 54 o] =T =
3.2.8.2 &l
3.2.8.21 AstraZeneca |BEXRHE _ s ot ] =i o
32822 AstraZeneca |(BEFZERUITO+ER-avbO—)L _ = a0 HEY =T =
32823 AstraZeneca |R#FHDEE _ ot 24 E i 4=
3.2.8.2.4 AstraZeneca |EEZEIRRUVEEGREADERE _ a0 HEY =T =
3.2.8.2.5 AstraZeneca |7HAER-N\JT—ar / TOvXEEE _ ot 24 E i 4=
3.2.5.26 AstraZeneca |BLETFEDRFEDRER _ ot 24 E i 4=
3.2.5.3 4%
3.2.8.3.1 AstraZeneca |fE&EZDhDFEDAEH _ o1 2R E i 4=
3.2.8.3.2 AstraZeneca |A#i¥) _ ot B R =i =
3254 BEENDEHE
3.2.5.4.1 AstraZeneca |HRERURERA X _ 551 HE =T 4=
3.25.4.2 AstraZeneca |FERFAE (DA E) _ 551 HE =T 4=
32543 AstraZeneca |SERAE(SHAER) D/N)T—aY _ a0 HEY =T {f =
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112 A5
—ME R AF=THE

ST - BFT—
Sty = = EEME | wEE | sEE-Ton |TLSF) somm
= (BRN5EN) HE
“w AN
3.25.4.4 AstraZeneca |BYk#T . 54 o] =i =
3.2.8.45 AstraZeneca |HRERUREBRAEZOZEME _ o1 HRE = T
3285 HEERXIIIZEYME
3.2.85 AstraZeneca |IBERXIIZEYE _ w5 ot 24 E =T 4=
3.2.5.6 AB/ERUVIERR :
3.2.56 AstraZeneca |B#HRRUMEER . T 2R E =T 4=
3287 &TEMH
=Y N
3.2.8.71 AstraZeneca |REMDFEEDHRUHER _ 551 R E i 4=
=3 7 =T §~m E &I - S = . 5 _
3.2.8.7.2 AstraZeneca |[EZBZDEEMHBRETEDIERRUER _ s ot N T4 P
3.28.73 AstraZeneca |(REMT—% 228“ s ot o] ST o
3.2.P &
3.2.P.1 EHERULA
1] N
3.2.P.1 AstraZeneca |RFEIRUVLT _ 551 HRE i 4=
3.2.P.2 BFIFFEDZEE
1] =/ N\
3.2.P.2.1 AstraZeneca |HEIKHA _ 54 o] =i =
1]
3.2.P.2.2 AstraZeneca |HHl _ g ot 2 NE R =i m
1] ‘%: =] 2324 . _
3.2.P.2.3 AstraZeneca |HEEIFEDORFEDEZRE _ o1 2R E i 4=
3.2.P.24 AstraZeneca |B#RUMERER . 54 2R E =T 4=
7 h r = C -
3.2.P.25 AstraZeneca |MEYIFRIE SN LA _ o1 2R i T
NGRS PN 8 3 ’S . . =
3.2.P.2.6 AstraZeneca |AfERCERABORS HAELIDOEEM _ st pt HRE =4 P
3.2P.3 &Hl&E
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1.12 HfFER—E
— iS4 EILAFZTBRERE

Swas | m=m 12 e (;%%;) gais- o |0 SF ifozéu_j
3.2.P.3.1 AstraZeneca |BE& _ ot 2 NE R =i =
3.2.P.3.2 AstraZeneca |BEMT _ 55 o] =i =
3.2.P.33 AstraZeneca |(HEIRRUITO+R-avbO—)L B st 3RS = =
3.2P.34 AstraZeneca |EEZIBRRVEZHHADOERE _ T 2R i i
3.2.P.35 AstraZeneca |FAtR-/N\JFT—i3v / TOEXEH _ o1 2R = i
3.2.P4 FmHFDEE
3.2.P.4.1 AstraZeneca |MIERUEHERAE _ 551 HRE =T =
3.2.P42 = HEBAE (D AE) sl
32.P43 = HEBAE QAR DN\YT—ay s
3.2.P4.4 AstraZeneca [BRERURHBRAZOZ LM _ s ot e T4 P
3.2.P45 AstraZeneca |EFXIXENEEIRD FHO0F _ ot 2B T4 P
3.2.P.46 AstraZeneca |#THAIDFE] _ B 51 HRE =T =
3.2P5 HEIDERE
3.2.P51 AstraZeneca |ME&RUEHERA % _ o1 2 RE i T
3.2.P52 AstraZeneca |ERAE(DHFAHE) _ T 2R E =T =
3.2P53 AstraZeneca |ERA X (DA ZE)D/NIT—23r _ 52 50 G = P
3.2.P.54 AstraZeneca |BYh T _ 54 o] =i =
3.2.P55 AstraZeneca |FHE¥ID%FIE _ T 2R E =T =
3.2.P.56 AstraZeneca [FBHEEUHBRAZOZ LM _ Ty N =4 P
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112 A5
—ME R AF=THE

Sy ) - BFT—
S % B EEME | wEE | sEE-Ton |TLSF) somm
= (EW/iEst) BE
32.P6 BEERXIFEEYE
32.P6 AstraZeneca |(ZERNITIZEYE _ ot G T4 P
32.P7 BHRRUERER \
32.P7 AstraZeneca |BHERUMERSR _ 54 2R E =T =
3.2.P.8 HEM
Eel==T N4t =4
3.2.P.8.1 AstraZeneca |REMDFELH RUHER _ ot G T4 P
A OEEEREBIH L BRUE N 5 =
3.2.P.8.2 AstraZeneca |EAREBRODLTEMHRBRETEDOIERRUVER _ s ot HNEY £ =
3.2.P.8.3 AstraZeneca |REMT—% Zgls_kﬁq:- s ot HEY = {f =
3.2.A ZDfth
BT
3.2.R HIBDEREH
BN
3.3 5EXM
EDa—I)L23 TSI ALE-XRMERMT L=,
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112 A5
—ME R AF=THE

=Sy Tl =z BFT—
;1?%\2_. & =i E AR HiEE BRI . 204 aﬂg/;f% ADIZH
(ER/E5) R
FARR(ED2—IL4) FERARHBRBES
4.2 HBRMES
4.2.1 AR
4211 N HEZEM T HHER
42111 AstraZeneca |[Pharmacology Report 01: 20 i
Selective inhibition of MEK1/2 kinase by 20I'|| Eo HRER B2l
AZD6244 -
42112 AstraZeneca |Pharmacology Report 02: 20 i
Selective inhibition of the MEK/ERK pathway in 20"“ i AN HRER ST i
cultured tumour cells by AZD6244 -
42113 AstraZeneca |Pharmacology Report 05:
Inhibition of Erk phosphorylation in tumour cell 20 .- s . =z
lines by AZD6244 and the N-desmethyl ZOIII i HiRs #H =
metabolite of AZD6244
42114 AstraZeneca |Pharmacology Report 06:
Inhibition of cell viability of tumour cell lines by 20 .- s . =z
AZD6244 and the N-desmethyl metabolite of ZOIII i HiRs #H =
AZD6244
42115 AstraZeneca |Pharmacology Report 07:
Inhibition of phorbol ester (TPA)-stimulated Erk 20 .- s . =z
phosphorylation in whole blood in vitro by ZOIII i HiRs #H
AZD6244 and metabolite, N-desmethyl AZD6244
42116 AstraZeneca |[Pharmacology Report 08:
Inhibition of Erk phosphorylation in tumour cell 20 .- s . =z
lines by AZD6244 and the amide metabolite of ZOIII i HiRs #H =
AZD6244
42117 AstraZeneca |Pharmacology report 09:
Inhibition of the growth of human Calu-6 non- 20 .. . [ =5
small cell lung cancer xenografts in mice by 20I.I.I i HiRs #H =
AZD6244
4211.8 AstraZeneca |Pharmacology report 10:
Inhibition of the growth of human Calu-6 non- 20| . [ =5
small cell lung cancer xenografts in mice by ZOIII i HiRs #H
AZD6244 at low dose
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112 A5
—ME R AF=THE

CTD No
BEHES

EH

e

S AR

Sk T
wiER
(EN/@o)

BEEs - T Dt

Bl
¥

BF7—
SO
L

42119

AstraZeneca

Pharmacology report 12:

Pharmacodynamic studies with AZD6244 in the
Calu-6 human non-small cell lung cancer
xenograft model in vivo

e | 1| 3
20,

Bt

HREH

SR

4.21.

.10

AstraZeneca

Pharmacology Report 35:
Inhibition of cell viability in BRAF and KRAS
mutant tumour cell lines by AZD6244.

b | 1| 3
20,

Bt

HREH

SR

4.21.

1

AstraZeneca

Pharmacology Report 45:

Inhibition of the MAP2K1 (MEK1)-MAPK1 or
MAP2K2 (MEK2)-MAPK1 Pathways by AZD6244
as Determined by FRET-Based Z’-Lyte Kinase
Activity Assays Run by Invitrogen

e | 1| 3
20,

st

HREH

SR

4.21.

A2

AstraZeneca

Pharmacology Report 46:

Inhibition of MAP2K1 (MEK1) and MAP2K2
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Pharmacology report 47:

Evaluation of target engagement of AZD6244 in
Calu-6 Human Non Small Cell lung cancer cell
xenografts in vivo at clinically relevant doses
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Pharmacology report 54:
Evaluation of the effects of Selumetinib in the
Nf1fl/fl;DhhCre mouse model of neurofibroma
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Pharmacology report 55:

Evaluation of the effects of Selumetinib in the
Nf1flox/flox;Postn-Cre mouse model of
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Pharmacology Report 56:
Inhibition of MAP2K1 by AZD6244 as determined
by a [g-33P]JATP -Based Radiometric Assay
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Pharmacology Report 57:

Inhibition of Erk phosphorylation in tumour cell
lines by AZD6244 and the M2 metabolite of
AZD6244
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