24 2T75RAK 2.2 mg/mL ITEET 5EH

BRI SN BRIBRIEF R ONBEOELIL, 2——E =Ty R
HRAKHIZRBT 260 TH Y, YKIEREZAEKR OBIEMSHUADOEF BB
WIZHHTAZ LIXTEEREA,

A——E—U v oSt
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1.5 BEBEXEZROEERUVAEOCEE
1.51 BEBEXZEROESE

T INNTIVETEIMEAW T, 72T LT 20O dex KD levo BIER (D K&
LK) ZZEE&TOET, D-ZMR (dexfenfluramine 33 dextrofenfluramine 33 [+]
fenfluramine) DN AAEIE X S-=F o FA4~—TH VY, L-BIER (levofenfluramine X 3[-]
fenfluramine) DONARELE L R-=F > F A ~v—ThH D,

[

B 1511 Zx227)L5 3 UiERIEDEE

/iyii:L\'m
Ny CF

N 3

TN T I U OEABFOFEMIAHATH LN, Eue b=V R THY . Bu b= 0lk
&I UCTHEED 5-HT /K Y 7 % A T 2TEMHEL L, 5-HTID 24K, 5-HT2A 45K, 5-
HT2C Z AWK 72 EMANOR Rt F =0 ZR/RIZT7 T=A M LTER L, £y 7 ~-1 %R
EKEV 2L —F—L U THERT2 2 & TRIEZBD SELARENRDH D Z LAVRIN TN D,
T2 TN T I DMK, FT XA TV T 413 68~83%ThDH, 7T NT IR
W NT 2 TN0T7 I OFEYEICHT 2RBEOEEBIIRO b hole, 727NV T7 I
D T5%LA E1X, EIZF 7 v— 4 P450(CYP)1A2, CYP2B6 L OXCYP2D6IZ LY, /v T
NZ IV EnNG, /77T T 2 LR OREIZ £ 0 RIEHEEHY & Rk
+% (Invitto), 7= 7NAT IR/ AT =2 T70T 2 0%, BIRIGICEE L R DR E T,
CYPIA2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 K U8 CYP3A4 D P EA I 7EEHA
LIERBRY, T TNT I roRARERE 0% EEZX D) ORESIE, 72T T R
. /w7m/7w?:/&0%®M®ﬁﬁ%&LTm¢ PSRN, 72T T I KRN
NT 2T NT I OEEITIRAERD 25% KM TH D, FEPTILS%RMETH D,

R Z ~UEEREI ISR IE RO RS 2 R T A C A AEERE T, SR, /IR, FEL O
APRET 5, BELDIEE I TRA RFEEORIENHR L, sk T8, B, HiEkONEE)IC

B 2 HR R OHFREBZEV, BEDOAETEDOE (QOL) RFDOFRICHKN LB EL KITT &

INTWD, ZNLDOPHFEEIL, 272 & bEONICITRIEO 2 b r— L RRIC K DMOF?
BB LA bOTHY, v he— LV REORMBMEREMNRFEIEOHE X, [TADAER
FHOTHEWZEIRIE (SUDEP) ] DU A7 L0 RI~JEFEREO/NEH O T EDEH N & D
FERBER L7225 TS, BT EBEFEOFEBLERIL 20,000~40,000 A 1 N EHEE S, 35K
WCRIET HDEETADAD T%E LD D, NI EGFERHIEAS@BE »OIREER (Fng

50 140) IZHEE S, EWNEEBIIA 3,000 A& STV D
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AITIE, AF VY h=AD RINEGRREORFIE S L TERINTWD, I ERREC
*f U CHBUEM I AT 2R FUEE IR > TRIENDHAXIIRESBEA T2 2L 1ITENTH D, £0D
o8, R FEBERECHE S CTADARIEOIRRICIE, BIEEH AR S, EREHM Z R4
L. LVBRN e R NEGEREOIGRIEDRLE L IR TEY, KRE L TREDT Ay b A
FUAIN=—ARNH 5,

1.5.2 BEREOEE
ARALER e AR A FEICR DB OB AE R 1.52-1 IR LT,

7= 7T X AT DNERTERE O 7 8O O RAIHEIF & LT 60~120 mg/H D& T, EKINNT
1960 F, K[ET 1970 FARUTHKGR 4L 118 # [ETHRFE 41 20~30 FRERAME H STz,
ULy T v i S oD ) e VOB IR S & D B S RS S 72 2 &0 5 1997 4R (Tt
S CARGEDS IR S vz,

—J7. 1980 FEARICHHAME TADAICKI L 7 2 TV TF I UNE LT & 2mTMENAES
NieZ &b, AAF—ICBWTHEERRBRAFERm S, RTNERBEETDOIH 720 71T
UNEE SN OBRETIE 30 EMIChZ Y ES AR L, DEttE RIS, BRI
DIV BIERENRRE DT DLV HRCRGRANRT 4 v 8V RIBDD T ERREN,
BRIMER O ZEEN B THD EHREINTZ, ZNb0®REEZ S EITKE, BINEOTHARR ET
R Z ~PEBEREIC K9 D ARFIOBAFE A 2016 4= L 0 BAs S iz,

2~18 K D /N O AERLA D F‘?N‘Wﬁ%%%%ﬂ%& L 7= ZX008 @ 2 > D 1 ARG A R BR
Jo OVE Wikfoe kB 2 SR IR E O BT KRGS (NDA) K OYEU ORGSR FEAGEHFE (MAA) %
1TV, 2020 4F 6 A I KET, 2020 4 12 FJ WM TGRS Tz, o, BAIOLV ) v 7 R« TTA
N —IEBERE R At & U725 I AR IR AR & VR ke akin 2 212 . KE CEIK AR FE
ZEHEHFE (SNDA) AATVN, 2022 43 HITAGR Z4v, BRI TIE 2021 4 12 A BRI ES % 18
U7z, RANZ, KEEERMNZIBNT, RINEBEREE L v 7 A« A N—JEEREO AV B IH
EHOREZZIT TRV KETIE 2022 4 6 HIZ CDKLS KABIED A/ HIFEIK L O E %
=7,
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* 1.5.2-1 FAXDOREEX

BB
B - R OB 1R

ZENE

X B

UG - HUE K ORIBR D7 A

ZEEE

EH

KYMBEIRR

SLIEN

=i

AR ZX008-1803*

FEIFAFER ZX008 Study 1

EIFEFBR ZX008 Study 3* **

FLIET

FUHFAFRER ZX008-1503*

HITFEFER ZX008 Study 2** Cohort 2

I
U

HFUEH X

I - 7

I - 7

* AR NJERF] & S TealER
s ol R OB . TR ER IR SR BRZX008- 150438 B3 Study 202, Study 213 Study 3IC B4 AT ST 5,
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1.5.21 BROER GEERKFER)
1.5.21.1 ZEBHER

Tz INT 0T b= VT VAR = NI BEODEETHAZ ENHHLNTED,
FTRIIRBITAER b= EINEE S,

in vitro DZ ARG R, PLERB L Oaeai 4 i L T, BIEESICEET 2B IERLD
4ﬁ/%yzw T HT =TT I OERICOWTRE Lz, 47 FEHOZ /IR E V-
ARERTIL, S-HTIA, V7 ~-1 KOV 7 <2 RIS T 565G 81, IEHEGEHY)

norfenfluramine D ©F > F A~ —L G L CT7 = TNV T I Ol FA~—DHNREN-o
Too BCKFIZ 5 HT2A, 5-HT2B KUY 5-HT2C Z2 RISk LTI, norfenfluramine D=7 F A~ —
DFEERED ST R - T, BLFREBRIZIS VTR L 72 12 BEAOZFE R R OA A F v VISR
LT, 7= 77 I OxF 2 FF~—L& norfenfluramine D) » F A~ —iEGREDO A E A

IRO B2 o Tz, FERERER CTHEME L7z in vitro fIAREE T A L OVE/LE v b Ok E
ﬁﬁk’i’)ﬂb\f: invivo 7 v EA WNWTIUZEBNTYH, VI~ 1 ZBZRICKHTHT72 70T IV DIE
DEY 2 L—2 —{EHDBH LT,

BT T 74y a7V EHAWTEEERBRICKE N TEL, 7277 I U OHTADAIENEL
5-HT1D. 5-HT2A. 5-HT2C ROV ~-1 ZRIEREb->TnbH EEZ NS Z k@rénto
EBIC, FINEBEBEOY T I 7 4 v 28T /MIEBWT 5-HTID, 5-HT2A } Y 5-HT2C 4%
RIZxHT 27 T=2 MIFIRIEEE L L6728, RINEFERROET T 7 4 v 2aET AT
5-HT1D KON 5-HT2C BRI T 27 o2 T=A MZ LY | 7= 70T I OFRIEIEMED
WEHISNDZ L, RINEBEHOET T 7 4 v v a7 MICBWTY 7 v-1 ZFRITHT 5 E
DEV 2 b—F —EFAIC LY | FIRIEEEIELND 2 EPREN TN D,

T AET N AWTER LUEKERARICBW T, 720 70T OB TCADAIERICBIT A
5-HT1D, 5-HT2A KO 7 ~-1 SBFEEOBEGNR I LIRS TV 5,

PLEDOEBT — XD, 722707 I OEAKFICIED R EH 3 20EHE, T772bba)
o h=CHEA. b) 5-HTID, SHDA&USHUCXaW X AEEMEAEA., o) v/~
AZBRICHTHAEDEY 2L —F—L LTOERBRH D Z LRI TWD,

1.5.2.1.2 ZEYSHEHAER

Hp@hhe (PK) B CIZ7 = v 7T I v ORIUZH RS bhigh o 7o, HEEIER 05
BOWIITHELN T, 7y RO X &G EIZHEWVIZIIHZITHI L7, norfenfluramine
IREE I~ U XA TR o7z, 7 =70 T X 7B norfenfluramine ~D T~ 7 2 TILHE
725 TCWDATREMEDS & %, norfenfluramine ~DRFHHEL, WA~ T A TELS, Fv b, UHFRD
A X TEMNoTz, 7= 77 2 L norfenfluramine O x5 MLAE TP BE BGERFE] (Theo (X773
TOIYETIZIER U CTho7e, 7= 77 I v KD norfenfluramine & &, &ERHEIXEMWFE
KOG L > ThEx Th o7, vV AKRDT v FTIET = 7/07 X 2 & norfenfluramine
DERBP O HRBRER D ONTN, VXL, XTIET7 = 7/17 I 2 & norfenfluramine DU
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THHERBILR VD, ZX 3’)‘?'7\%“(3?)07’_0 7 =7 )VT 2 KO norfenfluramine O K ﬁ‘ﬂfﬁk/\
DOFEREL, MAEFRED 15~60 FIZE LTz, 7707 I Ot WOBITHR TG E
Holz, 7707 32 Kk norfenfluramine & & 7 v kR OV YK OIGE Z8iE L 7,

1.5.2.1.3 SRR
Zogenix f1:723 % fii U 72 EERR MR 7 0 77 ATIFUL TR EEND ¢
« 7w FO GLP IZH#A L7z 13 B8 M OF 26 38 ] AR #5257 Rk
« A X0 43 W A B G- R
+ in vitro % OV in vivo 5 E R BR
s v AKDT y NEENEHWE 6 5 A B 2 4 [125 A JFER R
« 7 v MROT Y & T AETR RS A R
- W T > b OmEMERER
- in vitro A 7 = 3R

Z v o 26 WA E R G EERBRIC KT 23T R L LT, NOAEL Z#8 2 % ek &

30 mg/kg/ H THiOMfild~ 7 a7 7 —VEHE, ZIUfl 5 Mokt o WARRIAT R, IR EE & OVt
EHEEHOEENZRD bz, NOAEL TO 7 =2 7T 2 v OIREBERITIERBRZE RO 5 1% &
HEESIND T, BRR TS L THAREZEEA GO TS, EEAZ &IE, 7y MZ
Tz I N7 IVEBICE VB LN MOEEFT R (B FEHEE SUX ILD) X, &K

0.8 mg/kg/H £ TREAO G- L7 Zogenix (L FEEDFHKRFBR TITRO LN TV RN 2 & TH

5o A X 43 A G EMRBRICI\O T, 20/15 mg/kg/ B LB CTHEZRBERAT R, (SO
HAb & KRR GZ DR]) BB ST, FrillEEE MR A ICIE & L7223, 15 mg/kg
/B %2 5 ERECIIEEMERBRIIK T £ CICmaITTEA Lrd o7, 5025 mgkg/ B (5
EHEL L) IZBWT, MM TCEHREDKTITRRDOLN, AEFRTHDL LARINT,
A X 43 W ARG EMERBR Tl 5025 mgkg/ H (R AEL~LV) £ TORBRICE VT,

7 v N CHEGRE SN0 BFE T RIS S e o 7o, A X 43 MK E &G mtERBRIC B
i} 5 NOAEL (10 mg/kg/H) TORFERIL, WKRBREEON 2 HFE2ER LT,

Zogenix - E O LT RER TBIERE SN REA AR A~OREIL, BlEi OEE & B
L NOAEL # 2 5 HETDO IR LT,

T x 7T 2 0E290~700 nm DY ERINE T, 7 = 7T 2 2 KO norfenfluramine (3.
AT NHES Lo T,
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1.5.22 BROER EKRFAR

2 LD R NEBRREORIEREE LTDO 7 =0 70T I o ORZMEL. EYICERSN
T RGBT H D M A7 7 & AR ek 3 3l GRBR 1, Bk 2 =48 — b 2, &BR3) OfEE
MORERSNTZ, ZNHD3RBRICINAZ T, 7= 705 I OEMENEE BT 57 —4
D3, ke O T FEEHFE 5 MfkieadBr (1503 3ABR) DOAME A& %4 & LT (7> &
A 7R 2018463 113 H) . HAANZRG L LR 0y s 7i 20 =17 IR
H) KU Day 120 Safety Update (TS S AL72 S E AR 203 232 Bl 5 330 FIZHEN) 722545
biviz,

g s | o | Ao B | ES ey | RBokk
WAEAIL, EER. 77 RARAR (F 7 ~SIEGRERE)
E 3 3 e, RAMRY | KE. AFX. A—RA | %7

PK FZ VT R

KAV AZ2VT A
A v HEH

EE VI HOME, ZRMERG | KE, BT H. RA T

A= b PK V. T TR AN

2 v ATUH

A3t |3 RN V0 KE, BFH A=A | ET
PK R UT . ~LF—,

Tw—T, T
A, R4V, 4%V
T, ATUH, BAR,
ANRA | PiEH

FHERAREGAER (N7 ~NEREEE)

1503 3 RMOZENER AR | RE, WFH, A—X | HH#REE [2018
L KU T AL —, 1 (k)

ToN—T, TTV RS E (2
A RAY AR 1 (k)

S5 Day 120 Safety
/ MR ==
7 oﬁ7 i R, Update (ki)
ANA v, B

AR 1, B2 ak— 2 ROEBR 3 oW by, FEFHEHEE TRARERIBD b, i
FHAEEEN 7 2 TN T IV OWTHOHERETS 7 7 B R TREHFIICA BICED L
77

RER 1 T, CPERERERER Q8 AfH0) X, 7= 7T 12 0.8 mgkg/ HEE (40
Bil) TTZEAREE (0B ITHART623%KRE B L, EORMEIIFGIFHICAE CTH-
7= (p<0.001), N—RA T A L OEERIEEH 28 HMH7=V) OHRfEIX, 7= 71T I
0.8 mg/kg/ HHET 20.7 [Bl, 77 BRI T273HITH- T,

R 2 A — b2 TIRL PRI 28 &2V ) 1%, 7= 70T T 0.5 mg/kg/
ARE 43 4) TTT7vREE @460 (2T 54.0%KE <A L, ORI ZEITHAF20ICH
BEThole (p<0.001), N—R T A OEEFEIERE 28 AfflHZV) OFfEIX, 7= 7
N7 05 mgkg/ HEET 140 B, 77 BAREET10.7 B TH -7z,
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Bk 3 IR, CPEERREIIEREL 28 Hfl®HT20) 1. 7= 7T I 0.8 mgky HEE (48
) TTTEAREE 48 H) ITHNT 64.8%KE <D L. ZORMEITIMIFIICAERE ChH-
7z (p<0.0001), ~N—AT A ORFFEERE 28 AfH7ZY) OFREIZ, 7= 71T
> 08mgkg/ HFET 13.0[E, ZEARFET 127 B TH -7,

RER 1503 Tl HFEMAGR G (Day | ~&& kBT ToORERIEREE 28 HHZD)
D AT REEANR—R T A D DEALRO P RAKIT-62.9% (p<0.001) THoT-, EERMGEG
WICoREBMERLE 28 HM®H720) Oa TR B_—2 71 b OELEE | 4 aH I
(Month 1, Month 2, Month 3, EAR&IE 3 » A M Z &1 Month 22~24 M £ T) Z & ITEHT L
ToRER, WRHFRICA E R L Month 1 TRED AL, £ O 1% Month 19~21 £ THERF S
toé%K\?—5ﬁyFﬁ7ﬁﬁ?#%@ﬂﬁ&5@@ﬂ~%ﬁﬂ%ﬁTLt%%%i3m
ThHY . WTILOHERE & Month 22~24 OHIICIIEDGED DR o7z, ZiLE DORERD
5, 7 7T I OMBIIEMEEHE L, HOMEOREE bRV EAR ST,

T TIVT 2 ORI EE T, PRITE R WITEF TR EM EO S T ViR S N
Moty 7o INIFGIVOHEEES T T7 7 ANLNDL, —HOWBRECIZ T2 ILTI %
BE2EMNERS LI 0T a7 7 A VIHFRTELH2H0THY . BHFRAEMENTR
iz,

FULAH, —HER, BEAM, 77 Ak, Bl Exi3 i Gl RAR2 ak—1
2. RER3) TiX, 7= 70T 3 U X o TEBRIERIEN 7 7 B R EIZE N THRES
AR U, BREMRNIER Lz, 2ROD3RBTT7 20 7T I v 2R S
B D2 AEBIAEOFERE R IATNZIFTHE GEIEEE 0 SUT 1R 2O b7z, FEEHLE
X957 = 7T I OEERNRITEARNICEROH 2D THY | Ziux, SRR
RARRBIZ 6 U CREIRAVIZEIR D & 5 HIER LR35 D v, QOL FafEA i L, F8RBERE 2N L
bl olmZ LIk o T EnT,

T2 INTIVITHRTELREE T a7 7 ANV ER L, Rt LI AE TR ZRARMENRS
Nice EBIT, B Lo 7 VTR ST, &E 2 FHOKE TLEENFHB LT
WERE 1T N o T,

PLEXVY ., R EEBERE ORBIRIEICRT D7 2 7T I DBFEEORRT v MY
A7 & FEDZ ENRRL IR I N,

153 F&H

FERGIR ﬁ%j;oi‘o\ﬁuu REBOMEIZE OV ERAMEEZ +DICHERTE I b RS RN T ~EMRE
BT 2 &EE (BB RN 2 I TV D T L, LT ORIEE « 2R K OH
% - HEIZ VC%LE&JL%JJE‘H R B I B
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ZHRE « ZhE  OPLTAMAIK T3 720 B350 53172\ Dravet JEREEEE I IT 5 TAD
ARIEIZR T P TANAIK & OB E

A - HE
(1) AF VX b=V E2OHT 54

BE. RAKROR2ELL Eo/NRIZIE, 72070730610 T1 HO02mgkg 2 1 H 2 BN
fﬁm&%#éoﬁkxﬁﬁ_;blamm@@%%z&walfg MW D03, HEEIT 1
B EORREH T TITH> 2L, £72, 1HHEELT1Tmg 227202

(2) AF VR b=V ZOH LA WES

BE. AR 2L Eo/NRICIE, 72070730610 T1 HO02mgkg 2 1 H 2 BN
TRRAOEET 5, 7ok, JERIC ;DlHOmeg%%z&wglfL BT A AN, I EIT 1
BRI EOREEH I TITH> 2 &, £/, lHHAREE L T26mg B2 7202




L6 SRR T SEMRFICEET 28R

7X008 Page 1

1.6 SNEIZHEFSEAKRREICETLIEN
1.641 HEIzBIF3EARKR
AFNT 2022 4 6 AFESICBWNT, £ 1.6-1 ITRTE il TRBEN TV D,

GRS VTR ERAS SCE B ORI B R D 3C & FaR . I DN AR S VRIS R oD 55T
25E L LTI %,
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# 1.6-1 SNEIZHIFHERKR
BXE | zamp W54 KB - B AEE - AR
Hiisk
KE 2020 4F FINTEPLA PNJHi% | FINTEPLA 1, 2%LLE | @ FINTEPLA (I O#5 L L, BEOFEZ»»DOLTIRAAIETH D,
6 H25H DREEERREL, F R Z ~JEERE
IS 1 (A

FJEGERER O
U A« A N—ERE
2Bk S TAMAFEIED
RIRE IS E T 5,

. ]\7f\f“ﬁﬁi$%‘f X, WIE OB B OHEFF &1 0.1 mgkg 1 H 2[E & L, AR OEAENE

HERETH D, HRINDMWIHA ¥ a—NER 1ITTT,

o AF U~y h—/L &G FINTEPLAO.1 mgkg1 B 2 [A# 5126 LARMENH Y | BICRIEOBIENMLER KT
AYEEREBA L, BORHESEHER R 035 mg/kg 1 H 2B (1 HERAKGE 26 mg) FTHETHILETIRT 1 v
AR ONDFREMERS D,

¢ XF VYR =KUY a AW AaEGHH L, FINTEPLAO.I mg/kg 1 B 2 BHE52x LEASWURH Y . FICRIEOR
M EE BT ~ERERERE L, RARHESEHER R 02 mgkg 1 B 2[E (1 BRAHELGE 17 mg) £ THETLZL
TRRT 4w "B LN ATHEERH D,

V) A« HA—JEERE

e L/ vy /R HAMNIEBHEE TIL, IR0 0.1 mgkgl H2EE L,
Tl HERINDWHEA S Y a— g 1ITRT,

o XF U~y h—/L &G FINTEPLA (6 LEBERH DL ) v 7 A« HA b—IERRERE L, HESEHER &
035mgkgl H2[E (1 ARAREG R 26 mg) ETHHET L&,

o AFUNY M= LEOZ u P LZHEH L, FINTEPLA (IZX LEAFERNH DV ) v o R« T A M—EGRAEIT
HELEHERF & 0.2 mgkg 1 H 20 (1 HEeRE G R 17mg) FTHIET2Z &,

DAVEICHES S 1 R ET D

®1: FINTEPLA #3Z#i8 2 & ¥ 2 —)L*
AF YR h—LIEGFR AF YRy =)L KO a3 A
FEICHES AR 1 ARG REICES HE | ARG a?
e e 0.1 mg/kg 1 H 2@ 26 mg 0.1 mg/kg 1 H 2 @] 17 mg
7HH 0.2mg/kg 1 A 2 [H] 26 mg 0.15mg/kg 1 H 2 [A] 17 mg
14HE™ 0.35mg/kg 1 H 2 26 mg 02mgkgl H 2 17 mg

* R T YN PN HEPEERE T, LD BRI PRGN E, 4 H T EICHE L ThH L,

t R ~JEREBE TlE, NEREGA, BRIERICESERAHEAEE THEZMEL TL LU,

TV y I A A N—JEGRERE T, HERHERARE CERERARO OGS (14 HE), ARE2HET
&,

T RHI DR B 58T L DGR, 7 CYPIA2 X CYP2D6 FAER 2# M 284, ITHERE

FICET 55603, 23 THiE - &) (23, 24) 2381,

ﬁ:—‘—»
i 2 R
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PRMNES | 2020 4F Fintepla 2.2 mg/mL | Fintepla %, 2 skl b0> | 2NE Q gLl L/ IE) R A
127318 B | WK BEENGLEL, o | % 1 HELEH]

FLTAMAHED BN
HBEE LT, FIYEfE
BEICAE D TAmASLE
DR EBIS LT D,

AF YAV b= | AT U b=
HElE G~
i 0.1 mgkg 1 A 2[E (0.2 mgkg/ H)
MR &
7 HE~2EA* O'i;nfﬂ(g/i( ?;F‘ 0.2mgkg 1 A 2 [A]
myEe (0.4 mg/kg/H)
14 HE~ 0.35mg/kg 1 A 2 [H] e
= W;-\
DB U & B iy (0.7 mg/kg/H) we L
26 mg 17 mg
BRHESE A R (13mg 1 H 2 [, (8.6mg1 H 2 [Al,
3725 6.0mL1 H 2[A]) T7bHH 40mL1 H 2 [A])

¥ T TN T I AZBEMER D U, X SIZTEEDEEM B, D A BT IE, 4 H TR

ELTH LU,




HIGHLIGHTS OF PRESCRIBING INFORMATION

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

FINTEPLA® (fenfluramine) oral solution, CIV
Initial U.S. Approval: 1973

WARNING: VALVULAR HEART DISEASE and PULMONARY
ARTERIAL HYPERTENSION
See full prescribing information for complete boxed warning.

e There is an association between serotonergic drugs with
5-HT2B receptor agonist activity, including fenfluramine (the
active ingredient in FINTEPLA), and valvular heart disease
and pulmonary arterial hypertension. (5.1)

e Echocardiogram assessments are required before, during, and
after treatment with FINTEPLA. (2.1, 2.5, 5.1)

e FINTEPLA is available only through a restricted program

called the FINTEPLA REMS. (5.2)

RECENT MAJOR CHANGES-------mmememememmee e
Indications and Usage (1) 3/2022
Dosage and Administration (2.2, 2.3, 24) 3/2022
Warnings and Precautions (5.1, 5.3, 5.4, 5.8) 3/2022

INDICATIONS AND USAGE-----=-=--meemmemmmeeeee

FINTEPLA is indicated for the treatment of seizures associated with Dravet
syndrome and Lennox-Gastaut syndrome in patients 2 years of age and older. (1)

------------------------ DOSAGE AND ADMINISTRATION-----------mm -
e FINTEPLA is to be administered orally and may be taken with or
without food. (2.2)
. Dravet Syndrome

o  The initial starting and maintenance dosage is 0.1 mg/kg twice
daily, which can be increased weekly based on efficacy and
tolerability. (2.2)

o  Patients not on concomitant stiripentol: The maximum daily
maintenance dosage of FINTEPLA is 0.35 mg/kg twice daily
(maximum daily dosage of 26 mg). (2.2)

o  Patients taking concomitant stiripentol plus clobazam: The
maximum daily maintenance dosage of FINTEPLA for patients
taking these medications is 0.2 mg/kg twice daily (maximum daily
dosage of 17 mg). (2.2)

. Lennox-Gastaut Syndrome

o  The initial starting dosage is 0.1 mg/kg twice daily, which should
be increased weekly based on tolerability. (2.2)

o  Patients not on concomitant stiripentol: The recommended
maintenance dosage of FINTEPLA is 0.35 mg/kg twice daily
(maximum daily dosage of 26 mg). (2.2)

o  Patients taking concomitant stiripentol plus clobazam: the
recommended maintenance dosage is 0.2 mg/kg twice daily
(maximum daily dosage of 17 mg). (2.2)

. Dosage modification is recommended in patients with severe renal
impairment (2.4, 8.6)

---------------------- DOSAGE FORMS AND STRENGTHS---------------------
Oral solution: 2.2 mg/mL fenfluramine (3)

CONTRAINDICATIONS

e Hypersensitivity to fenfluramine or any of the excipients in
FINTEPLA (4)

e Within 14 days of the administration of monoamine oxidase inhibitors
due to an increased risk of serotonin syndrome (4)

------------------------ WARNINGS AND PRECAUTIONS-------—---meeme e

e Decreased Appetite and Decreased Weight: Advise patients that
FINTEPLA can cause decreased appetite and decreased weight. (5.3)

e Somnolence, Sedation, and Lethargy: Monitor for somnolence and
sedation. Advise patients not to drive or operate machinery until they
have gained sufficient experience on FINTEPLA. (5.4)

e  Suicidal Behavior and Ideation: Monitor patients for suicidal behavior
and thoughts. (5.5)

e  Withdrawal of Antiepileptic Drugs: FINTEPLA should be gradually
withdrawn to minimize the risk of increased seizure frequency and
status epilepticus. (5.6)

e Serotonin Syndrome: Advise patients that serotonin syndrome is a
potentially life-threatening condition and may occur with FINTEPLA,
particularly with concomitant administration of FINTEPLA with other
serotonergic drugs. (5.7)

e Increase in Blood Pressure: Monitor blood pressure during treatment.
(5.8)

e Glaucoma: Discontinue therapy in patients with acute decrease in
visual acuity or ocular pain. (5.9)

ADVERSE REACTIONS
The most common adverse reactions (incidence at least 10% and greater than
placebo) in patients with Dravet Syndrome were decreased appetite;
somnolence, sedation, lethargy; diarrhea; constipation; abnormal
echocardiogram; fatigue, malaise, asthenia; ataxia, balance disorder, gait
disturbance; blood pressure increased; drooling, salivary hypersecretion;
pyrexia; upper respiratory tract infection; vomiting; decreased weight; fall;
status epilepticus. (6.1)

The most common adverse reactions (incidence at least 10% and greater than
placebo) in patients with Lennox-Gastaut syndrome were diarrhea; decreased
appetite; fatigue; somnolence; vomiting. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Zogenix Inc.
at 1-866-964-3649 (1-866-Zogenix) or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

e Dose adjustment is required for patients taking stiripentol plus
clobazam. (2.2, 2.3,7.1)

. Strong CYP1A2, CYP2B6, or CYP3A4 inducers: it is recommended to
avoid coadministration with FINTEPLA. If coadministration is
necessary, consider a FINTEPLA dosage increase. (7.1)

. Strong CYP1A2 or CYP2D6 inhibitors: consider a FINTEPLA dose
adjustment. (2.3, 7.1)

e  Pregnancy: Based on animal data, may cause fetal harm (8.1)

e  Administration to patients with hepatic impairment is not recommended.
(8.7)

See 17 for PATIENT COUNSELING INFORMATION and Medication

Guide.

Revised: 6/2022
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FULL PRESCRIBING INFORMATION

WARNING: VALVULAR HEART DISEASE and PULMONARY ARTERIAL
HYPERTENSION

There is an association between serotonergic drugs with 5-HT2B receptor agonist activity,
including fenfluramine (the active ingredient in FINTEPLA), and valvular heart disease and
pulmonary arterial hypertension [see Warnings and Precautions (5.1)].

Echocardiogram assessments are required before, during, and after treatment with
FINTEPLA. The benefits versus the risks of initiating or continuing FINTEPLA must be
considered, based on echocardiogram findings [see Dosage and Administration (2.1, 2.5) and
Warnings and Precautions (5.1)].

Because of the risks of valvular heart disease and pulmonary arterial hypertension,
FINTEPLA is available only through a restricted program under a Risk Evaluation and
Mitigation Strategy (REMS) called the FINTEPLA REMS [see Warnings and Precautions

(5.2)].

1 INDICATIONS AND USAGE

FINTEPLA is indicated for the treatment of seizures associated with Dravet syndrome (DS) and
Lennox-Gastaut syndrome (LGS) in patients 2 years of age and older.

2 DOSAGE AND ADMINISTRATION

2.1 Assessments Prior to Initiating FINTEPLA

Prior to starting treatment with FINTEPLA, obtain an echocardiogram assessment to evaluate for
valvular heart disease and pulmonary arterial hypertension [see Dosage and Administration (2.5)
and Warnings and Precautions (5.1)].

2.2 Dosing Information

FINTEPLA is to be administered orally and may be taken with or without food.

Dravet Syndrome

e The initial starting and maintenance dosage for patients with Dravet Syndrome is 0.1
mg/kg twice daily, which can be increased weekly based on efficacy and tolerability.
Table 1 provides the recommended titration schedule, if needed.

e Patients with Dravet Syndrome not on concomitant stiripentol who are tolerating
FINTEPLA at 0.1 mg/kg twice daily and require further reduction of seizures may benefit
from a dosage increase up to a maximum recommended maintenance dosage of 0.35
mg/kg twice daily (maximum daily dosage of 26 mg).

e Patients with Dravet Syndrome taking concomitant stiripentol plus clobazam who are
tolerating FINTEPLA at 0.1 mg/kg twice daily and require further reduction of seizures



may benefit from a dosage increase up to a maximum recommended maintenance dosage
of 0.2 mg/kg twice daily (maximum daily dosage of 17 mg) [see Drug Interactions

(7.1)].

Lennox-Gastaut Syndrome

e The initial starting dosage for patients with Lennox-Gastaut syndrome is 0.1 mg/kg twice
daily, which should be increased weekly based on tolerability. Table 1 provides the
recommended titration schedule.

e Patients with Lennox-Gastaut syndrome not on concomitant stiripentol who are tolerating
FINTEPLA should be titrated to the recommended maintenance dosage of 0.35 mg/kg

twice daily (maximum daily dosage of 26 mg).

e Patients with Lennox-Gastaut syndrome taking concomitant stiripentol plus clobazam
who are tolerating FINTEPLA should be titrated to the recommended maintenance
dosage of 0.2 mg/kg twice daily (maximum daily dosage of 17 mg) [see Drug
Interactions (7.1)].

Table 1:

FINTEPLA Recommended Titration Schedule*

Without concomitant stiripentol*

With concomitant stiripentol plus clobazam

Weight-based Dosage

Maximum Total

Weight-based Dosage

Maximum Total Daily

Daily Dosage=+ Dosage+
Initial Dosage+ | 0.1 mg/kg twice daily 26 mg 0.1 mg/kg twice daily 17 mg
Day 7 0.2 mg/kg twice daily 26 mg 0.15 mg/kg twice daily 17 mg
Day 14** 0.35 mg/kg twice daily 26 mg 0.2 mg/kg twice daily 17 mg

* For patients not on concomitant stiripentol in whom a more rapid titration is warranted, the dose may be

increased every 4 days.
+ For patients with Dravet Syndrome, dosage may be increased based on clinical response to the maximum

recommended dosage, as needed.
** For patients with Lennox-Gastaut syndrome, dosage should be increased as tolerated to the recommended

maintenance dosage (i.e., Day 14).
+ For maximum dosage with concomitant use of strong CYP1A2 or CYP2D6 inhibitors or in patients with severe

renal impairment see Dosage and Administration 2.3, 2.4.

2.3

CYP2D6 Inhibitors (DS and LGS)

For patients with concomitant use of FINTEPLA with a strong CYP1A2 or CYP2D6 inhibitor, a
maximum total daily dosage of 20 mg without concomitant stiripentol and 17 mg with
concomitant stiripentol plus clobazam is recommended. [see Drug Interactions (7.1)].

Dosage Modifications for Patients with Concomitant Use of Strong CYP1A2 or




24 Dosage Modifications for Patients with Severe Renal Impairment (DS and LGS)

For patients with severe renal impairment (estimated glomerular filtration rate (eGFR) 15 to 29
mL/min/1.73m?), a maximum total daily dosage of 20 mg without concomitant stiripentol and 17
mg with concomitant stiripentol plus clobazam is recommended /[see Use in Specific Populations

(8.6)].
2.5 Assessments During and After Administration of FINTEPLA

To evaluate for valvular heart disease and pulmonary arterial hypertension, obtain an
echocardiogram assessment every 6 months during treatment with FINTEPLA, and 3 to
6 months after the final dose of FINTEPLA /[see Warnings and Precautions (5.1)].

2.6 Administration Instructions

A calibrated measuring device (either a 3 mL or 6 mL oral syringe) will be provided by the
pharmacy and is recommended to measure and administer the prescribed dose accurately

[see How Supplied/Storage and Handling (16.1)]. A household teaspoon or tablespoon is not an
adequate measuring device and should not be used.

Discard any unused FINTEPLA oral solution remaining after 3 months of first opening the bottle
or the “Discard After” date on the bottle, whichever is sooner.

FINTEPLA is compatible with commercially available gastric and nasogastric feeding tubes.

2.7 Discontinuation of FINTEPLA

When discontinuing FINTEPLA, the dose should be decreased gradually. As with all
antiepileptic drugs, abrupt discontinuation should be avoided when possible to minimize the risk
of increased seizure frequency and status epilepticus [see Warnings and Precautions (5.6)].

3 DOSAGE FORMS AND STRENGTHS

Oral solution: 2.2 mg/mL fenfluramine as a clear, colorless, cherry flavored liquid.

4 CONTRAINDICATIONS
FINTEPLA is contraindicated in patients with:

e Hypersensitivity to fenfluramine or any of the excipients in FINTEPLA [see Description

(1]

e Concomitant use, or within 14 days of the administration, of monoamine oxidase
inhibitors because of an increased risk of serotonin syndrome /see Warnings and
Precautions (5.7)]

5 WARNINGS AND PRECAUTIONS

5.1 Valvular Heart Disease and Pulmonary Arterial Hypertension

Because of the association between serotonergic drugs with 5S-HT2B receptor agonist activity,
including fenfluramine (the active ingredient in FINTEPLA), and valvular heart disease (VHD)
and pulmonary arterial hypertension (PAH), cardiac monitoring is required prior to starting



treatment, during treatment, and after treatment with FINTEPLA concludes. Cardiac monitoring
via echocardiogram can identify evidence of valvular heart disease and pulmonary arterial
hypertension prior to a patient becoming symptomatic, aiding in early detection of these
conditions. In clinical trials for DS and LGS of up to 3 years in duration, no patient receiving
FINTEPLA developed valvular heart disease or pulmonary arterial hypertension [see Boxed
Warning and Adverse Reactions (6.1)].

Monitoring
Prior to starting treatment, patients must undergo an echocardiogram to evaluate for valvular

heart disease and pulmonary arterial hypertension.

Echocardiograms should be repeated every 6 months, and once 3-6 months post-treatment with
FINTEPLA.

The prescriber must consider the benefits versus the risks of initiating or continuing treatment
with FINTEPLA if any of the following signs are observed via ECHO:

* Valvular abnormality or new abnormality via echocardiogram.

* VHD as indicated by mild or greater aortic regurgitation or moderate or greater mitral
regurgitation, with additional characteristics of VHD (e.g., valve thickening or restrictive
valve motion).

* PAH as indicated by elevated right heart/pulmonary artery pressure (PASP > 35 mm Hg).
FINTEPLA is available only through a restricted program under a REMS [see Warnings and
Precautions (5.2)].

5.2 FINTEPLA REMS Program

FINTEPLA is available only through a restricted distribution program called the FINTEPLA
REMS program because of the risk of valvular heart disease and pulmonary arterial hypertension
[see Warnings and Precautions (5.1)].

Notable requirements of the FINTEPLA REMS Program include:
o Prescribers must be certified by enrolling in the FINTEPLA REMS program.

o Prescribers must counsel patients receiving FINTEPLA about the risk of valvular heart
disease and pulmonary arterial hypertension, how to recognize signs and symptoms of
valvular heart disease and pulmonary arterial hypertension, the need for baseline
(pretreatment) and periodic cardiac monitoring via echocardiogram during FINTEPLA
treatment, and cardiac monitoring after FINTEPLA treatment.

o Patients must enroll in the REMS program and comply with ongoing monitoring
requirements [see Warnings and Precautions (5.1)].

e The pharmacy must be certified by enrolling in the REMS program and must only
dispense to patients who are authorized to receive FINTEPLA.

e Wholesalers and distributors must only distribute to certified pharmacies.

Further information is available at www.FinteplaREMS.com or by telephone at 1-877-964-3649.



53 Decreased Appetite and Decreased Weight

FINTEPLA can cause decreases in appetite and weight. In placebo-controlled studies for DS
(Study 1 and Study 2 combined), approximately 37% of patients treated with FINTEPLA
reported, as an adverse reaction, decreased appetite and approximately 9% reported decreased
weight, as compared to 8% and 1%, respectively, of patients on placebo. In the placebo-
controlled study for LGS (Study 3), approximately 28% of patients treated with FINTEPLA
reported, as an adverse reaction, decreased appetite and approximately 5% reported decreased
weight, as compared to 15% and 2%, respectively, of patients on placebo [see Adverse Reactions
(6.1)]. By the end of the controlled studies, 19% (Studies 1 and 2 combined) of DS patients and
7% (Study 3) of LGS patients treated with FINTEPLA had a measured decrease in weight of 7%
or greater from their baseline weight, compared to 2% (Study 1 and 2) and 0% (Study 3) of
patients on placebo. This measured decrease in weight appeared to be dose-related. In the
controlled studies for DS, 26% of patients on FINTEPLA 0.7 mg/kg/day (Study 1), 19% of
patients on FINTEPLA 0.4 mg/kg/day in combination with stiripentol (Study 2), and 13% of
patients taking FINTEPLA 0.2 mg/kg/day (Study 1) experienced at least a 7% decrease in weight
from baseline. In the controlled study for LGS, 9% of patients on FINTEPLA 0.7 mg/kg/day
(Study 3) and 6% of patients on FINTEPLA 0.2 mg/kg/day (Study 3) experienced at least a 7%
decrease in weight from baseline. Approximately half of the patients with LGS and most patients
with DS resumed the expected measured increases in weight during the open-label extension
studies. Given the frequency of these adverse reactions, the growth of pediatric patients treated
with FINTEPLA should be carefully monitored. Weight should be monitored regularly during
treatment with FINTEPLA, and dose modifications should be considered if a decrease in weight
is observed.

5.4 Somnolence, Sedation, and Lethargy

FINTEPLA can cause somnolence, sedation, and lethargy. In controlled studies for DS (Study 1
and Study 2 combined), the incidence of somnolence, sedation, and lethargy was 25% in patients
treated with FINTEPLA, compared with 11% of patients on placebo. In the controlled study for
LGS (Study 3), the incidence of somnolence, sedation, and lethargy was 19% in patients treated
with FINTEPLA, compared with 16% of patients on placebo. In general, these effects may
diminish with continued treatment /see Adverse Reactions (6.1)].

Other central nervous system (CNS) depressants, including alcohol, could potentiate these
effects of FINTEPLA. Prescribers should monitor patients for somnolence and sedation and
should advise patients not to drive or operate machinery until they have gained sufficient
experience on FINTEPLA to gauge whether it adversely affects their ability to drive or operate
machinery.

5.5 Suicidal Behavior and Ideation

Antiepileptic drugs (AEDs), including FINTEPLA, increase the risk of suicidal thoughts or
behavior in patients taking these drugs for any indication. Patients treated with an AED for any
indication should be monitored for the emergence or worsening of depression, suicidal thoughts
or behavior, or any unusual changes in mood or behavior.

Pooled analyses of 199 placebo-controlled clinical trials (mono- and adjunctive therapy) of
11 different AEDs that did not include FINTEPLA showed that patients randomized to one of



the AEDs had approximately twice the risk (adjusted Relative Risk 1.8, 95% CI:1.2, 2.7) of
suicidal thinking or behavior compared to patients randomized to placebo. In these trials, which
had a median treatment duration of 12 weeks, the estimated incidence rate of suicidal behavior or
ideation among 27,863 AED-treated patients was 0.43%, compared to 0.24% among

16,029 placebo-treated patients, representing an increase of approximately one case of suicidal
thinking or behavior for every 530 patients treated. There were four suicides in drug-treated
patients in the trials and none in placebo-treated patients, but the number is too small to allow
any conclusion about drug effect on suicide.

The increased risk of suicidal thoughts or behavior with AEDs was observed as early as 1 week
after starting drug treatment with AEDs and persisted for the duration of treatment assessed.
Because most trials included in the analysis did not extend beyond 24 weeks, the risk of suicidal
thoughts or behavior beyond 24 weeks could not be assessed.

The risk of suicidal thoughts or behavior was generally consistent among drugs in the data
analyzed. The finding of increased risk with AEDs of varying mechanisms of action and across a
range of indications suggests that the risk applies to all AEDs used for any indication. The risk
did not vary substantially by age (5-100 years) in the clinical trials analyzed. Table 2 shows
absolute and relative risk by indication for all evaluated AEDs.

Table 2: Risk of Suicidal Thoughts or Behaviors by Indication for Antiepileptic Drugs

in the Pooled Analysis
Relative Risk: Incidence Risk Difference:
Placebo Patients Drug Patients of Events in Drug Additional Drug
with Events per with Events per Patients/ Incidence in Patients with Events
Indication 1000 Patients 1000 Patients Placebo Patients per 1000 Patients
Epilepsy 1.0 34 3.5 2.4
Psychiatric 5.7 8.5 1.5 2.9
Other 1.0 1.8 1.9 0.9
Total 24 43 1.8 1.9

The relative risk for suicidal thoughts or behavior was higher in clinical trials in patients with
epilepsy than in clinical trials in patients with psychiatric or other conditions, but the absolute
risk differences were similar for the epilepsy and psychiatric indications.

Anyone considering prescribing FINTEPLA or any other AED must balance the risk of suicidal
thoughts or behaviors with the risk of untreated illness. Epilepsy and many other illnesses for
which AEDs are prescribed are themselves associated with morbidity and mortality and an
increased risk of suicidal thoughts and behavior. Should suicidal thoughts and behavior emerge
during treatment, consider whether the emergence of these symptoms in any given patient may
be related to the illness being treated.

5.6 Withdrawal of Antiepileptic Drugs

As with most AEDs, FINTEPLA should generally be withdrawn gradually because of the risk of
increased seizure frequency and status epilepticus. If withdrawal is needed because of a serious
adverse reaction, rapid discontinuation can be considered.



5.7 Serotonin Syndrome

Serotonin syndrome, a potentially life-threatening condition, may occur with FINTEPLA,
particularly with concomitant administration of FINTEPLA with other serotonergic drugs,
including, but not limited to, selective serotonin-norepinephrine reuptake inhibitors (SNRIs),
selective serotonin reuptake inhibitors (SSRIs), tricyclic antidepressants (TCAs), bupropion,
triptans, dietary supplements (e.g., St. John’s Wort, tryptophan), drugs that impair metabolism of
serotonin (including monoamine oxidase inhibitors [MAOIs], which are contraindicated with
FINTEPLA [see Contraindications (4)], dextromethorphan, lithium, tramadol, and
antipsychotics with serotonergic agonist activity. Patients should be monitored for the emergence
of signs and symptoms of serotonin syndrome, which include mental status changes (e.g.,
agitation, hallucinations, coma), autonomic instability (e.g., tachycardia, labile blood pressure,
hyperthermia), neuromuscular signs (e.g., hyperreflexia, incoordination), and/or gastrointestinal
symptoms (e.g., nausea, vomiting, diarrhea). If serotonin syndrome is suspected, treatment with
FINTEPLA should be stopped immediately and symptomatic treatment should be started.

5.8 Increase in Blood Pressure

FINTEPLA can cause an increase in blood pressure [see Adverse Reactions (6.1)]. Rare cases of
significant elevation in blood pressure, including hypertensive crisis, has been reported in adult
patients treated with fenfluramine, including patients without a history of hypertension. In
clinical trials of up to 3 years in duration, no pediatric or adult patient receiving FINTEPLA
developed a hypertensive crisis. Monitor blood pressure in patients treated with FINTEPLA.

5.9 Glaucoma

Fenfluramine can cause mydriasis and can precipitate angle closure glaucoma. Consider
discontinuing treatment with FINTEPLA in patients with acute decreases in visual acuity or
ocular pain.

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in labeling:

e Valvular Heart Disease and Pulmonary Arterial Hypertension [see Warnings and
Precautions (5.1)]

e Decreased Appetite and Decreased Weight [see Warnings and Precautions (5.3)]
e Somnolence, Sedation, and Lethargy [see Warnings and Precautions (5.4]

e Suicidal Behavior and Ideation [see Warnings and Precautions (5.5)]

e Withdrawal of Antiepileptic Drugs [see Warnings and Precautions (5.6)]

e Serotonin Syndrome [see Warnings and Precautions (5.7)]

e Increase in Blood Pressure [see Warnings and Precautions (5.8)]

e Glaucoma [see Warnings and Precautions (5.9)]



6.1 Clinical Trials Experience

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

In controlled and uncontrolled trials in patients with Dravet syndrome (DS), 341 patients were
treated with FINTEPLA, including 312 patients treated for more than 6 months, 284 patients
treated for more than 1 year, and 138 patients treated for more than 2 years.

In controlled and uncontrolled trials in patients with Lennox-Gastaut syndrome (LGS), 262
patients were treated with FINTEPLA, including 219 patients treated for more than 6 months,
172 patients treated for more than 1 year, and 127 patients treated for more than 2 years.

Dravet Syndrome

In placebo-controlled trials of patients with DS taking concomitant standard of care AEDs,

122 patients were treated with FINTEPLA and 84 patients received placebo [see Clinical Studies
(14.1)]. The duration of treatment in these trials was 16 weeks (Study 1) or 17 weeks (Study 2).
In Study 1 and Study 2, the mean age was 9 years (range 2 to 19 years) and approximately 46%
of patients were female and 74% were White. All patients were receiving at least one other AED.

In Study 1 and Study 2, the rates of discontinuation as a result of any adverse reaction were 13%,
0%, and 7% for patients treated with FINTEPLA 0.7 mg/kg/day, 0.2 mg/kg/day, and

0.4 mg/kg/day in combination with stiripentol, respectively, compared to 6% for patients on
placebo. The most frequent adverse reaction leading to discontinuation in the patients treated
with any dose of FINTEPLA was somnolence (3%).

The most common adverse reactions that occurred in patients treated with FINTEPLA (incidence
at least 10% and greater than placebo) were decreased appetite; somnolence, sedation, lethargy;
diarrhea; constipation; abnormal echocardiogram; fatigue, malaise, asthenia; ataxia, balance
disorder, gait disturbance; blood pressure increased; drooling, salivary hypersecretion; pyrexia;
upper respiratory tract infection; vomiting; decreased weight; fall; status epilepticus.

Table 3 lists the adverse reactions that were reported in 5% or more of patients treated with
FINTEPLA and at a rate greater than those on placebo during the titration and maintenance
phases of Study 1 and Study 2.

Table 2: Adverse Reactions in 5% or More of Patients Treated with FINTEPLA and
Greater Than Placebo in Placebo-Controlled Trials for Dravet Syndrome
(Study 1 and 2)

FINTEPLA Dose Group Combined
Study 1 Study 2 Placebo
0.2 mg/kg/day | 0.7 mg/kg/day | 0.4 mg/kg/day? Group®
N=39 N=40 N=43 N=84

Adverse Reaction % % % %
Decreased appetite 23 38 49 8
Somnolence, sedation, lethargy 26 25 23 11
Abnormal echocardiogram® 18 23 9 6
Diarrhea 31 15 23 6
Constipation 3 10 7 0




FINTEPLA Dose Group

Combined
Study 1 Study 2 Placebo
0.2 mg/kg/day | 0.7 mg/kg/day | 0.4 mg/kg/day® Group?®
N=39 N=40 N=43 N=84
Adverse Reaction % % % %
Fatigue, malaise, asthenia 15 10 30 5
Ataxia, balance disorder, gait disturbance 10 10 7 1
Abnormal behavior 0 8 9 0
Blood pressure increased 13 8 0 5
Drooling, salivary hypersecretion 13 8 2 0
Hypotonia 0 8 0 0
Rash 8 8 5 4
Blood prolactin increased 0 5 0 0
Chills 0 5 2 0
Decreased activity 0 5 0 1
Dehydration 0 5 0 0
Insomnia 0 5 5 2
Pyrexia 15 5 21 14
Stereotypy 0 5 0 0
Upper respiratory tract infection 21 5 7 10
Vomiting 10 5 5 8
Weight decreased 13 5 7 1
Croup 5 3 0 1
Ear infection 8 3 9 5
Gastroenteritis 8 3 2 0
Increased heart rate 5 3 0 2
Irritability 0 3 9 2
Rhinitis 8 3 7 2
Tremor 3 3 9 0
Urinary incontinence 5 3 0 0
Decreased blood glucose 0 0 9 1
Bronchitis 3 0 9 1
Contusion 5 0 0 0
Eczema 0 0 5 0
Enuresis 5 0 0 0
Fall 10 0 0 4
Headache 8 0 0 2
Laryngitis 0 0 5 0
Negativism 5 0 0 0
Status epilepticus 3 0 12 2
Urinary tract infection 5 0 5 0
Viral infection 0 0 5 1

(1) 0.4 mg/kg/day was not an intermediate dose. Patients on the 0.4 mg/kg/day dose were also taking concomitant stiripentol

plus clobazam, which increases exposure of FINTEPLA.
(2) Patients in placebo groups from Studies 1 and 2 were pooled.
(3) Consisted of trace and mild mitral regurgitation, and trace aortic regurgitation, which are considered physiologic.




Lennox-Gastaut Syndrome

In the placebo-controlled trial of patients with LGS taking concomitant standard of care AEDs
(Study 3), 176 patients were treated with FINTEPLA and 87 patients received placebo [see
Clinical Studies (14.2)]. The duration of treatment in this trial was 16 weeks. The mean age was
13.7 years (range 2 to 35 years) and 29% of patients were at least 18 years of age, 45% of
patients were female, and 79% were White. All patients were receiving at least one other AED.

The rates of discontinuation as a result of any adverse reaction were 6% and 5% for patients
treated with FINTEPLA 0.7 mg/kg/day and 0.2 mg/kg/day, respectively, compared to 1% for
patients on placebo. The most frequent adverse reactions leading to discontinuation in the
patients treated with any dose of FINTEPLA were seizure (2%) and somnolence (2%).

The common adverse reactions that occurred in patients treated with FINTEPLA (incidence at
least 10% and greater than placebo) were diarrhea; decreased appetite; fatigue; somnolence;
vomiting.

Table 4 lists the adverse reactions that were reported in 5% or more of patients treated with
FINTEPLA and at a rate greater than those on placebo during the titration and maintenance
phases of Study 3.

Table 3: Adverse Reactions in 5% or More of Patients Treated with FINTEPLA and
Greater Than Placebo in the Placebo-Controlled Trial for Lennox Gastaut
Syndrome (Study 3)
FINTEPLA Dose Group
Study 3
Adverse Reaction 0.2 mg/kg/day 0.7mg/kg/day Placebo Group
N=89 N=87 N=87
% %o %o
Decreased appetite 20 36 12
Fatigue, malaise, asthenia 14 24 16
Somnolence, sedation, lethargy 12 22 16
Diarrhea 11 13 5
Constipation 6 9 6
Vomiting 14 8 6
Weight decreased 2 8 2
Upper respiratory tract infection 8 7 3
Seizure 9 5 7
Irritability 8 3 6

Echocardiographic Safety Assessments of Valvular Heart Disease and Pulmonary Arterial
Hypertension

Valvular heart disease and pulmonary arterial hypertension were evaluated in the placebo-
controlled and open-label extension studies via echocardiography for up to 3 years in duration
for 341 DS patients and 263 LGS patients [see Warnings and Precautions (5.1)]. Screening for
valvular heart disease assessed for mild or greater aortic regurgitation or moderate or greater




mitral regurgitation, and assessed for additional characteristics of VHD (e.g., valve thickening or
restrictive valve motion).

In these clinical studies, two patients with LGS exhibited mild aortic regurgitation (AR) but
neither patient had any cardiac signs or symptoms or evidence of valvular structural changes.
Neither patient had VHD. The rates of mild AR are consistent with those seen in the screening
period prior to treatment (3 patients in LGS and 1 patient in DS clinical trials).

7 DRUG INTERACTIONS

7.1 Effect of Other Drugs on FINTEPLA

Stiripentol Plus Clobazam

Coadministration of FINTEPLA with stiripentol plus clobazam, with or without valproate,
increases fenfluramine plasma concentrations /see Clinical Pharmacology (12.3)]. If FINTEPLA
is coadministered with stiripentol plus clobazam, the maximum daily dosage of FINTEPLA is
0.2 mg/kg twice daily (maximum daily dosage of 17 mg) [see Dosage and Administration (2.2)].

Strong CYP1A2, CYP2B6, or CYP3A Inducers

Coadministration of FINTEPLA with strong CYP1A2, CYP2B6, or CYP3A inducers will
decrease fenfluramine plasma concentrations, which may lower the efficacy of FINTEPLA /[see
Clinical Pharmacology (12.3)].

It is recommended to avoid coadministration of strong CYP1A2, CYP2B6 or CYP3A inducers.
If coadministration of a strong CYP1A2, CYP2B6, or CYP3A inducer with FINTEPLA is
necessary, monitor the patient for reduced efficacy and consider increasing the dosage of
FINTEPLA as needed; however, do not exceed the maximum daily dosage of FINTEPLA [see
Dosage and Administration (2.2)].

If a strong CYP1A2, CYP2B6, or CYP3A inducer is discontinued during maintenance treatment
with FINTEPLA, consider gradual reduction in the FINTEPLA dosage to the dose administered
prior to initiating the inducer [see Warnings and Precautions (5.6)].

Strong CYP1A2 or CYP2D6 Inhibitors

Coadministration of FINTEPLA with strong CYP1A2 or CYP2D6 inhibitors will increase
fenfluramine plasma concentrations [see Clinical Pharmacology (12.3)]. If FINTEPLA is
coadministered with strong CYP1A2 or CYP2D6 inhibitors, the maximum daily dosage of
FINTEPLA is 20 mg /see Dosage and Administration (2.3)].

If a strong CYP1A2 or CYP2D6 inhibitor is discontinued during maintenance treatment with
FINTEPLA, consider gradual increase in the FINTEPLA dosage to the dose recommended
without CYP1A2 or CYP2D6 inhibitors; however, do not exceed the maximum daily dosage of
FINTEPLA [see Dosage and Administration (2.2)].

If FINTEPLA is coadministered with stiripentol and a strong CYP1A2 or CYP2D6 inhibitor, do
not exceed the maximum daily dosage of FINTEPLA of 17 mg [see Dosage and Administration

(2.3)].



7.2 Effects of Serotonin Receptor Antagonists

Cyproheptadine and potent 5S-HT1A, 5-HT1D, 5-HT2A, and 5-HT2C serotonin receptor
antagonists may decrease the efficacy of FINTEPLA. If cyproheptadine or potent 5--HT1A,
5--HT1D, 5-HT2A, or 5-HT2C serotonin receptor antagonists are coadministered with
FINTEPLA, patients should be monitored appropriately.

7.3 Serotonergic Drugs

Concomitant administration of FINTEPLA and drugs (e.g., SSRIs, SNRIs, TCAs, MAO
inhibitors, trazodone, etc.), over-the-counter medications (e.g., dextromethorphan), or herbal
supplements (e.g., St. John’s Wort) that increase serotonin may increase the risk of serotonin
syndrome [see Warnings and Precautions (5.7)]. Concomitant use of FINTEPLA is
contraindicated within 14 days of taking MAOIs. Use FINTEPLA with caution in patients taking
other medications that increase serotonin.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to
antiepileptic drugs (AEDs), such as FINTEPLA, during pregnancy. Encourage women who are
taking FINTEPLA during pregnancy to enroll in the North American Antiepileptic Drug
(NAAED) Pregnancy Registry by calling the toll-free number 1-888-233-2334 or visiting
http://www.aedpregnancyregistry.org.

Risk Summary

There are no data on FINTEPLA use in pregnant women. Available data from epidemiologic
studies with fenfluramine or dexfenfluramine are insufficient to evaluate for a drug-associated
risk of major birth defects, miscarriage, or other adverse maternal or fetal outcomes. FINTEPLA
can cause decreased appetite and decreased weight [see Warnings and Precautions (5.3)];
monitor for adequate weight gain during pregnancy. In animal studies, administration of
fenfluramine throughout organogenesis (rat and rabbit) or throughout gestation and lactation (rat)
resulted in adverse effects on development (fetal malformations, embryofetal and offspring
mortality and growth impairment) in the presence of maternal toxicity at clinically relevant
maternal plasma levels of fenfluramine and its major active metabolite (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. 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

Oral administration of fenfluramine (0, 5, 10, or 40 mg/kg/day) to pregnant rats during
organogenesis resulted in decreased fetal body weights and marked increases in fetal



malformations (external, visceral, and skeletal) at the highest dose tested, which was associated
with maternal toxicity. At the no-effect dose (10 mg/kg/day) for adverse effects on embryofetal
development in rats, maternal plasma exposures (AUC) of fenfluramine and norfenfluramine (the
major metabolite) were approximately 2 and 5 times, respectively, those in humans at the
maximum recommended human dose (MRHD) of 26 mg/day.

Oral administration of fenfluramine (0, 5, 10, 15 mg/kg/day) to pregnant rabbits throughout
organogenesis resulted in increased embryofetal mortality at all doses and increases in fetal
malformations (external and skeletal) at the highest dose tested, which was associated with
maternal toxicity. A no-adverse-effect dose for adverse effects on embryofetal development in
rabbits was not identified. At the lowest dose tested in rabbits (5 mg/kg/day), maternal plasma
exposures of fenfluramine and norfenfluramine were lower than those in humans at the MRHD.

Oral administration of fenfluramine (0, 5, 10, or 40 mg/kg/day) to female rats throughout
gestation and lactation resulted in marked increases in stillborn pups and neonatal offspring
deaths at the highest dose tested and delayed growth and reflex development during the pre-
weaning period at all doses. Maternal body weight gain was decreased at all doses during
pregnancy and at the two highest doses during lactation. A no-effect dose for adverse effects on
pre- and postnatal development in rats was not determined. At the lowest dose tested in rats (5
mg/kg/day), maternal plasma exposures of fenfluramine and norfenfluramine were
approximately 0.5 and 3 times, respectively, those in humans at the MRHD.

8.2 Lactation

Risk Summary
There are no data on the presence of fenfluramine or its metabolites in human milk, the effects
on the breastfed infant, or the effects on milk production.

The developmental and health benefits of breastfeeding should be considered along with the
mother’s clinical need for FINTEPLA and any potential adverse effects on the breastfed infant
from FINTEPLA or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Infertility

In animal studies, oral administration of fenfluramine resulted in adverse reproductive effects in
males and females at clinically relevant doses in the presence of parental toxicity /see
Nonclinical Toxicology (13.1)].

8.4 Pediatric Use

The safety and effectiveness of FINTEPLA for the treatment of seizures associated with DS and
LGS have been established in patients 2 years of age and older.

Use of FINTEPLA for the treatment of seizures associated with DS in patients 2 years of age and
older is supported by two randomized, double-blind, placebo-controlled trials in 202 patients 2 to
18 years of age. Use of FINTEPLA for the treatment of seizures associated with LGS is
supported by a randomized, double-blind, placebo-controlled study in 263 patients aged 2 to 35



years, including 187 patients less than 18 years [see Boxed Warning, Warnings and Precautions
(5), Adverse Reaction (6.1), and Clinical Studies (14)].

FINTEPLA can cause decreases in appetite and weight. The growth of pediatric patients treated
with FINTEPLA should be carefully monitored.

Safety and effectiveness in patients less than 2 years of age have not been established.

Juvenile Animal Data

Oral administration of fenfluramine (0, 3.5, 9, or 20 mg/kg/day) to young rats for 10 weeks
starting on postnatal day 7 resulted in reduced body weight and neurobehavioral changes
(decreased locomotor activity and learning and memory deficits) at all doses tested.
Neurobehavioral effects persisted after dosing was discontinued. Bone size was decreased at the
mid and high doses; brain size was decreased at the highest dose. Partial or complete recovery
was seen for these endpoints. A no-effect dose for postnatal developmental toxicity was not
identified. The lowest dose tested (3.5 mg/kg/day) was associated with plasma fenfluramine
exposures (AUC) less than that in humans at the maximum recommended human dose (MRHD)
of 26 mg/day and norfenfluramine (metabolite) exposures (AUC) approximately 2 times that in
humans at the MRHD.

8.5 Geriatric Use

Clinical studies of FINTEPLA for the treatment of DS or LGS did not include patients 65 years
of age and over to determine whether they respond differently from younger patients. In general,
dose selection for an elderly patient should be cautious, usually starting at the low end of the
dosing range, reflecting the greater frequency of decreased hepatic, renal, or cardiac function,
and of concomitant disease or other drug therapy.

8.6 Renal Impairment

In patients with estimated glomerular filtration rate (¢GFR) 15 to 29 mL/min/1.73m?, do not
exceed the maximum daily dosage of FINTEPLA of 20 mg. In patients with eGFR 15 to 29
ml/min/1.73m? and concomitant stiripentol use, do not exceed the maximum daily dosage of
FINTEPLA of 17 mg [see Dosage and Administration (2.2) and Clinical Pharmacology (12.3)].
FINTEPLA has not been studied in patients with eGFR < 15 mL/min/1.73m?.

8.7 Hepatic Impairment

Administration of FINTEPLA to patients with hepatic impairment is not recommended /see
Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance
FINTEPLA contains fenfluramine, a Schedule IV controlled substance.

10 OVERDOSAGE

Overdose has not been observed in the FINTEPLA clinical trial program. However, overdose of
fenfluramine, the active ingredient in FINTEPLA, has been reported at higher doses than those



included in the clinical trial program. Some of the cases were fatal. Events reported after
overdose include mydriasis, tachycardia, flushing, tremors/twitching/muscle spasms,
agitation/restlessness/anxiety, increased muscle tone/rigor/opisthotonos, respiratory distress or
failure, and seizure. Seizure, coma, and cardiorespiratory arrest were reported in most of the fatal
overdoses.

There is no available specific antidote to the overdose reactions of FINTEPLA. In the event of
overdose, standard medical practice for the management of drug overdosage should be used. An
adequate airway, oxygenation, and ventilation should be ensured; monitoring of cardiac rhythm
and vital sign measurement is recommended. A certified poison control center should be
contacted for updated information on the management of overdose with FINTEPLA.

11 DESCRIPTION

FINTEPLA oral solution contains 2.2 mg/mL fenfluramine, equivalent to 2.5 mg/mL of the
hydrochloride salt.

The active ingredient, fenfluramine hydrochloride, is designated chemically as N-ethyl-a-
methyl-3-(trifluoromethyl)phenethylamine hydrochloride.

The structural formula is:

H

FsC N\/Me « HCI
Me

Fenfluramine hydrochloride is a white to off-white crystalline solid. The pKa of fenfluramine is
10.2.

FINTEPLA is a clear, colorless solution, pH 5.

FINTEPLA contains the following inactive ingredients: cherry flavor, citric acid, ethylparaben
hydroxyethylcellulose, methylparaben, potassium citrate, sucralose, and water.

FINTEPLA contains no ingredient made from gluten-containing grain (wheat, barley, or rye),
and contains not more than 0.1% of carbohydrates, which is solely derived from the cherry
flavor.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The precise mechanism by which fenfluramine exerts its therapeutic effects in the treatment of
seizures associated with Dravet syndrome and Lennox-Gastaut syndrome is unknown.
Fenfluramine and the metabolite, norfenfluramine, exhibit agonist activity at serotonin 5-HT2
receptors. There is an association between serotonergic drugs with 5S-HT2B receptor agonist
activity, including fenfluramine and norfenfluramine, and valvular heart disease and pulmonary
arterial hypertension.



12.2 Pharmacodynamics

Cardiac Electrophysiology

At a dose 4 times the maximum recommended dose, FINTEPLA did not prolong the QT interval
when tested in an adult population.

12.3 Pharmacokinetics

The pharmacokinetics of fenfluramine and norfenfluramine were studied in healthy subjects, in
pediatric patients with DS, and in pediatric and adult patients with LGS. The steady-state
systemic exposure (Cmax and AUC) of fenfluramine was slightly greater than dose proportional
over the dose range of 13 to 51.8 mg twice-daily fenfluramine (i.e., 1 to 4 times the maximum
recommended dose). In pediatric patients with DS who received FINTEPLA 0.7 mg/kg/day, up
to a total daily dose of 26 mg fenfluramine, the geometric mean steady-state fenfluramine
(coefficient of variation) Ciax was 68.0 (41%) ng/mL and AUCo.24n was 1390 (44%) ng*h/mL.

Absorption

Fenfluramine has a time to maximum plasma concentration (Tmax) of 3 to 5 hours at steady state.
The absolute bioavailability of fenfluramine is approximately 68-74%. There was no effect of
food on the pharmacokinetics of fenfluramine or norfenfluramine.

Distribution

The geometric mean (CV%) apparent volume of distribution (Vz/F) of fenfluramine is 11.9
(16.5%) L/kg following oral administration of FINTEPLA in healthy subjects. Fenfluramine is
50% bound to human plasma proteins in vitro and binding is independent of drug concentrations.
Elimination

The elimination half-life of fenfluramine was 20 hours and the geometric mean (CV%) clearance
(CL/F) was 24.8 (29%) L/h, following oral administration of FINTEPLA in healthy subjects.
Metabolism

Over 75% of fenfluramine is metabolized to norfenfluramine prior to elimination, primarily by
CYP1A2, CYP2B6, and CYP2D6. Other CYP enzymes involved to a minor extent are CYP2C9,
CYP2C19, and CYP3A4/5. Norfenfluramine is then deaminated and oxidized to form inactive
metabolites.

Excretion

Most of an orally administered dose of fenfluramine (greater than 90%) is excreted in the urine
as fenfluramine, norfenfluramine, or other metabolites with fenfluramine and norfenfluramine
accounting for less than 25% of the total; less than 5% is found in feces.

Specific Populations

The effect of age (range: 2 to 50 years), sex, and race had no clinically meaningful effect on the
pharmacokinetics of fenfluramine.

Renal Impairment

In a dedicated clinical study comparing the pharmacokinetics of a single dose of 0.4 mg/kg
FINTEPLA in subjects with severe renal impairment (¢GFR < 30 mL/min/1.73m? determined by



MDRD) and matched healthy volunteers, Cmax and AUCy.inr of fenfluramine increased by 20%
and 88%, respectively, and Cmax and AUCo.inr of norfenfluramine increased by 13% and 21%,
respectively in subjects with severe renal impairment [see Use in Specific Populations (8.6)].
FINTEPLA has not been studied in patients with eGFR < 15 mL/min/1.73m? (determined by
MDRD). It is not known if fenfluramine or norfenfluramine is dialyzable.

Drug Interaction Studies
Clinical Studies

Effect of a single dose of stiripentol, clobazam, and valproic acid combination:

Coadministration of a single 0.7 mg/kg dose of FINTEPLA, with a single dose of a stiripentol,
clobazam, and valproic acid combination in healthy volunteers, increased the AUCy.inr of
fenfluramine by 69% and the Cmax by 18%, and decreased the AUCo.72 nours 0f norfenfluramine
by 41% and the Cmax by 42%, as compared to FINTEPLA administered alone.

Effect of steady state stiripentol plus clobazam. with or without valproate:

Fenfluramine pharmacokinetic data were collected from patients after receiving multiple
fenfluramine administrations in Study 1 as well as Study 2. Population pharmacokinetic
modeling and simulation were used to assess the effect of stiripentol plus clobazam with or
without valproate on fenfluramine pharmacokinetics. The effect of stiripentol plus clobazam,
with or without valproate, on fenfluramine pharmacokinetics is greater when FINTEPLA is at
steady-state than for the first dose of FINTEPLA. At steady state in the patient population, the
coadministration of 0.1 mg/kg twice daily (0.2 mg/kg/day), maximum 17 mg/day, of FINTEPLA
with stiripentol plus clobazam with or without valproate, is expected to result in a 166% increase
in fenfluramine AUCy-24 and a 38% decrease in norfenfluramine AUCy.24, as compared to 0.2
mg/kg/day, maximum 26 mg/day, FINTEPLA dose administered alone [see Dosage and
Administration (2.1, 2.2) and Drug Interactions (7.1)].



Effect of steady state cannabidiol:

Coadministration of a single 0.35 mg/kg dose of FINTEPLA with repeated doses of cannabidiol
increased the AUCo.inr of fenfluramine by 59% and the Cmax by 10%, and decreased the AUC,.
vk of norfenfluramine by 22% and the Ciax by 33%, as compared to FINTEPLA administered
alone. This interaction is not expected to be clinically significant.

Effect of strong CYP1A2 or CYP2D6 inhibitors:

Coadministration of a single 0.4 mg/kg dose of FINTEPLA with fluvoxamine (a strong CYP1A2
inhibitor) at steady state (50 mg once daily) in healthy volunteers increased the AUCo.inf of
fenfluramine by 102% and the Cmax by 22%, and decreased the AUCo.inf of norfenfluramine by
22% and the Cax by 44%, as compared to FINTEPLA administered alone [see Drug
Interactions (7.1)].

Coadministration of a single 0.4 mg/kg dose of FINTEPLA with paroxetine (a strong CYP2D6
inhibitor) at steady state (30 mg once daily) in healthy volunteers increased the AUCo.int of
fenfluramine by 81% and the Cmax by 13%, and decreased the AUC.inf of norfenfluramine by
13% and the Cmax by 29%, as compared to FINTEPLA administered alone /see Drug
Interactions (7.1)].

Effect of strong CYP1A2. CYP2B6 or CYP3A inducers:

Coadministration of a single 0.4 mg/kg dose of FINTEPLA with rifampin (a CYP1A2, CYP2B6,
and CYP3A inducer) at steady state (600 mg once daily) in healthy volunteers decreased the
AUC.int of fenfluramine by 58% and the Cmax by 40%, and decreased the AUC.infof
norfenfluramine by 50%, and increased the Cmax of norfenfluramine by 13%, as compared to
FINTEPLA administered alone [see Drug Interactions (7.1)].

Effect of FINTEPLA on other drugs:

Coadministration of a single 0.7 mg/kg dose of FINTEPLA, with a single dose of a stiripentol,
clobazam, and valproic acid combination, did not affect the pharmacokinetics of stiripentol, nor
the pharmacokinetics of clobazam or its N-desmethyl-metabolite norclobazam, nor the
pharmacokinetics of valproic acid, as compared to the stiripentol, clobazam, and valproic acid
combination alone. Coadministration of a single 0.35 mg/kg dose of FINTEPLA, with repeated
doses of cannabidiol, did not affect the pharmacokinetics of cannabidiol, as compared to
cannabidiol alone.

In Vitro Studies

Fenfluramine is primarily metabolized by CYP1A2, CYP2B6, and CYP2D6 in vitro. Other CYP
enzymes involved to a minor extent are CYP2C9, CYP2C19, and CYP3A4/5.

Effect of fenfluramine and norfenfluramine on CYP Substrates: fenfluramine and
norfenfluramine are not inhibitors or inducers of CYP1A2, CYP2B6, CYP2CS8, CYP2C9,
CYP2C19, CYP2D6, or CYP3A4 at clinically relevant concentrations.

Effect of transporters on fenfluramine and norfenfluramine: fenfluramine and norfenfluramine
are not substrates of the P-g, BCRP, OATI1, OAT3, OCT2, MATE1, or MATE2-K transporters.

Effect of FINTEPLA on Transporters: fenfluramine and norfenfluramine are not inhibitors of
P-gp, BCRP, OAT1B1, OATP1B3, OAT1, OAT3, OCT2, MATE1, or MATE2-K transporters.



13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Oral administration of fenfluramine to Tg.rasH2 mice (0, 5, 15, 40, or 60 mg/kg/day) for 26
weeks and to male and female rats (0, 1, 2.5, or 8 mg/kg/day) for 89 and 97 weeks, respectively,
resulted in no evidence of drug-induced tumors in either species. In rats, plasma exposures
(AUC) of fenfluramine and norfenfluramine (the major metabolite) at the highest dose tested
were approximately 5 and 11 times, respectively, those in humans at the maximum
recommended human dose (MRHD) of 26 mg/day.

Mutagenesis

Fenfluramine was negative in an in vitro bacterial mutation (Ames) assay and an in vivo
micronucleus and comet assay in rats.

Impairment of Fertility

Oral administration of fenfluramine (0, 3.5, 8, or 20 mg/kg/day) to male and female rats prior to
and throughout mating and continuing in females to day 7 of gestation resulted in a decrease in
fertility and increases in abnormal sperm and epithelial vacuolation of the epididymis at the
highest dose tested and altered estrous cyclicity, decreased corpora lutea and implantations, and
increased embryolethality at the mid and high dose. These doses were associated with parental
toxicity. The no-effect doses for adverse effects on fertility and reproductive performance in rats
(8 and 3.5 mg/kg/day in males and females, respectively) were associated with plasma
fenfluramine exposures (AUC) approximately 3 and 0.6 times, respectively, and norfenfluramine
exposures approximately 5 and 3 times, respectively, those in humans at the MRHD.

14 CLINICAL STUDIES

14.1 Dravet Syndrome

The effectiveness of FINTEPLA for the treatment of seizures associated with DS in patients 2
years of age and older was established in two randomized, double-blind, placebo-controlled trials
in patients 2 to 18 years of age.

Study 1 (N=117) compared a 0.7 mg/kg/day and a 0.2 mg/kg/day dose of FINTEPLA with
placebo in patients who were not receiving stiripentol (NCT02682927 and NCT02826863).

Study 2 (N=85) compared a 0.4 mg/kg/day dose of FINTEPLA with placebo in patients who were
receiving stiripentol and either clobazam, valproate, or both (NCT02926898). In both studies,
patients had a clinical diagnosis of DS and were inadequately controlled on at least one AED or
other antiseizure treatment including vagal nerve stimulation or a ketogenic diet. Both trials had
a 6-week baseline period, during which patients were required to have a minimum of 6
convulsive seizures while on stable AED therapy. Convulsive seizures included tonic, clonic,
generalized tonic-clonic, tonic-atonic, secondarily generalized tonic-clonic, hemiclonic, and
focal with observable motor signs. The baseline period was followed by randomization into a 2-
week (Study 1) or 3-week (Study 2) titration period and a subsequent 12-week maintenance
period, where the dose of FINTEPLA remained stable.



In Study 1, 98% of patients were taking between 1 and 4 concomitant AEDs. The most
frequently used concomitant AEDs (in at least 25% of patients), were valproate (61%), clobazam
(59%), and topiramate (25%). In Study 2, 100% of patients were taking between 2 and

4 concomitant AEDs. The most frequently used concomitant AEDs (in at least 25% of patients),
were stiripentol (100%), clobazam (94%), and valproate (89%).

The primary efficacy endpoint in both studies was the change from baseline in the frequency

of convulsive seizures per 28 days during the combined 14-week (Study 1) or 15-week (Study 2)
titration and maintenance periods (i.e., treatment period). The median longest interval between
convulsive seizures was also assessed.

In Study 1 and Study 2, the reduction in convulsive seizure frequency per 28 days was
statistically significantly greater for all dose groups of FINTEPLA compared to placebo
(Table 5). A reduction in convulsive seizures was observed within 3 to 4 weeks of starting
FINTEPLA, and the effect remained generally consistent over the 14- or 15-week treatment

period.
Table 4: Change in Convulsive Seizure Frequency During the Treatment Period in
Patients with Dravet Syndrome (Study 1 and Study 2)

Convulsive Seizure Frequency FINTEPLA FINTEPLA FINTEPLA
(per 28 days) Placebo 0.2 mg/kg/day 0.7 mg/kg/day 0.4 mg/kg/day
Study 1 N=39 N=38 N=40 NA
Baseline Period Median 29.4 18.1 18.7 NA
% Difference Relative to Placebo* -31.7% -70.0% NA
p-value compared to placebo 0.043 <0.001
Study 2 N=42 NA NA N=43
Baseline Period Median 11.5 NA NA 15.0
% Difference Relative to Placebo* NA NA -59.5%
p-value compared to placebo <0.001

*Derived from the primary analysis model

+All 0.4 mg/kg/day patients were also taking concomitant stiripentol, which increases the exposure of FINTEPLA.

Figure 1 and Figure 2 display the percentage of patients by category of seizure response from
baseline in convulsive seizure frequency (per 28 days) during the treatment period in Study 1 and

Study 2, respectively.




Figure 1: Proportion of Patients by Category of Seizure Response for FINTEPLA and
Placebo in Patients with Dravet Syndrome (Study 1)

70%

K Placebo (N=39)
60% EFINTEPLA 0.2 mg/kg/day (N=38) 58%
B FINTEPLA 0.7 mg/kg/day (N=40)

S
> 50%
e
c
2
E 40% 38% 37%
[T
(=]
=4 0 28%
5 30% 6% %
g 21% 21%
2 20% ’
S 20%
S
e 13% 12%
B “
5% 59% 5%
3%
0% |
<0 >0 to <25 225 to <50 >50 to <75 >75 to 100
Percentage Reduction from Baseline in Convulsive Seizure

Frequency

Figure 2: Proportion of Patients by Category of Seizure Response for FINTEPLA and
Placebo in Patients with Dravet Syndrome (Study 2)
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In Study 1, 3 of 40 (8%) patients in the FINTEPLA 0.7 mg/kg/day group and 3 of 38 (8%)
patients in the FINTEPLA 0.2 mg/kg/day group reported no convulsive seizures during the
14-week treatment period, compared to 0 patients in the placebo group. In Study 2, 1 of 43 (2%)
patients in the FINTEPLA 0.4 mg/kg/day group reported no convulsive seizures during the
15-week treatment period, compared to 0 patients in the placebo group.

In Study 1 and Study 2, FINTEPLA was associated with a statistically significant longer interval
between convulsive seizures compared to placebo (Figure 3).



Figure 3: Median Longest Interval Between Convulsive Seizures in Patients with
Dravet Syndrome (Study 1 and Study 2)
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14.2 Lennox-Gastaut Syndrome

The effectiveness of FINTEPLA for the treatment of seizures associated with LGS in patients 2
years of age and older was established in a randomized, double-blind, placebo-controlled study
in 263 patients 2 to 35 years of age (Study 3; NCT03355209).



Study 3 compared a 0.7 mg/kg/day and a 0.2 mg/kg/day dose of FINTEPLA with placebo.
Patients had a diagnosis of LGS and were inadequately controlled on at least one AED, with or
without vagal nerve stimulation and/or ketogenic diet. The study had a 4-week baseline period,
during which patients were required to have a minimum of 8 drop seizures while on stable AED
therapy. Drop seizures were generalized tonic-clonic, secondarily generalized tonic-clonic, tonic,
atonic, or tonic-atonic seizures that were confirmed to result in drops. The baseline period was
followed by randomization into a 2-week titration period and a subsequent 12-week maintenance
period, where the dose of FINTEPLA remained stable.

In Study 3, 99% of patients were taking between 1 and 4 concomitant AEDs. The most
frequently used concomitant AEDs (in at least 25% of patients) were clobazam (45%),
lamotrigine (34%), and valproate (56%).

The primary efficacy endpoint in Study 3 was the median percent change from baseline in the
frequency of drop seizures per 28 days during the combined 14-week titration and maintenance
periods (i.e., treatment period). The proportion of patients who achieve improvement (minimally,
much, or very much improved) in the Clinical Global Impression of Change (CGI-I) as assessed
by Principal Investigator was a secondary endpoint.

In Study 3, the median percent change from baseline (reduction) in the frequency of drop
seizures per 28 days was significantly greater for the 0.7 mg/kg/day dose group of FINTEPLA
compared with placebo (Table 6). A reduction in drop seizures was observed within 2 weeks of
initiating treatment with FINTEPLA, and the effect remained generally consistent over the 14-
week treatment period.

The median percent reduction from baseline in drop seizure frequency per 28 days for the lower
dose of FINTEPLA (0.2 mg/kg/day) did not reach statistical significance compared to placebo
(Table 6).

Table 5: Change in Drop Seizure Frequency during the Treatment Period in Patients
with Lennox-Gastaut Syndrome (Study 3)

Drop Seizure Frequency FINTEPLA FINTEPLA
(per 28 days) Placebo 0.2 mg/kg/day 0.7 mg/kg/day
Study 3 N=85" N=86" N=83"
Baseline Period Median Seizure 55.0 77.8 80.0
Frequency

Median Percentage Change from -8.7% -13.2% -23.7%
Baseline During Treatment

p-value compared to placebo 0.1917 0.0037

*The total number of patients upon which the efficacy analysis was based is less than the total number randomized
in the double-blind, placebo-controlled study because patients with missing data were excluded from the efficacy
analysis.

# Not statistically significant

Figure 4 displays the percentage of patients by category of reduction from baseline in drop
seizure frequency per 28 days during the treatment period in Study 3.



Figure 4: Proportion of Patients by Category of Seizure Response for FINTEPLA and
Placebo in Patients with Lennox—Gastaut Syndrome (Study 3)

40%
37% 37%

B Placebo (N=85)
B FINTEPLA 0.2 mg/kg/day (N=86)
W FINTEPLA 0.7 mg/kg/day (N=83)

30%

24%

22%

Proportion of Patients (%)

20% 19% g9,
10% 9%
6% 6%
§ 2%
0%
<0 >0 to <25 >25 to <50 >50 to <75 >75 to 100

Percentage Reduction from Baseline in Drop Seizure Frequency

Numerically greater improvements on the CGI-I by Investigator were observed in patients
treated with FINTEPLA compared with placebo.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

FINTEPLA oral solution is a clear, colorless, cherry flavored liquid containing 2.2 mg/mL
fenfluramine and is supplied in a white plastic bottle with a child resistant closure as follows:

e Carton containing one 360 mL bottle (NDC 43376-322-36)

e Carton containing one 30 mL bottle (NDC 43376-322-30)
Before dispensing, the pharmacist will insert a press-in bottle adapter into the dispensing bottle.
The pharmacy will provide 3 mL or 6 mL calibrated oral dosing syringes.
16.2 Storage and Handling

Store FINTEPLA at room temperature between 20°C to 25°C (68°F to 77°F); excursions are
permitted between 15°C to 30°C (59°F to 86°F) [see USP Controlled Room Temperature].

Do not refrigerate or freeze. Store the bottle and syringe together.

Discard any unused portion 3 months after first opening the bottle or the “Discard After” date on
the bottle, whichever is sooner.



17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions
for Use).

Administration Information

Advise patients who are prescribed FINTEPLA to use the oral dosing syringes provided by the
pharmacy [see Dosage and Administration (2.6) and Instructions for Use]. Instruct patients to
discard any unused FINTEPLA 3 months after first opening the bottle or if the “discard after”
date on the dispensing bottle has passed, whichever is sooner /see How Supplied/Storage and
Handling (16.1), 16.2].

Valvular Heart Disease and Pulmonary Arterial Hypertension

Advise patients that cardiac monitoring must be performed using echocardiography to monitor
for serious heart valve changes or high blood pressure in the arteries of the lungs [see Warnings
and Precautions (5.1)].

FINTEPLA REMS Program

FINTEPLA is available only through a restricted program called the FINTEPLA REMS program
[see Warnings and Precautions (5.2)]. Inform the patient of the following notable requirements:

e Patients must enroll in the program and comply with ongoing echocardiogram monitoring
requirements [see Warnings and Precautions (5.1)].

FINTEPLA is only prescribed by certified health care providers and only dispensed from
certified pharmacies participating in the program. Therefore, provide patients with the telephone
number and website for information on how to obtain the product [see Warnings and
Precautions (5.2)].

Decreased Appetite and Decreased Weight

Advise patients that decreased appetite is frequent during treatment with FINTEPLA, which can
cause decrease in weight [see Warnings and Precautions (5.3)].

Somnolence, Sedation, and Lethargy

Inform patients that FINTEPLA can cause somnolence, sedation, and lethargy. Caution patients
about operating hazardous machinery, including motor vehicles, until they are reasonably certain
that FINTEPLA does not affect them adversely (e.g., impair judgment, thinking, or motor skills)
[see Warnings and Precautions (5.4)].

Suicidal Thinking and Behavior

Counsel patients, their caregivers, and their families that antiepileptic drugs may increase the risk
of suicidal thoughts and behavior and advise them to be alert for the emergence or worsening of
symptoms of depression, any unusual changes in mood or behavior, or the emergence of suicidal
thoughts, behavior, or thoughts of self-harm. Instruct patients, caregivers, and families to report
behaviors of concern immediately to healthcare providers [see Warnings and Precautions (5.5)].

Withdrawal of Antiepileptic Drugs (AEDs)

Advise patients not to discontinue use of FINTEPLA without consulting with their healthcare
provider. FINTEPLA should normally be gradually withdrawn to reduce the potential for




increased seizure frequency and status epilepticus [see Dosage and Administration (2.7),
Warnings and Precautions (5.6)].

Serotonin Syndrome

Inform patients about the risk of serotonin syndrome, which can be life-threatening. Advise
patients on the signs and symptoms of serotonin syndrome and that certain over-the-counter
medications and herbal supplements can increase this risk [see Warnings and Precautions (5.7)].

Increase in Blood Pressure

Inform patients that FINTEPLA can cause an increase in blood pressure [see Warnings and
Precautions (5.8)].

Glaucoma

Inform patients that FINTEPLA can cause mydriasis and can precipitate angle closure glaucoma.
Instruct patients to contact their healthcare provider if they have any acute decreases in visual
acuity or ocular pain [see Warnings and Precautions (5.9)].

Pregnancy Registry

Advise patients to notify their healthcare provider if they become pregnant or intend to become
pregnant during FINTEPLA therapy. Encourage women who are taking FINTEPLA to enroll in
the North American Antiepileptic Drug (NAAED) Pregnancy Registry if they become pregnant.
This registry is collecting information about the safety of antiepileptic drugs during pregnancy
[see Use in Specific Populations (8.1)].

Marketed by: Zogenix, Inc.
5959 Horton Street, Suite 500, Emeryville CA, 94608
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HASE T HEZITE O HBLSUTEL, D WITRS UITE O B B biconwTE=4 U
TTHUERD D,

FINTEPLA LIAt o> 11 FEED AED % %t5 L Uiz 199 1E00 7 T R FREG AR R BR - (BEAMRE & O
BpiiE) OFEMAT T, AED © 5 b0 1 ANZEIIT B B8 Tk, 77 BRICHIHT bz
F Ll LT, BASEXIIARITEO U X7 2356 2 15 GREEFExHY 22 1.8, 95%CI: 1.2, 2.7)



TholecZ Pmahilc, 2o ORBROKRGHMITFRET 12 HETHY . BEATE UIAK
SEOHEERAERIT AED 58 27,863 T 043% ThHo7=DIIx L, 7T v REHEERE
16,029 5l Ti% 0.24% CTH YV . AED OF 52521 72 A CIX A RSB T B ZITHEID 530 filic>&
F1BOBEETHEMLIZZEE2RLTND, RBRTIL AED & 583812 4 B0 HEDFRD i,
7T R B EREIITARITRO NN TN, ZOBN DR E DO D B FE~D
oW CHsImE T 2 &I TE ol

AED IZ X2 BRASESUIBAITEIO U 27 OEINE, FiFiuL AED B 5-BMA% 1 B CilEE S
A, B R O G IR PR L7z, BTl Lizid & A EORBRIT 24 B A 2 TV 7Rd-o
Tolo, 24 M A2 D BRSEXITHRITEIO Y 27 ZiHMECE 2o T2,
HEASESUIBAZBATEIO U 271X, T — X IZBW TR il —& L T\, 1ERERN
axThHo, HOPDMIEICHWSLNDS AEDIZE D UAZ ML TWARERNS, 20U
A7 NHEIGEZ DO THA SN DT X TO AEDIZHTITED Z EARENTWD, il L7k
REBRCTIX., U A7 134 (5~100 %) X > TRE<ERDZ Lidehotz, FHELZF X
TP AED [Z2W T, ikt Y A7 ROKHRIY U A 7 Z e Z & 12 2 1R,

x2: MEBRITLEMTADARDERERNDERTEXIEBERITED )RS
o AR Y 27 g oay
T3R5 EBE | AED HEBAEF 1000 | AED #EHEEFTO AED 38545 -
TE 1000 Bl 7= THE | flb ) TERBR | BROREER T L1z LD 1000 Bid
SRR b=l » b FiEk TARREBETOE 0 SR ORI
BORBE
TAMA 1.0 3.4 3.5 2.4
FE R IR 5.7 8.5 1.5 2.9
Z D 1.0 1.8 1.9 0.9
At 2.4 43 1.8 1.9

TAMNAEE 234 & UK Cld, RERR 2 xig & LR & i L ¢, AR
DT ABATEN O U 27 D@ oTohy, ZOHExt Y 2 7 7213 T A A K OFEHPR B0 1
JEIZ DWW CTIERIRREE Th - 72,

FINTEPLA X(XZ Dfhiod> AED O 2 fFtd 256, BRASELCEBITEIO Y A7 L RKIGH
DFERI AT EDONRT U AERPTHLEND D, TANAEIZLD AED BT EN5%4L< D
FREIL, TORBHERDEFRLOLLER, WONCARSER CEZITEO V) 27 BinL BEE L
TW5, BEPICAZRBELESCHBITHNREA LA, BEICBIT S 25 DEROFERNBES
GORBEREL T D AREMERH D0 E ) D ERETT 2 2 &,

56 MTAMAEDHIE

\FL A ED AED & [RFEIZ, FINTEPLA [ZFAFHEOHME N TANABERIREDO Y 27 036 %
7o, BEITERLPIET S 2 &, EERREHOZOICH IERLERGAX, BT IEEE
BLTH I,



57 0O UERE

Yo b= JEERRS A 2B 0T I RENMESY S 0 . FINTEPLA O#% 5., #FZ FINTEPLA L LI F D&
0 b= AEENEEE OPFHIC L U ' b= JEERES BT SR REMER S S - IR E e h= -
SNV ERT Y IR ARBLER (SNRD, @Rt R F =2 FERD ALAESE (SSRD), =5
RPLO o (TCA), 77 uvrtr, b T REMBIAN (B b Pa—0 X U=},
N RT77o728), Bu b= OREHBEESK (FINTEPLA Tz L SN TW5HE /7 I Rk
FERFEIR [MAOL] =&t [ZE 4) ), TX A ATy VFUAL FT7<FR
—, B F=UEE T A= MEMEZ AT D IUEMIRIEE BN TR OICIRE S LD DT T
U, REMRREO R (B, R, BERE) . BEMROANZEN Bk, AEEMLE, &SR
IRIEZR &) . ARRRAAER (BT, HalEBIfEE 2 &) . KO/ T basiEtk (lRs, M,
TR E) el Dt b= EEHEOEE L OJEIROHBUZS>WT, BEFEZE=4Y 7 T5Z
L, Br = UIEERERRE DN DS A1, B HIZ FINTEPLA O# 5.2 ik L, *HEREZ BT
5L,

58 MmMEER

FINTEPLA (ZIfF R H- 25 & T RIaetend o [FIEH 6.1) ZH), 7207V I a2HkE
L7oNEE TliX, @MEOBEDO R WEBEZ GO, mitr V—E72%R EoMmEDF E2 LA
Flzls SN Tnd, &E 3 FHOBKRRBR CEILE Y U —8 &2 FRIE Lio/NEEFITRD b
Doz, FINTEPLA Z# 5 LI EBEFOMEEZE=F ) 735 L,

59 #HxAkE
Tz INVT IR EE D L, PAEBABNELFE T A RERD D, AWK
T UTERE AR B L2 3E 1% FINTEPLA OG5 &2 #Erd 52 &,

6 EIEMA
LI T ORI EERFEERIC OV TR, R SCEOMOE THEMICTET 5
o DMEFRIESR B OV Eh RN i = L E (AR OMEH iR (5.1) 2HE]
o BAGEUR K OMBERD [ZER O EoME (5.3) M)
o fHEER, SEFR L ONEBIR [ZER O EorE (5.4) B
o BHEATEIROBREE [BHEROEH EOEE (5.5)) ZH]
o BMUTCADAIROTIL [ZER O EorE (5.6) /]
o kv b=USEGERE [BER O EOMEE (5.7) ]
o JE R [BAEROEH EoEE (5.8) M)
o RRINBE [EBEROEH FOVEE (5.9) A

6.1 ERREABRTOEER

ERAGREBRI L LG D72 D84 T TIThbi o728, & 5 HEAIO AR CHRO b - BIEH O3B
RAMA OFEFRRBR TRO SN FHR & B TE 9, BRIBUE TR SN 5 RBILR M
SRV ATEEMED B 5

N7 ~JEfERE (DS) B 2 xtge & U7z ERER K OFE X iEAER CTl%, 341 f517% FINTEPLA % #¢5-



Sz, ZO2H 3126136 » ALLE, 284 1723 1 H-LL E, 138 28 2 4R LA B G- &7,

L/ w7 A« A M—JEGRE (LGS) B Z x5 & U7k HEUR & O fEBR Tk, 262 filhs
FINTEPLA Z#5-Xiizc, 2056 21961236 » HLL B, 172 B3 1 480 E, 127 511723 2 LA Rz
Baxnte,

R 7 ~E{GERE

EEIRRIE TH D AED Z T2 DS BEFEZXHR L L7277 B AR ER TIX, 122 #iH
FINTEPLA %, $£7- 84 fI2N 7' T bR A5 S [ ka0 (14.1) /4], #5813 16 @ G
B 1) XX 17 M GRER2) Thoto, 3Bk 1 LOBER 2 O BF OFLFENL 9k (R : 2~19
%) TH Y K 46%D L, T4% AN T > 72, 2TOEHE NP7 < &b FINTEPLA LISHZ AED
Z 1 HIBG- ST,

B 1 M OGRER 2 1BV, BWERIC L0 ik L7238 oEIA 1%, FINTEPLA 0.7 mg/kg/ H 5T
13%. FINTEPLA 0.2 mg/kg/ H $¢5-C 0%, & O FINTEPLA 0.4 mg/kg/H & AF U X2 h—/L & Ofjf
HAEETI%THoT-DIZk L, 77 BRELETIZ 6% Th o2, T XTOMETOD FINTEPLA #
HEBREIZBWTEREPIICE 7ok bHEO®mWVEITERIIEIR 3%) ThoT,

FINTEPLA 5 8F TR L2 ERENEH GEBLERD 10%LL EHS7' 7R & ERID) 1%, &8k
PROR, AR, PAFR, IR, T ER, O o —EE . BOR AE, EBIGHH, P
frfss, ATRE, ME RA. J72h, fER%, BE EXOERRYE, ik, (RERED, R
TANAERBIRETH ST,

FRER 1 L OGRER 2 oMM K ONERFIM 1235 T FINTEPLA #5835 TRELEN 5%LL EH
O TR E LRIDEIEMN 2% 3 1287,

%3: FSNERBEXMRET ST AMBHRE Gl 1 RURE2) 128+5
FINTEPLA 5 BE THRBEMN 5% U LA TSR E LR ZEIER
FINTEPLA #5.3
BB 1 Bk 2 7IER
0.2 mg/kg/ H 0.7 mg/kg/ H 04 nglgkg/ H LG
N=39 N=40 N=43 N=84
FEER % % % %
BARHR 23 38 49 8
fEfR, #HER, wEIR 26 25 23 11
D a—GRE © 18 23 9 6
T 31 15 23 6
i 3 10 7 0
7. R, mIE 15 10 30 5
HEIENCHH, PR TR
N 10 10 7 1
BEATHE) 0 8 9 0
JiiINE e =S 13 8 0 5
72, k% 13 8 2 0
i R ARIE T 0 8 0 0
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FINTEPLA #5-8
HER1 Bk 2 IR

0.4 mg/kg/ A8 @
02 mg/kg/H | 0.7 mg/kg/H me/kg/H LGL

N=39 N=40 N=43 N=84
ﬁ %ﬂgg % % % %

RS

M7 vz 7 F 8N

GAES

Jiid 7K

8
0
0
IHEVEIR T 0
0
0

ANHRAE

FEEL 15

H [RE 0

b AGE R 21

e i 10

(UNEERT %) 13

7=

T

ELES

Rsisk eyl |

2 PR

B

R

PRRZE

M7 R R

SUE R

A5

A2

N[O N W[ IOl WDn|[WLW| | O || |0 | W

IR

i f

—_
(e

GIEbE

M EH ¢

[=2 IV, Nl Nel Ko B % N =l ok BN i el BNo R BN BN e B L S 2 V<R R R B0 N RN IO, B BN B i)

EREAE

TANAERIKEE

—
[\

SN || (N ||| R RO |NDINDIND|D|WVN|—|[—]|®

DN | W | Wbk [ | o

IR

()]

OO ||| Q QIO W[I[W W IWIWIWIW|lW gl T, LWL WL || ||| oo

A L AL 0 5 1

(1) 04 mgky HITHHARTIZRNo7=, -, 04 mgke/ HEETIZIAT UV b=V K7 a Y AOHFHE
H3 T TE Y, FINTEPLADRE BN L Tz,

Q) RBRIKRO2DT 7 ARREOBE /A,

() 4B LB X B D IE K O EE D (B8 90 1 5 1 NS O KBRS,

VA HAS—JEERE
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FEHEIRIESE T D AED #0325 LGS B A5t L L= 7 7R R G5 3) TIX. 176
575 FINTEPLA %, £7- 87 N7 T v R A h S [k (14.2) S/, % 5-WIRHI% 16
MThoto, BEOFHERT 13.7 5% FPH : 2~355%) THY . #29%25 18 kLl b, 45%H 4
P, 79%BNHEANTH -T2, ETORFEN DV &1 FINTEPLA LIAMZ AED % 1 AlB G X Twn
7=

BIEAIC X 0 Wik U723 0FA 1%, FINTEPLA 0.7 mg/kg/ B $¢5-C 6%, FINTEPLA 0.2 mg/kg/H
BHET5%ThHho7oDIZxt L, 77 8RELGTIE 1% TH-oT2, T XTOHETOH FINTEPLA
HEREIZB O THEGHFIEICE > i bHEE O S WEITERIEERIE 2%) K OHEIR 2%) THo
77

FINTEPLA x5 THREL L 72 ERENWEH FBELERD 10%LL EHS7' 7R % ERID) (X, THi,
BAEOR, 57, IR, EH:-THo 7,

FBR 3 O HA R K OHERFI I35\ T, FINTEPLA & 5-BE TRIERN 5% U EHS7 TR
Z ERIZDEIWER 2% 4 1277,

x4 L/ YUY R BRMEERBEZRRETE TSR REAER HER3) 28T

% FINTEPLA 5B E THRBENS%ULEBE DTS5 EAR%E LR ZEIER
FINTEPLA & 5-#f
B3 75 RNEE
0.2 mg/kg/H 0.7 mg/kg/ H

N=89 N=87 N=87
ﬁ%—‘g% OA) % OA)
BARHR 20 36 12
PEI7 . ISR, MED)NE 14 24 16
fEfR, SHER, wEIR 12 22 16
T 11 13 5
{EF 6 9 6
N i 14 8 6
(NGRS 2 8 2
GBI 8 7 3
FEAEFEAE 9 5 7
R 8 3 6

DT 2 — AN K D RSP A S % OV B R A i o 1 9 0D 22 MR R A

7T B R AR N OEERIEERRICB VLT, D a—RaIC X0 DR IRE B O Eh R
i v L EAE (2O C DS B 341 B KON LGS A 263 il & xh 52 Wﬁ3ﬁﬁﬁﬁﬁﬁbht[ﬁ
R OS] EorEE (5.1) 2R, DIBFRBIED A 7 V) —=2 7 Cld, BEELL O KBRS X
PR, EOEBF IOV CEHMEI L, 722 OM VHD OFFE (B« FpBEAEE ST
BENOFIR) 12>V TR L 7=,

S ORIV T, LGS B 2 Bl E O KERFFWE (AR) 258D L7223, WIi
DFERF] & DO BEPRER . FRIEOEZE L2 R T b DOIFFEO b TRV, £, WThoff
FH VHD ZFJE L TV, O AR OFBLET, 1GRATOA 7 ) —= 7 HIH (LGS Dk
B C 3], DS ORBRT 1)) ORBELFRETHoT,

12



7 EWYMEEER

7.1  FINTEPLA x93 I D a2 &

AF YR =L KT a3 A

FINTEPLA % A F U~ h— L N7 a "YF AL HEE LIZGE, V7 a @it of i

WO T 27T I OMETIREN LR35 (MK (12.3) 2/4], FINTEPLA %x%
Uy b=V BN X A LG D84 FINTEPLA O KMERFFH&I1X 02 mg/kg 1 H 2 [A]
(1 BicKEG & 1Tmg) L52 [k HE 2.2) =M,

574172 CYP1A2, CYP2B6 X3 CYP3A Dk

FINTEPLA & 587172 CYP1A2, CYP2B6 X% CYP3A OiFEHK L OFHZGICLY, 72T LT

S UOMBFEPREEIMET L. FINTEPLA OAZWENME T2 a[Gethnd o [HKHEAE (12.3) =
H].

o

58 7172 CYP1A2,CYP2B6 31X CYP3A OFFEH L Of 5 & #ElT 5 = & ZH#E5E9 % FINTEPLA
L5817 CYP1A2, CYP2B6 X3 CYP3A OiFEd & O P& G- 08 LB2 56 | AMENMETT 281
LU, MERYEITIX FINTEPLA O & 21T 9, 7272 L, FINTEPLA ® | Hig KEGEL B 72
WZ & [ A 2.2) ZH,

FINTEPLA (2 X D #ERFIARTIC58 /72 CYP1A2, CYP2B6 X% CYP3A DOFFEMK A k4 554
FINTEPLA (ZOW CIXiF SO HBAGART O H E~D BB E Z Rt 5 2 & [ R O
DIEE (5.6) M,

587772 CYP1A2 X% CYP2B6 MDPHEHE

FINTEPLA % 58/)72 CYP1A2 X% CYP2B6 DAEFEIR L JFHE G- LI2GA, 72 707 I ol
HEREN EHT 2 [&%ﬁéﬁﬁf (12.3) /], FINTEPLA %58 /)72 CYP1A2 X% CYP2B6 DFAFE
HEPFHE G5 555, FINTEPLA @ 1 Hig KRG &1L 20mg &35 [MHi4 - HE 2.3) 2],
FINTEPLA (Z X %.’w&%ﬁ;ﬁ MIZ58 /)72 CYP1A2 X% CYP2B6 D[ EH % f k4 %554, FINTEPLA
IZ2WTIE CYPIA2 XUE CYP2B6 DFHERE & OF ¥ 5-BRAART O H &~ D B PRI & 2 a4 2
Z &, 7272l FINTEPLA © | Hig KRG &EZB2 W2 & 5 - Ha 2.2) =/,
FINTEPLA % A F U~ h— L KO8 1172 CYPIA2 X CYP2B6 DOFHLEHK L fEHEET 5854
FINTEPLA ® 1 Hig KEHETH D 1Tmg 2B W2 &[5 - JHE 2.3) 2/,

72 O UZREBEREOZE

U~ E UK OEES v F =R S-HT1A, 5-HTID, 5-HT2A KUY 5-HT2C s
X, FINTEPLA OFMEEZIR T SELEENRNH D, T a~T X WTslietn h=r%
K 5-HT1A, 5-HT1D, 5-HT2A K OF 5-HT2C #5513 % FINTEPLA & OFH#& 53 256121, &
FOREEZBEYICE=F) L TTH &,

73 O RZUEERE

FINTEPLA (%, &1 b= Z BN X & 53K (SSRI, SNRI, TCA, MAOI, +7 Y Rv 72 ), OTC
H (THXAIBAMT 7o RE) XIN—TRFTTI AN (B b Va—r X U=
E) COPFHBEEICLY, Ba h=UEEHO Y A7 BNEEDAREEN S D [BER OMEH FEo
JEE (5.7) /4], FINTEPLA X, MAOI IR 14 HUNIZEZ TH 5, r b= 28N H

13



B DA A AR L T2 EEICITEEIC FINTEPLA 2 %545 2 L,

8 WHLUBEBELRHATOMEAR

8.1 IIiF

AL YRR TE B GRS AT A

IEHRAIZ FINTEPLA 72 EDOHLCTA A (AED) (ZHREE L7 & tEIC DWW T, iHROIRIR 2 €& =4
V> 7 DIIRGEE RS AT L3 ® 5, iERHIZ FINTEPLA %R L T 5 ofhiX, laseHE
Bl 1-888-233-2334 X7 = 71 | http://www.aedpregnancyregistry.org (27 27 & A L, JLKHTTA
/U3 (North American Antiepileptic Drug ; NAAED) #FHRE GRS AT MIBERT 5 L 5 #ELET 5,
U A7 T D8

I~ FINTEPLA fEHICBAS 27 — 1372\, 72 TN TG IV IET I AT = TV T I
ERWTEFRROT — X IR+ THh Y, ERREREE, WE, TOMORESLHIETOR
EHLR & WV o TEAFIRE Y R 7 BRIl 5 2 &1L TE eV, FINTEPLA (X E&AKGE & OMAE
| ST RN o D [BER OEH EOMEE (5.3) /47, iR O8I REEINIC DT
EFE=X VU TTHT L, BMFERTIE, BEEH (7Y NEROTHX) KOUEREAS (7 v
K 72707 0BGk, 72T 0T 2 U RO O EEREENEY OERIICE
BRD & 5 REEN) MAE TR E CRUARMEARD D, BAE~HEEEMN BRAE, WEEEOHAE
TN ERE) 2&IELE (=% =),

AT IE DT RERNT 1T D e REFE R OHRREOHEE 2 ) A7 AP TH D, 2TD
IR CHREREE ., KB, TOMOAFERROYE R A7 BIFET 5, KEO—MEFH T, EK
ANZERD B D IER COERERET K A RREOHEETT 5V A 71T N E 2~4% KD 15
~20% T 5,

T—X

T 57—

WERHDOMIRT » h~D7 =707 I (0, 5, 10 XU 40 mg/kg/H) #% O #5-TlX, #5R
TOREART, fHAFEMHICREET 5 R IEAREORD K OB IRTE (UL, NIk OB DA
ERBINNED BT, T v FOR-JRIBIE AT 2 A EEMICET 5 HEEEE (10 mg/kg/H)
T, 72 IV T IR VT 27T v (EEREY) O EIn T IRE & (AUC)
X, & Mg RHAEEAE (MRHD) Th 2 26 mg/H COMBEFIRFER & I L CENEI 2 54
VN5fFETHoT,

EHHOIEIRT X ~DT7 2707 I (0, 5. 10 KOV 15 mgkg/H) #RA&ETIE, 3
TORETHE - R CEREML, R TORFEARTHETE GRLXOERK) OBENRE
Do, BHEEEEZ R L, UHXOM - JRIRBE~OGEEANCET 5 EEME R IRE S
Notz, T XEHWZRBR TOREHE Smgkg/H) T, 7=V AT IVER/ VT =7
VT 2 OREEMY MLE RS EIX MRHD TO b O MmEdgER L Do iz,

IR R ORI OMEZ ~ M7 =707 22 (0, 5. 10 LTV 40 mg/kg/ H) Z R D&% 5 L=k
B BT O B CHEA KR OHAAFAE T S ICHIN L, X C o & CHELATIIRN %2 8@
U CRlE R OSSR DI FEDRIENFRD STz, BEMOKRERINEIL, T3 CoMHE TR
R L, REHEEOCFRICHEOHECRAMM RIS Lz, 7y boHART KO
A DT T D EEE RIS E SR o2, Ty FEAWERBR TOREHE (5 mgky
H) T, 7=V 7N T IVKO VT 2707 O IEHIREE &L, MRHD TOE k

14



PR RO TN ENR 05 RO 3FETH-T,

8.2 I1RELIF

U 27T DS

t NSO T =TT I KO OBATIE, AN A~DRE L OHHELE~D
WEICET 57 — 370,

REBLAY FINTEPLA ZEEIRAUICME L35 2 & F72 FINTEPLA XIIREBOREEERBIC L 26E
RN IR STRER S D Z LIz, BHAIZE D RELMEE~OXRT ¢ v N &K
MTHZE,

8.3 MEHEEMDAETERE

AT

YRR TIX, BEWEESRO SN IERNICEE A HE T 2 77 I R N0EE L
FEER. MEHECATEA~OGERRN RSN [FEFHEEAG (13.1) 2],

84 INE~ADEA

DS KN LGS 121 9 TAMAFIEDIERIZXT S FINTEPLA OZ2MR OHIMEIZ DWW T, 2
L EOBFE TN SN TV D,

2L EDOBE ZXG LT 5 DS ITFE D TADAFIEDIREIZ )T 5 FINTEPLA OfEH1X, 2~18
WMOBRE 202 Hlaxtgs Lz 2 DOEELILEHER Y 7 B RAEEBR TEMT LN TV D,
LGS ({ZFE 9 TANAFIEDIRRIZxTT D FINTEPLA Off H %, 18 MR DB 187 B2 & Te 2~
35K DERE 263 Bl x5 & LT IEAER L “HER Y 7 B AR HEEEBR CEM T b T D [FE
& EoME (). FITEH (6.1) & OGEK#E (14) 2/,

FINTEPLA [ X ARIGE & QYR B % 5] & 2 3 Al itk $ %, FINTEPLA % #& 5 L7-/hEEE
DR "+ BET DR B 5,

2 AT D R T ORENE L O W IEILHEL S TR0,

YW 5T — X

FinZ v M7 =707 22 (0, 3.5, 9 KU 20mg/kg/H) ZHAER 7 HEAD 10 BEEFEO &
HLUTefER, BRToOT X TOHETHREDORD L ORI TEIFRIZE L (B FET ORI K OV
H - RLEETE) AR L,

BG5S R TN PR BN ERGE LT, BORE SIIHTHELAOEHETHA L, MO KX
SIEEHAETED Lz, 20D OFHMBHE B IZ W TIE, HR L5 BIERNTED Sz,
AR DI A TR B3 2 M m M 2 13 S 72 Do o 7o, kR C O R & (3.5 mg/kg/ H) TI,
t Mg RH#ELEH & (MRHD 26 mg/H) ToOMEF 72 70T IV gEFEa LY 077, i
MRHD TO#I 25D /7 =77 2 ((RE) BEE (AUC) 23530 b,

85 BEHE~NDEM

DS X% LGS Oi5# % B ) & L7z FINTEPLA OEKRER TIL, 65 il LOBFITE T, FHiE
B L U CRISOZRZ MR T 25Hli 21T > TUhau,

—IZ, FEEEREICRT 2 HEORIUIEEIIT) 2 ENMETH Y, PGS, BEE &R OV
REDIK T, F 7 APHE UM O PRIEDBEREE N BN T & 2 S U, @5 1338 G460 oK H &2

15



HRIRT D Z &,

8.6 EHLREE

Ohg

HEFLRERIRIEIE & (eGFR) 7% 15~29 mL/%)/1.73 m? O B4 Tld, FINTEPLA @ 1 H g K% 581
20mg ZB X 722 L, eGFR 28 15~29 mL/43/1.73 m2 2> D AF U~ h— L& L T\ 5 B
TlX., FINTEPLA @ 1 HiEKREG &L 1Tmg #2722 & [k - HE 2.2) Kk OUEKEHE
(12.3) 2/4], eGFR 2% 15 mL/4y/1.73 m? i O B (%95 FINTEPLA i F O BR IX1 T T
R,

8.7 THeefE=
RS RERE B ~ D GITHER S e\ [BFEERE (12.3) B,

9 EWYEARWMKE
9.1 REME
FINTEPLA (X, A7 P a—LVIVORKIWETHDH 7 = 7 NVT7 I U EET,

10 BEERE

FINTEPLA OSKHAER T 0 7 Z A CTIHEERGITRO 5T, LA L2225, FINTEPLA
DEPRD THDH 7 27T I OiREHRGIE, BRRBR e 77 A THRETIHELD D
EHETHE SN TWD, BSEMRER AL, mERGZOFERE LT, BiEE, HIk. W
L HRHE AR, M DR E DR E R, BERRTUE R ERE % D RO, R
FE XTI AR A, FER ERHE SN TS, BUEMZRMERGDIZ LA LT, BIE, BFiE,
OIS IS STV b,

FINTEPLA i &4 b FOS IR /IR 72 R E O s Al e, &R G- O%A12IE, ek
B-OEBOT- D OFEMERN 72 ERAIT AT H 2 &, WY XOEMER., BRRKRG K OWK A MERT
ETHY, LFEOET=XY VT ROUSA XAV A RIENHESE XD, FINTEPLA O &% 5
BHICET 2 RFERICOVTUL, REFEWEHE X —IClVWEbED Z &,

11 AL - IR

FINTEPLA WARIZZ = 707 v 22mg/mL 5 H L, 7= 707 I VHEREE 2.5 mg/mL
IZHET 5,

HAOY DT =2 TN T I VEBIEOLELA T, N2 F bea AFV3- (b T A 2FN) 7
=R FNT IV CTh D,

i

ZT

Me

FaC M€ el
Ve

7 7NT I UEBEITAA~IKAAORBEOEEKTH D, 7277 I D pKald 10.2
Th D,
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FINTEPLA |32 @B OWA T, pHS5 TH D,

FINTEPLA I%., F =V —BDOFE, 7 g, =F LRI b RoFroFilln—RA A
FNNRTGRy | P2 T L, A7 7 —AROKERMNAE LTER LTV 5,
FINTEPLA %, 7 VT U EHE UhE, REKONTAE) BT oM EEA68LTELT,
AR OEHEEIL0I%U T THY . Zhid, F= U —HROFLROAICHEKL TWVD,

12 BRREFEIE

121 {ERAKRF

R ~JEERER N ) o 7 A« AN —JEGERECSE O TADPAFIEDIBRIZB N T 7 = 7T
U ORI R A RBLT D IEMIRERBFIIATTH S,

T INTIVEFORIMTHL IV T 2 TNT I L, kr =0 SHTR /K7 9=
A MNEMETRT, 72TV ITIVRRINT 27T I 08D 5-HT2B S8 K7 2 =2 |
EHEZAT 5 e b= R, Do I R OB R T 5 1 AE & o BE M358 0 B
Do

122 EHZF
Wi

FINTEPLA Z i KHESEH & O 4 (GO HE TRNERICE G L2k, QT MIRZIER L7227,

12.3 FEYEIRE

T2 INTIVKRR VT 27T O EE AL N DS B NEROELA
LGS BFE TR LT, 72 7N 7 IV OEFRETOLTEE R (Conax XNAUC) X, 7=
TNT I 13~51.8mg 1 H 2 [BDOHEHFE (BARHESEHED 1~4 %) THELFIMEZ DTN
kAo, 72T T 1001 BERES5E% 26 mg £TE LT, FINTEPLA % 0.7 mg/kg/H
THEGENT/PEDSBED T = 70T IV OFEFIRIEIZIIT D Coax O K758 (EEMRED)
1% 68.0 ng/mL (41%) . AUCo.24n 1% 1390 ng*h/mL (44%) To 7=,

W

7= 70T I OEFRBIZET S Eom TR ERRERHE (T 1£3~5KETHD, 7=
YIIIT DMK AT RA T E VT 413K 68~T4% TH D, 7T NT I VRN v
Tz 70T I OEYEREICHT 5 RFEOEBIRD LR 0T,

paKiiil

@ EE g BRE ~D FINTEPLA OfR OB G THD 7 = 70T I DO RNT OSARER (VZ/F) O %0
EEME (CV%) 13119 Lkg (16.5%) THDH, 7= 77 2 itinvitro Tt MIIEEA & 50%
fae L, o IR & T ERR TH 2,

HEt:

fEFEMER A ~D FINTEPLA O A% 5 THO T = 70T 2 ORI 20 B, 2 U7 5
v A (CL/F) ORATEE (CV%) (X248 LM (29%) ThH iz,

13

T T7NT D T5%LL EiE, FEIZ CYPIA2, CYP2B6 K TUrCYP2D6 (2 kv, HEitwiiz 2 v>
7N T IVIIRE SN D, DT NCEET LMo CYP B3I, CYP2CY, CYP2C19 KX
CYP3A4/5 ThHD, ZDh, /T =77 0307 2 /LR OB & 0 RiEMEAGEY &
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e 5,

HE

Tz INTIVORAOBEED (90%%E B2 5) Kifmix, 72 70T, INT T
T IR OEOMORFH & L TRFICHRE S, 720 TV T7 I RO VT 270 T 2
Y OEIBIT RO 25% KM TH D, EPTILS%AMTH D,

FEE DM

i (EPE  2~50 %) . HERIE O AFOEEIL, 7= 70T I U OIEYENBIZERRAIZE RO
HOEEE RISl

B RE 2

FEEBHERELZAT O E (MDRD &2 X % eGFR 30 mL/43/1.73 m? Kiifi) Z 551
FINTEPLA 0.4 mg/kg % MR 5 U 7= IRf O S BhHE 2 fd HE g Bk BREE & i 9~ 2 B H o R
B Cld, B OB EL AT AWERED 7 = 715 2 D Cnax & AUCo.ne DIEIZZFILEN
20% K% K 88% <. S NVT =TT I D Crax & AUCone DIEILZENVE I 13% KL DY 21%57>
ST [FHLEEEN TOMR (8.6) /7], eGFR A 15 mL/43/1.73 m2 Ajifi (MDRD RiZ X %)
D ATk 5 FINTEPLA i ORBRIZITo TV, 720 LTIV RN/ VT 2TV
L UBENTRRENITI A TH B,

HEW kR B AR

i Sz

AF Yy b=, 7P ARV o BEEEFI O B[R 5 D E .

fEEWEBR#E1Z FINTEPLA 0.7 mg/kg Hi[A% G & A F U0 b—/b, 7 a P LR O L7 o il
G & BiEIPFHE G L7c %A . FINTEPLA HUMEE G L I LT, 7= 707 I D AUConr
69%. Crmax 23 18%IENL, /7 =2 70T 2D AUCo70m D 41%, Conax 25 42%0870 L7,
PNV T a R OIEGHEED, EEREIZBTEIAF VR R — VR a X LDEHE .
T2 INT I OEYEET —Z 2 B 1 KORBR 2 TEHEBIE T = T VT I R G252
THROBENOIE L, BEMEYEREETY) /&I 2 —YarE2H0T, L7 afig
BFA R OFEGEREE T, ZF U = KON 0 RN PF LN T = 7T I OFEYEReIC RIES
WRLZFM L, AT aBotAERIC)»»D LT, AF U Fh—= K7 e LADT =
VI NVT R DOIYENREIC IF TR X FINTEPLA 23 & 5IRREIC & 5 85 A D J7 5 FINTEPLA O
MEFERF LD S REV, EHFIRRBIZI VW TIE. FINTEPLA 0.1 mg/kg 1 A 2 [H] (0.2 mg/kg/H) .
BR1Tmg/HEAF U b=V K7 a " LEHBESGT 2 L ST oo A BECH»
22 59, FINTEPLA 0.2 mg/kg/H ., fix K 26 mg/ H OEMBP ERE L LT, 720 7T I
AUC024n 23 166%EM L., V7 =227 /0F 22 AUCooa D 38%IBA T 52 ENFPHEINSE [ A
e JE 2, 2.2) ROFEWHATEN (7.1) ZH,
EFIRREICBI D T EVA— VDR .

T e VA — DR AERE-FC, FINTEPLA 0.35 mg/kg % Hilalff #5- L 7= 4. FINTEPLA B
MG L LT, 72707 22O AUCone 25 59%. Cmax 23 10%EML, / VT =TT
2D AUCoNe 78 22%. Crnax 23 33%1800 L7z, Z O BEAERIZBRRIICEE TH L LITHES L
AN

5175 CYP1A2 X CYP2D6 FHEESK DAL

fEEE R | FINTEPLA 0.4 mg/kg Bi[EI# G- & 7 LR 4 2 0 (587172 CYP1A2 PHEIR) D& W,
Wi (1 B 15 50mg) TOPFHEE%1T > 7%, FINTEPLA BMF G- L LT, 7= 7L
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7 2D AUCoanr 23 102%, Cimax 25 22%HEIIL, /v 7 = 70T I D AUCoanr 25 22%.  Conax
DS 44%D LT [ ATER (7.1) S/,

fEHEHEER ¥ |C FINTEPLA 0.4 mg/kg MR G- & fm ¥t F > (3178 CYP2D6 FRGESR) D EHik
e (1 H1[\30mg) CTOUFHEEG %217 5784, FINTEPLA B G Ll L C, 7= 717
2@ AUCoanr 2 81%. Cmax 23 13%8M L. /7 =22 7)0F 2D AUConr 2 13%. Crax 23
29% LT [ AER (7.1) M,

587172 CYP1A2, CYP2B6 X CYP3A #FE3E D%k

TEEEAZER# 1 Z FINTEPLA 0.4 mg/kg Hi[al# 5. L U 7 7 > 2 (CYP1A2, CYP2B6 } 1) CYP3A %
BAE) oEFIRAE (1 B 11600 mg) TOUF ML 21T > 7%, FINTEPLA HUf 5 & bofs L
T, 72707 2D AUCoNE DS 58%., Crmax 23 40%38A L, V7 = 70T X D AUConr
D3 50%I80 . Coax 23 13%IEIN LT [EMIHL(EH (7.1) S/,
FINTEPLA Ol D HA|~DFE .

FINTEPLA 0.7 mg/kg Hial#% G- & ZF U X b=/ 7 a3 A KOSV 7 1 RS Al O Hal(f
BhHIE, AF VR b=, ZaA"F ARV mBELEAIOFME S &g LT, AF U~
¥ M=V OIENBIC B RIFE T, 7 a AR OINA FAREI TH D V7 a3 LA
DOEYENREIZ S, VT B EOIEMBNREIC b EE RIT SR oTo, BT evd— VB h
Bl Hele LC. B o B VA — L E 5B D FINTEPLA 0.35 mg/kg HEIGFH& G513, o)
A=V OB B IFE O bl o T,

In vitro 75k

7= 7)V7 U0, in vitro TEIZ CYP1A2, CYP2B6, KX CYP2D6 (2 & 0 fi#f&hsd, T
MZEG-F Ao CYP BEZ L. CYP2CY9, CYP2C19, KON CYP3A4/5 TH 5,

CYP EICKTH T2 INT IV RPN T 2 INT I DEE: 72 TV T IV RO
NT 2 TNT UL, BIRAICEZE L 2 HRE T, CYP1A2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6 K TX CYP3A4 DL EMR U IFHFEIE L 1372 5700,

Tz INTIVKRINT 2 TN T I NIHTHRTAR—FZ—OE . 72TV T 2
VRO VT =TT 2 0%, P-g. BCRP, OAT1, OAT3, OCT2, MATEI (X MATE2-K k
VAR—H —DIE TR,

kT v AR—H =2k 5H FINTEPLA OfEf : 72 TNV TI VRN VT 2 70T 2 03,
P-gp. BCRP, OATIBI. OATPIB3. OATl, OAT3. OCT2, MATEl & (! MATE2-K hJ > A AR—
A —DEITIT R0,

13 JEERERE1E

13.1 EHLAM. ZERERUVZHRE~NDOFE

R0 A

TgrasH2 ~ U A2 7 =707 I (0, 5, 15, 40 K OF 60 mgkg/H) % 26 M, E7-MEHEZ ~
MZZ7xzr 70730 (00 1, 2.5 KO8 mgkg/H) % Zi 4 89 HM KON 97 W& N # 5 L7
FER. W OERE T b IEAIFRMEERE O RITRD b o7, 7w FTiE, B TORK
BHBETO 72 AT IR N I NT =TT 2 (FEAHY) omiEhigEERE (AUC)
I, b MRKHELREHE (MRHD) T®H 5 26 mg/H TOt ol ffEigGERE & ik L T
S5EMONETHoT,

2SR
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T 70T 21, in vitro FIEEZEARAEE (Ames) B VT » B TO in vivo /IMEEER K (X2
Ay MR CRMETH T,

ZRERE~ D

MEREZ > MCAECRTOWIR 2 b BB Iz 7 =717 2> (0, 3.5, 8 XU 20mg/kg/H) %
ARG L MET v MR 7 B B £ TR 2k L 7ok R R CoRE & TZBREDIK T,
R TR OB R UG EAR B 22 fa b 358 Hiv, THER S AR TRIEEMOZL, 3%
KR OER O RO EFEBBD iz, 2o O & TREW =M & OERD - 72,
7 v N OZIREER OVEFRREIC K D MM E (T v MR OWET » FTENZEIL 8 LT 3.5 mg/kg/
H) IZ. MRHD TOt ki ¢%@%(Mﬁ)@%ﬂ%ﬂﬁ3P&Uﬁ06ﬁ@7x/7»7
TUOMETIRERE, FLENENRSEROKN GO/ VT =070 T X v OREE & L BE
BT,

14 EGPRERER

141 FSNEEREE

2L EOBE ZXG L35 DS ITFE D TADAFRIEDIRHEIZ X 5 FINTEPLA OFZIMEIL, 2~
18D BEZRG L LT 2 DOBIEZL _EHER Y 7 B AR HREBR C L Sh T g

AR 1 (N=117) T, AF VX2 b= ZEHE I TWRWEE 2 X512, FINTEPLA 0.7 mg/kg/
H & TN0.2 mg/kg/ B 5% 77 R & g L7z (NCT02682927 J N NCT02826863) , il 2 (N=85)
TiE, AF VR F— VRO B R_AF A E ANV T aBOWNT I XTZ Ol 5 Z#% 5 X Tnhb
B ZXIBIZ, FINTEPLA 0.4 mg/kg/H #5477 A &g L7- (NCT02926898), MiakEkicis
W, BFIL DS OKRZKZZ T Tk b, D7 &b AEDI B XITKEMRRIE UL o'
L S OFRIEIRE Iy fr— L RR Th o7,

W e b 6 WHOX—2Z7 4 VHIRRSH Y, TOM, L& L7z AED #iEZ% T TV A RIS K
K 6 [EOFABRIEAE Z T BEE R E Ui, EEBMEICIE, mEE, BRI, éﬁﬁ@ﬁﬁﬁ
PR, BRIEPE —sfRrE . TRMESEPETRE R, e v — MR R OB ER AT RE AR B U 3 ER O
ﬂéﬁﬁ%ﬁ%ﬁ%kbﬁo“*274/@%% ICHEEABIM LC, 20EM GREBR 1) XT38 W
(GRBR 2) OB K Y, £ D% FINTEPLA O &4 —E L LT 12 BE ORI/ & Lz,
FRER 1 TIX, 98%DEFEMN 1~4 FfED AED Z0FH L T e, bAaE (BE D 25%LL ) 120f
A&7~ AED 1. S afig (61%). 7 a3 A (59%) KRR T~—1 (25%) Tho7-,
FRER 2 TIX, 100% D BE D 2~4 FEFED AED #0ff LT, fx bAEE (BE O 25%LL E) 120f
&7 AED 1, AF U2 h—b (100%), 7 BN LA (94%) KOS L7 el (89%) Th
277,

MRRERIZ 31T 2 A MEO FEEEGE B 1, 1408 GRUBR 1) U3 15 BM GUBR 2) Wi ik &
w%ﬁ%%(#ﬁb%&%ﬁ%k@nmE%t@@&@%ﬁﬁ&@«~X74/mg®zmi&
U7c,  F 7RI D e & M o o o fil & 5 L 72,

R 1 R ONAER 2 1T\ T, 28 H b7z © OAEFRIESEE O L, FINTEPLA O ERETT 7
TR &g U TR IS A BICRE v o7 (£ 5), FINTEPLA #5-BA46%% 3~4 HHLINIZE
HRVEOWD VR B, Z OB 14 U 1S BB o 58I h ViR —ETh 7=,
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x5: FONEERBEZICETH2REARPOELERFHEENLILE FHER1 RV

ER 2)

ROBFEIEE (28 AT 0) 7IER ) kg 07makgd 04 make
e 1 N=39 N=38 N=40 NA
NR—=2 T A IO IE 29.4 18.1 18.7 NA
7T AR EOMEXE (%) * -31.7% -70.0%

TR e L p E 0.043 <0.001

RER 2 N=42 NA NA N=43
R—2 T A B E 11.5 NA NA 15.0
7T AR EOMEIE (%) * -59.5%
TR E R LT p <0.001

* FEEMNTET VLY

0.4 mg/kg/ HDBEHRAF VR b—L &2 LTIV, FINTEPLA OBRFE RSN L TV iz,

bR 1 L OGRER 2 1280 2 B G-I OB EHEE 28 AHT20) OR—AT A4 b DOFRIE
D A7 ) —RlOBEEEEZK 1 KO

2I2ENEIRT,

X1 : FIANEERBFEREICE TS FINTEPLA RUT S ROBERGOATI Y —
AMDBEDEE (GHEX 1)

70%

60%

50%

40%

30%

Proportion of Patients (%)

20%

10%

]

0%

<0
Percentage Reduction from Baseline in Convulsive Seizure Frequency

EPlacebo (N=39)
EFINTEPLA 0.2 mg/kg/day (N=38)
BFINTEPLA 0.7 mg/kg/day (N=40)

.l

=0 to <25 =25 to <50 250 to <75

275 to 100
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2: FIANEEBEREICH TS FINTEPLA RUT S ROBERGOATI Y —
AMDBEDEE (FHER2)

Placebo (N=42)

m FINTEPLA 0.4 mg/kg/day (N=43)

§§|J

<0 >0 to <25 >25 to <50 >50 to <75 >75 to 100
Percentage Reduction from Baseline in Convulsive Seizure Frequency

rtion of Patients (%)
w =
(=] (=]
= =

Pro
)
(=]
=

,_.
=]
*

.
.
.
§
.

0%

AR 1T, BEHIEF 14 8 E CRERAE DML 372 Do 7o fEF]IX, FINTEPLA 0.7 mg/kg/ H #£ T
1% 40 B 3 4 (8%). FINTEPLA 0.2 mg/kg/ H#ECTlE 38 %l 3 51 (8%). Z ikt L7 7 &AREE
T OB TH 7o, R 2 T, 5B F 15 B H TIREBIEOMWE 372220 > 7 SEH]IL, FINTEPLA
0.4 mg/kg/ BRED 43 FlF 1 5] (2%), ZAUCH L7 7B RETIZ OB TH -T2,

FRER 1 K ONABR 2 I2B\W\ T, FINTEPLA 377 &R & Heifle U CROEIEVERM O RIFE S FE st 2
BIEE sz (K3),
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3: FONEEBERICS T HEEREMORRRERO T RIE GRER 1 RUHER 2)

Study 1

p<0.001

Days

Placebo  BMFINTEPLA 0.2 mg/kg/day M FINTEPLA 0.7 mg/kg/day

Study 2

p=0.01

0 5 10 15 20
Days

Placebo WFINTEPLA 0.4 mg/kg/day

142 L/ Y9 R-HR—EEE

2L EDBREFE B G L 3D LGS ITPE 9 TAMNARIEDIRIRIC KT % FINTEPLA O %0, 2
~35 EDBE 263 BlaxtRE L BIEAL —EHEMR Y 7 B AR TSN TV D Bk
3 ; NCT03355209),

4B 3 TlX. FINTEPLAO.7 mg/kg/ H 20 0.2 mg/kg/ H% 5% 7 Z R Ll Uiz, BEIX LGS O
ZWi A =T TR Y REMRAN UL, N o BIRIEIC L AIREOAGEICO DT, il
AED 1 ATz bu—A AR TH-7, WBRICIT 4 BEION—2 74 VHEIHBZH D, £ O,
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L LTz AED #EEZZ T TV A MICHKIK 8 ORI EE L Z T BE 255 L Lz, REFEE
FHRENZ D723 % 2 L RO LD BRE MARIIE, RS CRE R, MEFRE,
W 13 E, MEMRFEIETH D, XN—A T A HIERICEEREI LT, 2 M O#EE I & O,
Z D% FINTEPLA Ol &% —E & LT 12 HEAOHER M & L=,

FRER 3 TIX, 99%DEFEMN 1~4 FfHDO AED Z0FH L T, febE (BE O 25%LL F) 120f
S AED (%, 7 a3 A (45%), 7 MU X2 (34%) KOV 7afig (56%) Thoi,
RER 3 ISR T DA RNED FEFAME X, 14 8 E oM I & OWER IR (F7eb b i 5-H1H)
TO 28 A=Y OEEPEIEHEEDN—RA T A L inbOE{LROFP AR L Uiz, {EBRE(TER
FEAM U 72 BRIR AR EE (CGLD 12k 2068 (BRESGE, PEESGE, FWE) »"Robh
BE OEIE 2 RIYGHn I B (Z8E LTz,

RER 3 ICBWTC, 28 Hb 7o W OERBIRIEHE D_—RZ2 T 4 Vb OZEEE () OFREix,
FINTEPLA @ 0.7 mg/kg/ H#&GHETT 78R Ll L THREICKE 2 o7 (F6), FINTEPLA ¢
5B 2 R LNICEREIFEORUD 23580 i, T OZhEIE 14 B o5 HFEIC 72 0 B
—ETH-T=,

28 HdH 7o OEEFIEHEEDONR—A T A DO FERO TR, KH= (02 mgkg/H) @
FINTEPLA B GRETIX T 7 A &l U CTHEHFNA B ZDBO bz o1z (£ 6),

=6 L/ 99 R AR MEERBEEORSHMOGERERAENELL RER3)
BRI (8 AAY) 7oex  NINIEPLAT FINTEPLA
HER 3 N=85" N=86 N=83"
NR— 2 F A HE OFAESEE O b L fE 55.0 77.8 80.0
BRI DOR—2 T A 26 DAL D e -8.7% -13.2% -23.7%
7T AR LR LT p i 0.1917* 0.0037

R DR R & 7o TR BB BT, BERIL THER T T BRI L 2o T BE R L Y D
Vo ZAUIKMT — 2 WE T BE 2 IR DR LT TH 2,
#o ORIFERICA R TIE RN

BR 3 IR T 2R GHM T D 28 ATz OEEIRIEBED =T A LN OO T Y
—RIDOBERIG 2 4177,
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4 : L/ 9w R-HRAM—ERBEEEIZHT5 FINTEPLA RU TSRO FEERG
DATI)—RDEEDEE (HE3)

40%
37% 37%
v Placebo (N=85)
33% @ FINTEPLA 0.2 mg/kg/day (N=86)
S 30% 30% m FINTEPLA 0.7 mg/kg/day (N=83)
2 0
(7]
E 24%
2 2%
®
o 20%
G
(]
c
.0
£
2 10% o
o
E EJ_ii
0%

<0 >0 to <25 225 to <50 250 to <75 275 to 100
Percentage Reduction from Baseline in Drop Seizure Frequency

FINTEPLA %5 L7=HBE TlX., 77 BRI ~IRERE(EERM 2S5 L 72 CGI-I THfiE bR & 7
WENRD B,

16 #is. RERUERKL
16.1 {##aHE
FINTEPLA WHIEIX, 7 = 7T 2 22 mgmL 28T 5 BAEHOF = U —BROIERIKTH Y |
FXANRLIVAZ A7 a—V Y —OABDT T AF v 7K ML T RO TR S
5

+ 360mL 7 F/L (NDC 43376-322-36) 1 KAY 71— k>

« 30mL & F/L (NDC 43376-322-30) 1 KAD I1— k>
FARBNCSEREAAEAR ST 272 —%FHIA M AT 5, 351E 3 mL X% 6 mL @ H %
DAPEROBER LY V2T 5,

16.2 RERUEHRLY

FINTEPLA (% 20~25°C (68~77°F) D= THfr L, A& LT 15~30°C (59~86°F) M3FF%A
Id [USP EHEIRSM],

W SUTERE LW Z &, R ML ET Y vV IS T 5,

R NVORPIOBEEND 3 5 A%, IR Mo TFEHE] HOWTULREWHEIZ, RERSRH
TUTBESRET 5,

17 BEMITIFHR
KERMERMF (FDA) ARFOBERTHR (BERLTA F) 220725 L0 BHITHRET
5Tk,
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P 548 4
FINTEPLA % 4L SV TWAHEBFITIE, FEaPRET 2R O0%GH ) v 2T 5 X 558
THZ L [ A (2.6) ROVEZ T IEHR (EFGETT F) 0], K88 D FINTEPLA (X,
BIE 2D 3 ARRiEME, UIAR bro TBESE) ARNE X 2R ROWT B ORISR T 5 &
DBFIIRRET D & [H - (REKR IR (16.1), 16.2 /],
Ol 7 MR £ e O it dh R DA i v 1 S
HEZR OB OB L OMEIROEMEEZE=4 U > 757D, b= a—REICE D LIKRT
=Z VT EERLURTIIT RNV ERBEMOE D 28 [BEROEH o (5.1)
eI
FINTEPLA REMS 7’11 7' I\
FINTEPLA (%, FINTEPLAREMS & FEIIND 70 7T AOMFHAN TOREHRGETH D [1EH
R OMEH LoEE (5.2)) M), LT OEEREMHZBEICHNOEDLZ L

« BEEFTuSTLAIREL, T AL a—REOE=FY VBN EHESTT DL L

B R OME L OMEE (5.1) 2],

FINTEPLA |I8E SN EFMEFHIC L o TORUT I, 7l T AZSMLTHVLHRE I
EERBTORFABR ESND, LiEn-> T, AREOAFTHECETLERICOWVTEEICERE S
LY = 7% A ety o2 & [BEROEH LOER (52) 28],
EAGEOR, R E
FINTEPLA O 5-HIZEAREGES T L, REBDORRKRE 2D 525 2 L2 BEIZMLELZ L
B R OME L OMEE (5.3) 2],
R, $HER, WEAR
FINTEPLA |ZMHR, $85, BIRAZAEUDREMENH D L 2BFICHMLEDL L, HEHR LG
W2 £ 5 B O BEIZ DWW T, FINTEPLA 23 B2 (CHIlr /), B 7). JEBhRE ) OREE)
ERIFSRWEHLEHN CE 5 FE T, BEICEET D L [BEEROEH LOEE (5.4) =
],
H B % ONE AT
MTANAEP ARRESCHBITIHOY A7 2@mO 5 RENRSH 2 & &, BE, ZTON#ES K
OEOFEBEZF B, 9 DROIEIRDOFEBLLEAL, KB O R E 22 b, ITHZSE., B
BATE), AEATAOEEORB L PICERTDHILHMT L, BE. NM#EESROFRIC, HaS
NOITENZEDICEREEREE ZRET D L 08T 2 2 & [BEROEN EOEE (5.5) S/,
LCANARE (AED) Ok
PEIRNE A L ARFRET7IC FINTEPLA O Z I L2 K 5 BEICHSE 5 2 & RBIEHEEOH
N ONT A A BERDIRBE D ATREME 2 88084~ 5 723D, FINTEPLA (Xl F k2 (ZH1k3 2% [ -
& 27), BEROEH EOEE (5.6) 2],
o b= SERE
etz BT AR EO S 5t w = EEREO Y A7 IZOWTRFIZALEDL 2 &, Er b=
FEAGERE DB K OJERIZHOWTREF I O E, FFED OTC HEEUON—TH TV A FRZDY
A BWMRSEDLAREMR S D Z LMD b [BEROEH FoREE (5.7) 2],
1)+ k5
FINTEPLA |difi & ER A5 ZE T REEMER S D Z L2 BB LD & [BER O O
HEE (5.8) M,
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&

ok P e

FINTEPLA |LiflEZ 5| & 2 U, PAZERARNIELFR T 5 R 5 2 L2 BFIZHbLE S

Z & BRHIME T UIIRIE 35RO b N GG, EFREER IEET 5 L 0 B IS

D [BEER O EOREE (5.9) 2],

AL YR Gk

FINTEPLA # 5-HIZBEPITIR LIZGE0MIET 2250 0 Th H5A10IE, EREFH g

X BEICMLE D Z L, FINTEPLA A L T2 etEDTiR L= 5 a0E, ALk TAMAZK
(North American Antiepileptic Drug ; NAAED) #E#REERS AT MIBERT D L OHLETH 2 L, 2

DGR AT D, HIRTF O CTANPAROZEMCET 2 ERENE L CWD [ AL

[HTOEH (8.1) S5,

[R78# : Zogenix fh
5959 Horton Street, Suite 500, Emeryville CA, 94608
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



WV This 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

Fintepla 2.2 mg/mL oral solution

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each mL contains 2.2 mg of fenfluramine (as fenfluramine hydrochloride).

Excipient(s) with known effect

Glucose (maize): 0.627 mg/mL

Sodium ethyl para-hydroxybenzoate (E 215): 0.23 mg/mL
Sodium methyl para-hydroxybenzoate (E 219): 2.3 mg/mL
Sulfur dioxide (E 220): 0.000009 mg/mL

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Oral solution.

Clear, colourless, slightly viscous liquid, with a pH of 5.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Fintepla is indicated for the treatment of seizures associated with Dravet syndrome as an add-on
therapy to other anti-epileptic medicines for patients 2 years of age and older.

4.2 Posology and method of administration
Fintepla should be initiated and supervised by physicians with experience in the treatment of epilepsy.

Fintepla is prescribed and dispensed according to the Fintepla controlled access programme (see
section 4.4).

Posology

Paediatric (children aged 2 years and older) and adult populations

Table 1: Dosage recommendations

without stiripentol with stiripentol

Starting dose — first week 0.1 mg/kg taken twice daily (0.2 mg/kg/day)




0.2 me/ke twice dail Maintenance dose
Day 7 - second week* ' © f mg /kg/day) y 0.2 mg/kg twice daily
- mekg/day (0.4 mg/kg/day)
Py ;Fulrit(tljglziratlon ” 0.35 mg/kg twice daily Not applicable
pp (0.7 mg/kg/day) PP
26 mg 17 mg
Maximal recommended dose (13 mg twice daily i.e. (8.6 mg twice daily i.e.
6.0 mL twice daily) 4.0 mL twice daily)

* For patients who are tolerating fenfluramine and require a further reduction of seizures. For patients
requiring more rapid titration, the dose may be increased every 4 days.

If the calculated dose is 3.0 mL or less, the green printed 3 mL syringe should be used.

If the calculated dose is more than 3.0 mL, the purple printed 6 mL syringe should be used.

The calculated dose should be rounded to the nearest graduated increment.

Discontinuation of treatment

When discontinuing treatment, the dose should be decreased gradually. As with all anti-epileptic
medicines, abrupt discontinuation should be avoided when possible to minimize the risk of increased

seizure frequency and status epilepticus.

Special populations

Patients with renal impairment
There are no clinical data available in subjects with renal impairment.

Patients with hepatic impairment
There are no clinical data available in subjects with hepatic impairment.
Administration to patients with moderate or severe liver impairment is not recommended.

Elderly
There are no data on the use of Fintepla in elderly patients.

Paediatric population
The safety and efficacy of Fintepla in children below 2 years of age has not yet been established. No

data are available.

Method of administration

Fintepla is to be administered orally.

Fintepla may be taken with or without food.

Fintepla is compatible with commercially available gastric and nasogastric feeding tubes (see section
6.6).

Fintepla contains a very limited amount of digestible carbohydrates and is compatible with a ketogenic
diet.

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

Aortic or mitral valvular heart disease.
Pulmonary arterial hypertension.



Within 14 days of the administration of monoamine oxidase inhibitors due to an increased risk of
serotonin syndrome.

4.4 Special warnings and precautions for use

Aortic or mitral valvular heart disease and pulmonary arterial hypertension

Because of reported cases of valvular heart disease that may have been caused by fenfluramine at
higher doses used to treat adult obesity, cardiac monitoring must be performed using
echocardiography. In the controlled clinical studies of fenfluramine for the treatment of Dravet
syndrome, no valvular heart disease was observed.

Prior to starting treatment, patients must undergo an echocardiogram to establish a baseline prior to
initiating treatment (see section 4.3) and exclude any pre-existing valvular heart disease or pulmonary
hypertension.

Echocardiogram monitoring should be conducted every 6 months for the first 2 years and annually
thereafter. If an echocardiogram indicates pathological valvular changes, a follow-up echocardiogram
should be considered at an earlier timeframe to evaluate whether the abnormality is persistent. If
pathological abnormalities on the echocardiogram are observed, it is recommended to evaluate the
benefit versus risk of continuing fenfluramine treatment with the prescriber, caregiver, and
cardiologist.

If treatment is stopped because of aortic or mitral valvular heart disease, appropriate monitoring and
follow-up should be provided in accordance with local guidelines for the treatment of aortic or mitral
valvular heart disease.

With past use in higher doses to treat adult obesity, fenfluramine was reported to be associated with
pulmonary arterial hypertension. Pulmonary arterial hypertension was not observed in the clinical
programme, but because of the low incidence of this disease, the clinical trial experience with
fenfluramine is inadequate to determine if fenfluramine increases the risk for pulmonary arterial
hypertension in patients with Dravet syndrome.

If echocardiogram findings are suggestive of pulmonary arterial hypertension, a repeat
echocardiogram should be performed as soon as possible and within 3 months to confirm these
findings. If the echocardiogram finding is confirmed suggestive of an increased probability of
pulmonary arterial hypertension defined as “intermediate probability” by the 2015 European Society
of Cardiology (ESC) and the European Respiratory Society (ERS) Guidelines, it should lead to a
benefit-risk evaluation of continuation of Fintepla by the prescriber, carer, and cardiologist. If the
echocardiogram finding, after confirmation, suggests of a high probability of pulmonary arterial
hypertension, as defined by the 2015 ESC and ERS Guidelines, it is recommended fenfluramine
treatment should be stopped.

Decreased appetite and weight loss

Fenfluramine can cause decreased appetite and weight loss (see section 4.8). An additive effect on
decreased appetite can occur when fenfluramine is combined with other anti-epileptic medicines, for
example stiripentol. The decrease in weight appears to be dose related. Most subjects resumed weight
gain over time while continuing treatment. The patient's weight should be monitored. A benefit risk
evaluation should be undertaken prior to commencing treatment with fenfluramine in patients with a
history of anorexia nervosa or bulimia nervosa.

Fintepla controlled access programme




A controlled access programme has been created to 1) prevent off-label use in weight management in
obese patients and 2) confirm that prescribing physicians have been informed of the need for periodic
cardiac monitoring in patients taking Fintepla.

Somnolence

Fenfluramine can cause somnolence.

Other central nervous system depressants, including alcohol, could potentiate the somnolence effect of
fenfluramine (see sections 4.5 and 4.7).

Suicidal behaviour and ideation

Suicidal behaviour and ideation have been reported in patients treated with anti-epileptic medicines in
several indications. A meta-analysis of randomised placebo-controlled trials with anti-epileptic
medicines that did not include fenfluramine has shown a small increased risk of suicidal behaviour and
ideation. The mechanism of this risk is not known, and the available data do not exclude the
possibility of an increased risk for fenfluramine. Patients and caregivers of patients should be advised
to seek medical advice should any signs of suicidal behaviour and ideation emerge.

Serotonin syndrome

As with other serotonergic agents, serotonin syndrome, a potentially life-threatening condition, may
occur with fenfluramine treatment, particularly with concomitant use of other serotonergic agents
(including SSRIs, SNRIs, tricyclic antidepressants, or triptans); with agents that impair metabolism of
serotonin such as MAOIs; or with antipsychotics that may affect the serotonergic neurotransmitter
systems (see sections 4.3 and 4.5).

Serotonin syndrome symptoms may include mental status changes (eg, agitation, hallucinations,
coma), autonomic instability (eg, tachycardia, labile blood pressure, hyperthermia), neuromuscular
aberrations (eg, hyperreflexia, incoordination), and/or gastrointestinal symptoms (eg, nausea,
vomiting, diarrhoea).

If concomitant treatment with fenfluramine and other serotonergic agents that may affect the
serotonergic systems is clinically warranted, careful observation of the patient is advised, particularly
during treatment initiation and dose increases.

Increased seizure frequency

As with other anti-epileptic medicines, a clinically relevant increase in seizure frequency may occur
during treatment with fenfluramine, which may require adjustment in the dose of fenfluramine and/or
concomitant anti-epileptic medicines, or discontinuation of fenfluramine, should the benefit-risk be
negative.

Cyproheptadine

Cyproheptadine is a potent serotonin receptor antagonist and may therefore decrease the efficacy of
fenfluramine. If cyproheptadine is added to treatment with fenfluramine, patients should be monitored
for worsening of seizures. If fenfluramine treatment is initiated in a patient taking cyproheptadine,
fenfluramine’s efficacy may be reduced.

Glaucoma



Fenfluramine can cause mydriasis and can precipitate angle closure glaucoma. Discontinue therapy in
patients with acute decreases in visual acuity. Consider discontinuation if there is ocular pain and
another cause cannot be determined.

Strong CYP1A2 or CYP2B6 inducers

Co-administration with strong CYP1A2 inducers or CYP2B6 inducers may decrease fenfluramine
plasma concentrations (see section 4.5).

An increase in fenfluramine dosage should be considered when co-administered with a strong
CYP1A2 or CYP2B6 inducer; the maximum daily dose should not be exceeded.

Excipients

This medicinal product contains sodium ethyl para-hydroxybenzoate (E 215) and sodium methyl para-
hydroxybenzoate (E 219) which may cause allergic reactions (possibly delayed).

It also contains sulfur dioxide (E 220) which may rarely cause severe hypersensitivity reactions and
bronchospasm.

Patients with rare glucose-galactose malabsorption should not take this medicinal product.

This medicinal product contains less than 1 mmol sodium (23 mg) per the maximum daily dose of
12 mL, that is to say essentially ‘sodium-free’.

This medicinal product contains glucose which may be harmful to the teeth.
4.5 Interaction with other medicinal products and other forms of interaction

Pharmacodyamic interactions

Pharmacodynamic interactions with other central nervous system depressants increase the risk of
aggravated central nervous system depression. Examples of such depressants are other serotonergic
agents (including SSRIs, SNRIs, tricyclic antidepressants, or triptans); agents that impair metabolism
of serotonin such as MAOISs; or antipsychotics that may affect the serotonergic neurotransmitter
systems (see sections 4.3 and 4.4).

Pharmacokinetic interactions

Clinical studies

Effect of steady state stiripentol plus clobazam and/or valproate on fenfluramine

At steady state in the Phase 3 studies, the co-administration of 0.2 mg/kg twice daily (0.4 mg/kg/day),
maximum 17 mg/day, fenfluramine with a standard anti-epileptic medicine regimen of stiripentol plus
clobazam and/or valproate, resulted in a 130% increase in fenfluramine AUCy.»4 and a 60% decrease
in norfenfluramine AUC.24, as compared to 0.35 mg/kg twice daily (0.7 mg/kg/day), maximum

26 mg/day, fenfluramine without stiripentol (see section 4.2).

Effect of steady state cannabidiol on fenfluramine

Co-administration of a single 0.35 mg/kg dose of fenfluramine with repeated doses of cannabidiol
increased the AUC.iwr of fenfluramine by 59% and the Cpax by 10%, and decreased the AUCo.inr of
norfenfluramine by 22% and the Cmax by 33%, as compared to fenfluramine administered alone.
Co-administration of a single 0.35 mg/kg dose of fenfluramine, with repeated doses of cannabidiol,
did not affect the pharmacokinetics of cannabidiol, as compared to cannabidiol alone. No dose
adjustment is necessary when fenfluramine is co-administered with cannabidiol.

In vitro studies



Co-administration with strong CYP1A2 inducers or CYP2B6 inducers may decrease fenfluramine
plasma concentrations.

Effect of fenfluramine on other medicinal products

Co-administration of a single 0.7 mg/kg dose of fenfluramine, with a single dose of a stiripentol,
clobazam, and valproic acid combination, did not affect the pharmacokinetics of stiripentol, nor the
pharmacokinetics of clobazam or its Ndesmethyl-metabolite norclobazam, nor the pharmacokinetics
of valproic acid, as compared to the stiripentol, clobazam, and valproic acid combination alone.

Effect of fenfluramine on CYP2D6 substrates

In vitro studies indicate that fenfluramine may inhibit CYP2D6. It has been reported that steady-state
desipramine concentrations increase approximately 2-fold with concomitant administration of
fenfluramine. Co-administration of fenfluramine with CYP2D6 substrates may increase their plasma
concentrations.

Effect of fenfluramine on CYP2B6 and CYP3A4 substrates

In vitro studies indicate that fenfluramine may induce CYP2B6 and may induce intestinal CYP3A4.
Co-administration of fenfluramine with CYP2B6 substrates or CYP3A4 substrates may decrease their
plasma concentrations.

Effect of fenfluramine on MATE 1 substrates

In vitro studies indicate that norfenfluramine (major and pharmacologically active metabolite) may
inhibit MATEI] at clinically relevant concentrations. Co-administration of fenfluramine with MATEI
substrates may increase their plasma concentrations.

4.6 Fertility, pregnancy, and lactation

Pregnancy

There are limited data (less than 300 pregnancy outcomes) from the use of fenfluramine in pregnant
women.

Animal studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity
in the absence of paternal or maternal toxicity (see section 5.3).

As a precautionary measure, it is preferable to avoid the use of Fintepla during pregnancy.

Breast-feeding

It is unknown whether fenfluramine/metabolites are excreted in human milk.
Available pharmacokinetic data in animals have shown excretion of fenfluramine/metabolites in milk
(see section 5.3).

A risk to the suckling child cannot be excluded.
A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from

Fintepla therapy taking into account the benefit of breast-feeding for the child and the benefit of
therapy for the woman.

Fertility

No effects of fenfluramine on human fertility up to clinical doses of 104 mg/day were noted. However,
animal studies suggest that Fintepla may possibly affect female fertility (see section 5.3).

4.7 Effects on ability to drive and use machines



Fintepla has moderate influence on the ability to drive and use machines because it may cause
somnolence and fatigue. Patients should be advised not to drive or operate machinery until they have
gained sufficient experience to gauge whether it adversely affects their abilities (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The most commonly reported adverse reactions are decreased appetite (44.2%), diarrhoea (30.8%),
pyrexia (25.6%), fatigue (25.6%), upper respiratory tract infection (20.5%), lethargy (17.5%),
somnolence (15.4%), and bronchitis (11.6%).

Tabulated list of adverse reactions

Adverse reactions reported with fenfluramine in placebo-controlled clinical studies are listed in the
table below by System Organ Class and frequency. Frequencies are defined as very common (>1/10)

or common (>1/100 to <1/10).

Table 2: Adverse reactions

MedDRA System Organ
Class

Very common

Common

Infections and infestations

Bronchitis
Upper respiratory tract
infection

Ear infection

Metabolism and nutrition
disorders

Decreased appetite

Psychiatric disorders

Abnormal behaviour
Irritability

Nervous system disorders

Lethargy
Somnolence
Status epilepticus
Tremor

Gastrointestinal disorders

Constipation
Diarrhoea
Vomiting

General disorders and
administration site conditions

Pyrexia
Fatigue

Investigations

Blood glucose decreased
Echocardiogram abnormal
(trace regurgitation)
Weight decreased

Injury, poisoning, and
procedural complications

Fall

Description of selected adverse reactions

Long-term safety

Fenfluramine was used by 330 patients in an open-label trial for up to 3 years. The most commonly
reported adverse reactions were decreased appetite (18.8%), echocardiogram abnormal (trace
regurgitation) (8.2%), weight decreased (6.1%) and abnormal behaviour (5.2%).

Decreased appetite and weight loss

Fenfluramine can cause decreased appetite and weight loss. In the controlled trials of children and
young adults with Dravet syndrome 34.4% of fenfluramine-treated patients had decreased appetite,
compared to 8.3% of patients on placebo and approximately 18.9% of fenfluramine-treated patients




had a decrease in weight >7% from their baseline weight, compared to 2.4% of patients on placebo.
The decreases in appetite and weight appeared to be dose related. Most subjects resumed weight gain
over time while continuing fenfluramine treatment.

Status epilepticus
In the phase 3 clinical trials the observed frequency of status epilepticus was 2.4% in the placebo
group and 6.6% in the fenfluramine group. There were no discontinuations due to status epilepticus.

Echocardiographic safety assessments of valvular regurgitation
The possible occurrence of valvular heart disease was evaluated in the placebo-controlled and open-
label extension studies for up to 3 years duration.

No patient developed any valvular heart disease in the double-blind studies or during the open-label
extension study with treatment up to 3 years duration. Trace mitral valve regurgitation was reported
17.9% of subjects in the 0.2 mg/kg/day group (n=7/39), 22.5% in the 0.7 mg/kg/day group (n= 9/40),
20.9% in the 0.4 mg/kg/day group (n=9/43) and in 9.5% in the placebo group (n= 8/84). Mild mitral
regurgitation was reported in 2.3% of the 0.4 mg/kg/day group (n=1/43). Trace aortic regurgitation
was reported in 7.9% of the subjects in the 0.7 mg/kg/day group (n= 3/40). However, trace and mild
mitral regurgitation, and trace aortic regurgitation are all non-pathologic findings as defined by the
2015 ESC and ERS Guidelines. All of the incidences reported were transient.

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

Only limited data have been reported concerning clinical effects and management of overdose of
fenfluramine. Agitation, drowsiness, confusion, flushing, tremor (or shivering), fever, sweating,
abdominal pain, hyperventilation, and dilated non-reactive pupils were reported at much higher doses
of fenfluramine than those included in the clinical trial program.

Reportedly, the treatment of fenfluramine intoxication should include gastric lavage. Vital functions

should be monitored closely, and supportive treatment administered in case of convulsions,
arrhythmias, or respiratory difficulties.

5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antiepileptics, other antiepileptics; ATC code: NO3AX26

Mechanism of action

Fenfluramine is a serotonin releasing agent, and thereby stimulates multiple 5-HT receptor sub-types
through the release of serotonin. Fenfluramine may reduce seizures by acting as an agonist at specific
serotonin receptors in the brain, including the 5-HT1D, 5-HT2A, and 5-HT2C receptors, and also by
acting on the sigma-1 receptor. The precise mode of action of fenfluramine in Dravet syndrome is not
known.

Clinical efficacy




Children and young adults
The effectiveness of fenfluramine in children and young adults with Dravet syndrome was evaluated
in two randomised, multicentre, placebo-controlled studies.

Study 1 (N=119) was a 3-arm, multicentre, randomised, double-blind, parallel group,
placebo-controlled study consisting of a 6-week baseline period followed by a 2-week titration period
and a 12-week maintenance period for a total of 14 weeks treatment. Eligible patients were

randomised 1:1:1 to one of two doses of fenfluramine (0.7 mg/kg/day or 0.2 mg/kg/day, maximum

26 mg/day) or placebo. The mean (standard deviation) age of patients enrolled in Study 1 was

9.0 (4.7) years, with a range of 2 to 18 years. The majority of patients were >6 years of age (73.9%)
and the minority <6 years (26.1%), male (53.8%), and white (82.4%). All enrolled patients were
inadequately controlled on at least one anti-epileptic medicine, with or without vagal nerve stimulation
and/or ketogenic diet. Patients were taking between one and five anti-epileptic medicines at study
entry. The most frequently used concomitant anti-epileptic medicines (>25% overall) were valproate
(59.6%), clobazam (58.8%), and topiramate (25.2%). In Study 1, the median baseline convulsive
seizure frequency per 28 days was 34.0, 17.5, and 21.2 in the placebo, fenfluramine 0.2 mg/kg/day,
and fenfluramine 0.7 mg/kg/day groups, respectively.

Study 2 (previously known as 1504) (N=87) was a 2-arm, multicentre, randomised, double-blind,
parallel group, placebo-controlled study consisting of a 6-week baseline period followed by a 3-week
titration period and a 12-week maintenance period for a total of 15 weeks treatment. Eligible patients
were randomised 1:1 to fenfluramine 0.4 mg/kg/day (maximum 17 mg/day) or placebo added to their
stable standard of care regimen of stiripentol (plus clobazam and/or valproate) and possibly other
anti-epileptic medicines. The mean (standard deviation) age of patients enrolled in Study 2 was

9.1 (4.80) years, with a range of 2 to 19 years. The majority of patients were >6 years of age (72.4%)
and the minority <6 years (27.6%), male (57.5%) and, where reported, white (59.8%). All enrolled
subjects were inadequately controlled on at least one anti-epileptic medicine, which included
stiripentol, with or without vagal nerve stimulation and/or ketogenic diet. The median baseline
convulsive seizure frequency per 28 days was 10.7 and 14.3 in the placebo and fenfluramine

0.4 mg/kg/day groups, respectively.

Table 3: Study 1 and Study 2 (previously known as 1504): results of primary and selected
secondary efficacy endpoints

Study 1 Study 2
Placebo | Fenfluramine | Fenfluramine | Placebo + | Fenfluramine
0.2 mg/kg/day | 0.7 mg/kg/day | stiripentol | 0.4 mg/kg/day
+ stiripentol

Convulsive N 39 39 40 44 43
Seizure Baseline. 34.0 17.5 21.2 10.7 14.3
Frequency Median (min, (3.3, (4.8, 623.5) (4.9, 127.0) (2.7, 162.7) (2.7,213.3)

max) 147.3)
Maintenance | N 39 39 40 44 42
period Atend of 25.7 17.1 4.9 11.4 3.9

maintenance (3.6, (0.0, 194.3) (0, 105.5) (0.7, 169.3) (0.0, 518.0)

period. 204.7)

Median (min,

max)

Reduction in - 36.7% 67.3% - 54.9 %

mean monthly p=0.016 p<0.001 p<0.001

baseline-

adjusted

Convulsive

Seizure

Frequency

compared to
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Study 1

Study 2

Placebo

Fenfluramine
0.2 mg/kg/day

Fenfluramine
0.7 mg/kg/day

Placebo +
stiripentol

Fenfluramine
0.4 mg/kg/day
+ stiripentol

Placebo

% reduction
in convulsive
seizures

Maintenance
period

Number (%) of
patients with
>50%
reduction in
monthly
convulsive
seizures -
change

from baseline
Effect size'
Relative Risk

4
(10.3%)

17 (43.6%)
ES=33.3%
RR: 4.25

29 (72.5%)
ES=62.2%
RR: 7.07

4(9.1%)

23 (54.8%)
ES=45.7
RR: 6.02

Number (%) of
patients with
>75%
reduction in
monthly
convulsive
seizures

- change

from baseline
Effect size'

Relative Risk

2(5.1%)

10 (25.6%)
ES=20.5%
RR: 5.00

21 (52.5%)
ES=47.4%
RR: 10.24

2 (4.5%)

17 (40.5%)
ES=36.0%
RR: 8.90

Number (%) of
patients with
>100%
reduction in
monthly
convulsive
seizures -
change

from baseline
Effect size!

0 (0%)

6 (15.4%)
ES=15.4%

6 (15.0%)
ES=15.0%

0 (0%)

2 (4.8%)
ES=4.8%

(median)

period

Longest seizure-free interval

Titration + maintenance

9.5 days

15.0 days
p=0.035

25.0 days
p<0.001

13.0 days

22.0 days
p=0.004

I Effect size (ES) (Risk difference) calculated as proportion of Active-Placebo; RR: Relative Risk

Adults

The Dravet syndrome population in Study 1 and Study 2 was predominantly paediatric patients, with
only 7 adult patients who were 18-19 years old (3.4%), and therefore limited efficacy and safety data
were obtained in the adult Dravet syndrome population.

Open-label data

Patients who participated in Study 1 and Study 2 could participate in an open-label extension study.
The primary objective of the open-label study was long-term effectiveness and safety of fenfluramine
at doses of 0.2 to 0.7 mg/kg/day, whereby the dose of fenfluramine could be titrated to optimize
treatment. Data are reported for 330 patients who participated in the open-label study and received
fenfluramine for up to 3 years (median treatment period: 631 days; range: 7-1086). A total of 23% of
subjects discontinued study participation during the open-label extension treatment period, including
15% due to lack of efficacy and 1% due to adverse events.
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Paediatric population

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

5.2 Pharmacokinetic properties

Pharmacokinetics

The pharmacokinetics of fenfluramine and norfenfluramine were studied in healthy subjects and in
paediatric patients with Dravet syndrome.

Absorption

For fenfluramine, the Cimax occurs ~3 h following a single oral dose in healthy volunteers and is 28.6
ng/mL following a dose of 0.35 mg/kg and 59.3 ng/mL following a dose of 0.7 mg/kg fenfluramine.
The AUCinris 673 ng x h/mL and 1660 ng x h/mL following 0.35 mg/kg and 0.7 mg/kg, respectively.
For norfenfluramine, the Cnax occurs ~12 h following a single oral dose in healthy volunteers and is
11.7 ng/mL and 16.1 ng/mL following a dose of 0.354 mg/kg or 0.78 mg/kg, respectively. The AUCinr
is 798 ng x h/mL and ~800 ng x h/mL following 0.35 mg/kg and 0.7 mg/kg, respectively. Cmax and
AUC;ys of fenfluramine appear dose proportional over the 0.35 to 0.7 mg/kg dose range in healthy
volunteers. The Cmax and AUC;r of norfenfluramine are less than dose proportional over the 0.35 to
0.7 mg/kg dose range in healthy volunteers. The AUC;,r increase was 0.5-fold for the 0.7 mg/kg dose
compared to the 0.35 mg/kg dose. The Cpax increase was 0.7-fold for the 0.7 mg/kg dose compared to
the 0.35 mg/kg dose.

In paediatric patients following fenfluramine dosing of 0.2 mg/kg/day, administered twice daily,
steady state exposure (AUCy.24) is 371 ng*h/mL for fenfluramine and 222 ng*h/mL for
norfenfluramine. In paediatric patients following fenfluramine dosing of 0.7 mg/kg/day, administered
twice daily with a maximum of 26 mg/day; steady state AUCg.24 is 1400 ng*h/mL for fenfluramine
and 869 ng*h/mL for norfenfluramine following a dose of 0.7 mg/kg/day, administered twice daily.
Crnax.ss Was 68.6 ng/mL for fenfluramine and 37.8 ng/mL for norfenfluramine. When stiripentol is
given concomitantly, the steady state AUCy.24 is 1030 ng*h/mL for fenfluramine and 139 ng*h/mL for
norfenfluramine following a dose of 0.2 mg/kg/day, administered twice daily; the steady state AUCo.24
is 3240 ng*h/mL for fenfluramine and 364 ng*h/mL for norfenfluramine following a dose of

0.35 mg/kg/day, administered twice daily.

The absolute bioavailability of fenfluramine is approximately 75-83%. There was no effect of food on
the pharmacokinetics of fenfluramine or norfenfluramine.

The plasma half-life of fenfluramine and norfenfluramine indicates that approximately 94% of
steady-state would be reached in approximately 4 days for fenfluramine and 5 days for
norfenfluramine (4 half-lives). In healthy subjects, the Cnax accumulation ratio is 3.7-fold for
fenfluramine and 6.4-fold for norfenfluramine and the AUCy.24 accumulation ratio is 2.6-fold for
fenfluramine and 3.7-fold for norfenfluramine.

Distribution
Fenfluramine is 50% bound to human plasma proteins in vitro and binding is independent of
fenfluramine concentrations. The geometric mean (CV%) volume of distribution (V,/F) of

fenfluramine is 11.9 (16.5%) L/kg following oral administration of fenfluramine in healthy subjects.

Biotransformation
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Over 75% of fenfluramine is metabolised to norfenfluramine prior to elimination, primarily by
CYP1A2, CYP2B6, and CYP2D6. Norfenfluramine is then deaminated and oxidized to form inactive
metabolites. The extent to which these inactive metabolites are present in plasma and urine is
unknown. The involvement of enzymes other than CYPs (e.g. UGTSs) in the metabolism of
norfenfluramine is unknown, but literature data indicate that norfenfluramine may be glucuronidated
to a significant extent.

Transporters

Fenfluramine and norfenfluramine were not in vitro substrates of P-glycoprotein, BCRP, OATPI1BI,
OATP1B3, OATP1A2, OATP2B1, OCT1, OATI1, OAT3, OCT2, MATEI and MATE2-K.

Elimination

Most of an orally administered dose of fenfluramine (>90%) is excreted in the urine mainly as
metabolite; less than 5% is found in faeces. The geometric mean (CV%) clearance (CL/F) of
fenfluramine is 6.9 L/h (29%) and the half-life is 20 hours following oral administration of

fenfluramine in healthy subjects. The elimination half-life of norfenfluramine is ~30 h.

Special populations

Genetic polymorphisms
No impact of genotype in CYP1A2, CYP2B6, CYP2C19, CYP2D6, or CYP3A4 on fenfluramine or
norfenfluramine PK was observed.

Renal impairment

Renal elimination is the predominant route of elimination of fenfluramine-related products, with more
than 90% of the administered dose eliminated in the urine as parent or metabolites. There are no
human clinical data on the effect of renal impairment on the PK of fenfluramine and norfenfluramine.

Hepatic impairment

No studies on the effect of hepatic impairment on the PK of fenfluramine in adults or children were
found. With hepatic metabolism of fenfluramine, plasma drug concentrations may be affected in
patients with significant hepatic impairment. Subjects with moderate or severe hepatic impairment
were excluded from the phase 3 clinical trials.

Body weight
Drug clearance and PK exposure of fenfluramine and norfenfluramine are consistent across a broad
range of BMI (12.3 to 35 kg/m?2).

Gender
The pharmacokinetics of fenfluramine and norfenfluramine were consistent between males and
females.

Race

The evaluation was limited by the small sample size of non-white subjects that no conclusion on the
effect of race on the pharmacokinetics can be made. The genetic polymorphs of the enzymes that
metabolize fenfluramine are similar across races, only their frequency differs. Thus, although the mean
exposure may differ slightly depending on race, the range of exposure would be expected to be

similar.

5.3  Preclinical safety data
Non-clinical data reveal no special hazard for humans based on conventional studies of safety

pharmacology, repeated dose toxicity or genotoxicity. Knowledge of potential long-term toxicity
including carcinogenic potential is however still limited.
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In a lactation study, rats were dosed orally with radiolabeled dexfenfluramine at 1.2 mg/kg, and
samples of plasma and milk were collected over 24 hours following the dose. Both dexfenfluramine
and nordexfenfluramine were found in milk at 2 hours after dosing and levels declined over 24 hours.
No dexfenfluramine was found in the milk at 24 hours. Nordexfenfluramine was present in small
amounts at 24 hours. The radioactivity milk:plasma ratio was 9 + 2 at 2 hours and 5 £ 1 at 24 hours.
Based on a bodyweight comparison, the human equivalent dose (0.2 mg/kg dexfenfluramine) is less
than the maximum recommended human dose of Fintepla.

Reproduction and development

Fenfluramine and norfenfluramine crossed the placenta in pregnant rats and rabbits. Plasma exposures
were higher in rat foetuses than in the dams, while plasma exposures in rabbits were comparable
between does and foetuses; however the effects in human foetuses are unknown.

In an embryofoetal development study in rats, decreased foetal body weight and increased incidences
of external and skeletal malformations were observed at the high dose level in association with
maternal toxicity. No foetal abnormalities were noted at exposures at least five-fold the plasma AUC
in humans administered the maximum recommended therapeutic dose of Fintepla.

No fenfluramine-related external, visceral or skeletal malformations or variations were determined in
an embryofoetal development study in rabbits but increased post-implantation losses were evident at
all doses secondarily to fenfluramine maternal toxicity (body weight loss and decreased food
consumption). Additional clinical signs of dilated pupils and increased respiration rate and tremors
were observed. Plasma exposures (AUC) in rabbits were below those in humans at the maximum
recommended therapeutic dose of Fintepla.

In a pre- and post-natal study in rats, maternal toxicity was associated with an increase in stillbirths at
the high dose. No adverse effects on the Fy and F; generations were confirmed at five-fold higher
plasma exposures (AUC) than in humans at the maximum recommended therapeutic dose of Fintepla.
In the first generation of offspring, there were no effects on overall reproductive function.

Fenfluramine did not affect the reproductive performance of male rats. In female rats, a reduction in
the fertility index (defined by the proportion of matings that resulted in pregnancies) was observed at
maternally toxic doses that correlated with less corpora lutea, significantly fewer implantation sites
and a higher percentage of pre- and post-implantation losses. No effects on the fertility index were
noticed at plasma exposures (AUC) approximately equivalent to those in humans at the maximum
recommended therapeutic dose of Fintepla.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium ethyl para-hydroxybenzoate (E 215)
Sodium methyl para-hydroxybenzoate (E 219)
Sucralose (E 955)
Hydroxyethylcellulose (E 1525)
Monosodium phosphate (E 339)
Disodium phosphate (E 339)
Cherry flavouring powder:
Acacia (E 414)
Glucose (maize)
Ethyl benzoate
Natural flavouring preparations
Natural flavouring substances
Flavouring substances
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Maltodextrin (maize)
Sulfur dioxide (E 220)
Potassium citrate (E 332)
Citric acid monohydrate (E 330)
Water for injections
6.2 Incompatibilities
Not applicable.
6.3 Shelf life

4 years.

Shelf life after first opening

This medicinal product should be used within 3 months of first opening the bottle.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions. Do not refrigerate or freeze.
6.5 Nature and contents of container

Fintepla is presented in a white High Density Polyethylene (HDPE) bottle with a child-resistant,
tamper-evident cap packaged in a carton, a Low Density Polyethylene (LDPE) press-in bottle adaptor,
and Polypropylene (PP)/HDPE oral syringes. The oral syringe included in the pack should be used to
administer the prescribed dose.

Presentations:

Bottle containing 60 mL oral solution, a bottle adaptor, two 3 mL oral syringes with 0.1 mL
graduations, and two 6 mL syringes with 0.2 mL graduations.

Bottle containing 120 mL oral solution, a bottle adaptor, two 3 mL oral syringes with 0.1 mL
graduations, and two 6 mL syringes with 0.2 mL graduations.

Bottle containing 250 mL oral solution, a bottle adaptor, two 3 mL oral syringes with 0.1 mL
graduations, and two 6 mL syringes with 0.2 mL graduations.

Bottle containing 360 mL oral solution, a bottle adaptor, two 3 mL oral syringes with 0.1 mL
graduations, and two 6 mL syringes with 0.2 mL graduations.

Not all pack sizes may be marketed.
6.6 Special precautions for disposal and other handling

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

Inserting the bottle adaptor:

When the bottle is first opened the bottle adaptor must be pushed into the bottle.
Wash and dry hands.

Remove the bottle adaptor packaging.

Place the bottle on a flat, firm surface.

Open the bottle.

Hold the bottle firmly.

Align the bottle adaptor with the open top of the bottle.
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Push the bottle adaptor into the bottle using the palm of the hand.

The bottle adaptor should be flush with the top of the bottle.

The bottle adaptor should not be removed after each use.

The bottle cap can be screwed onto the bottle with the bottle adaptor in place.

Cleaning the syringe:

Separate the plunger from the syringe to rinse each part.

Rinse the oral syringe with clean water and allow it to air dry after each use.

Rinse the inside of the syringe and the plunger.

The syringe and plunger can be cleaned in a dishwasher.

Clean water can be pulled into the syringe with the plunger and pushed out several times to clean the
syringe.

The syringe and plunger must be completely dry before the next use.

Feeding tubes

Fintepla oral solution is compatible with most enteral feeding tubes.
To flush the feeding tube, fill the syringe used for dosing with water and flush the tube. Do this 3
times.

7. MARKETING AUTHORISATION HOLDER

Zogenix ROI Limited,
Trinity House,
Charleston Road,
Ranelagh,

Dublin 6,

D06 C8X4

Ireland

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/20/1491/001
EU/1/20/1491/002
EU/1/20/1491/003
EU/1/20/1491/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 18 December 2020

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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E M RRR RO DRIERHICOW T ENEETH L, ZHICE D (EERLORIRT 1 v
NeURTDNRT 2 ZTDOWTHERE LIRS AIRE & 72 D, EIENERE 121X, Appendix V I
L SN TV A RERE AT A2 HWT, BHEHORWRHIVUTHRET 2 Z RO
o

49 BEEHRS

T INT U OBERGORARR L OVERRICEE L TiE, BonizT —% LS
TUNpU, Wk, EER, SEEL. WAL, IEER CUIEREE) . RE RIF. MER. K. KO
EROSHEOEBED, KRR 72 7 7 A THRETOIHEL Y BIXLINICEHED 7 =7
T ITHEINTWD,




WEICEIUE, 72T R U EOIRRIIIERGEEZEDDIRETH D, LIREEEL T
EURBIEL L, . REENR, R IREEAR R LI AT RIE A T 2 L,

5. EREREROARME

5.1 FEIFERIRE
KAV - FUCTADAE, ZOMOFLTANAZE ; ATC 22— K : N03AX26

TEHIE T

TN T Ik n b= UREETHY ko b= Ol AN LT O 5-HT /A
YT HA T EENACT D, T2 7T 2 i, 5-HTID 28K, 5-HT2A &K, 5-HT2C
ZRIRR EMNORKREN o b= Z/IRICT T=A b & LTIEA L, sigma-1 Z&IKIC HAIE
352 L CRIEZRD ST DFREENH D, RINEREEEZSRIZLEE T2 TN T I
DIERERAEAETFIZI A TH 5,

b S F A 2

INE R OEAFESRN

R Z ~YERRED/NE R OBEAERANZ A RIZ LTZT7 = 7T 2 U OFFMEIL. 2 DDL gk it
[RREVE 2L~ 7 & R X BB RN X iz,

AR 1 (N=119) 1%, 6 B DX—2 T A I, 2 38 [ O W HI R & O 12 38 [H O HEFRF Ik 2
T, B 14 M OG- 21T 5 3 BEL sk LR MEAE 2L BB B TRERM] 77 & AR X FEER ©
Holz, WHKEEIX, 7207071 2% (0.7 mgkg H T 0.2 mg/kg/H., AKX 26 mg/
H) X7 7 8ROWT NN 1:1:1 OFIE TEELIZES T Sz, BB 1 ~OBGBEE D
R EERZE) 129.0 (4.7) mTh V| #iFHIL2~18 W Th o7, BEDORFT 6 A
b (73.9%) T 6wl (26.1%) 1D TH Y . FBYED 53.8%. HAD 824% Th o7, &
BB T, REMRAPLIL O/ XL F o BRIEOFEIC) bbb, Dl &b 1 A
OPLCADAETIIa Y b — VL RETh o7z, BEFITRBORGERC I~5FEOIITADA
FRAARA LT, i B SN2 PERHT CANAIR (SR D 25%LL 1) 13, S0 7 o g (59.6%) .
Ja WA (588%) . FET~—F (252%) THoT-, RER 1IZBWT, 28 HH =D DX—
AT A v ORI O RAET, 7T BRRE 72 7T 202 mgkg/ HRER OV =
707 207 mgkg BREETENZEN 340, 17.5xTN212 ThoT,

AR 2 (EHRTORERA @ 1504 3 BR)  (N=87) 1&, 6 HWREIOX—R T 1 U HIftE, 3O
HEHAR R O 12 @R OMEFFIIM 2 5% T, 51 15 Bl oO®R 52179 2 BEZ sk LR EE4L —&E
ERATHERN 77 B Rt Ch o 7o, ERAEFIT, 722707 I 04mgkgH (K
17mg/H) #EXL7 7 BARREZ 1:1 OFIG TEESIZEST T 5, AF IR b= (KD
BN AR XISV T alig) 65 WIEMOPTTANAKOLE LTAEEIREL VA U %
OFH L7e, 38R 2 ~OBEEE O Fh (BEHERA) 1£9.1 (4.80) mTH Y, #FHIT 2~
19 CTHoTo, HEDORLEIZ6LLLE (724%) TomkR (27.6%) 1205 THY . BN
57.5%. FIAD59.8% (HiEINTWDHIGE) Tholo, BBEKERE X, HEMBRB L O
S XN N BREIEOR RO DD LT AF IR b= Ea G/l L TEEOBITA
MDA TIZa L Fr— L RETHoTz, 28 HHT2D DR—R T A o ORI VEHEFE O i yufil
X, 77 EARHEERT 27T I 04mgky BREETENEIL10.7 XDV 143 TH o7z,

73 pBR 1 R ONAER 2 (ZEHRTORERS @ 1504 505R)
7o BIRBOREAREE B O R

D ANED EEEHIIE B R DRI S

T2V INT | Tz INT | FITER+R | T TNT
PAZAEN v v FY R h— V%
0.2 mg/kg/H 0.7 mg/kg/H IV 0.4 mg/kg/H




+RAF YN
r—
FERRIEAEMEEL | N 39 39 40 44 43
P Ve 34.0 17.5 21.2 10.7 14.3
e (/) MiE,
) (3.3,147.3) (4.8, 623.5) (4.9, 127.0) (2.7,162.7) (2.7,213.3)
sl N 39 39 40 44 42
HERFHIR
G i i 25.7 17.1 49 11.4 3.9
e (/)M
Sl (3.6,204.7) (0.0, 194.3) (0,105.5) (0.7, 169.3) (0.0, 518.0)
TIERE B L
o= A R i 36.7% 67.3% i 54.9 %
JET A4 ] 5] A p=0.016 p<0.001 p<0.001
FAEHE OB
KEAEREAE O | A ORAE A
B (%) 3 50%LA E b
L7 EB#E O (%) 4 (10.3%) 17 (43.6%) 29 (72.5%) 4(9.1%) 23 (54.8%)
HEFFHIT — R 2T U
2Yor (4
BIES -4 ES=33.3% ES=62.2% ES=45.7
FHXFY 2 2 RR: 4.25 RR: 7.07 RR: 6.02
i H OFREFRAE
2 15%LL B
L7z BE 0% (%) 2 (5.1%) 10 (25.6%) 21 (52.5%) 2 (4.5%) 17 (40.5%)
—R—=2FA )
bk
PIESSE ES=20.5% ES=47.4% ES=36.0%
FExt Y A2 RR: 5.00 RR: 10.24 RR: 8.90
7 H OB
75 100%78 L7z
BEOH (%) — 0 (0%) 6 (15.4%) 6 (15.0%) 0 (0%) 2 (4.8%)
N—AFA 1D
DAL,
BIES 4 ES=15.4% ES=15.0% ES=4.8%
AR O RIbE (TR fE) 9.5d 15.0 days 25.0 days 13.0 d 22.0 days
484 41 P+ R > cays p=0.035 p<0.001 v days p=0.004

Vg — 7T ROFIG L UCHE L2 & (Effect size: ES) (U 22 7) ; RR (Relative Risk) : Ffkt ) 2 7

SN

R 1 M OSRER 2 O R T ~EGEREM T TINNEEE TH Y  18~195% DO HBE 1L 761 (3.4%)
DHTHoT2Z LD, A R T NEGERER 2RI LTAIER L2 T — 2 13 [R
%nfl/\éo

FEWHRT—%

AR 1 RORER 2 IS LB 1. IFERIERABR~DOS N Z Al & Sz, IEEMRARER
DOFEFANE, 02~0.7 mgkg/ HORMED 7 = 70T I v 2 EMES UT-BOA M MOV
AMOFMTHY . ZHICEY 720 70T IO RN L CRERE RELT 5 2 &R
T&7o, FERRBRIZBNM L, 720707 I U 2iE 3EMBG SN 330 floT — 2 53
WESNTWD (EE5HIMOTIE - 631 B, #iPH : 7~1086 H) . IFERLERE GBI HIZ
TRERB N Ik L7 BRE 1T 23% CTH Y . TOWNFITEEDO KINC L5 H DA 15%, AE
FRIZEDLDON 1% TH o712,

/N

RN EIE ST, BT ~NSEBRNEERY 7 v b 1ERIPL B2 %512 L7z Fintepla 2 U
TeilBRAE R OBHBH 2 EH L CNETOEMICET 2 EHIC OV TIE, 425H) |
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5.2 ERYEHRERREE

Y ERE

fEFEMRERE K OVNE R T ~JEERERE 2RI 72 TNV T IV KRNI NV T 2 TNT I
D IRMBIRES G S Tz,

WY

T T7NT I OREFERERE TO Con T, HERE AR GK 3 FFEZICEEL, 72270
7 2 0.35 mg/kg $£5- Tl 28.6 ng/mL, 0.7 mg/kg $¢5-TlE 59.3 ng/mL T&H>7=, AUCirld.
0.35 mg/kg % 5-TlE 673 ngxh/mL, 0.7 mg/kg $% 5- Tl 1660 ngxh/mL TH -7z, /)T =7
T X DEFPEIRE TD Crax 1L, HEFRE OG- 12 ReIZICEE L, 0.354 mg/kg X%
0.78 mg/kg $£5-TIEZENE 4 11.7 ng/mL X% 16.1 ng/mL T&H > 7=, AUCineld. 0.35 mg/kg % 5-
TlE 798 ngxh/mL, 0.7 mg/kg #% 5 T3 800 ngxh/mL TH o7z, 7= 7T I 2 OWEFEH
BRE TP Coax 2 O AUCine i, 0.35~0.7 mg/kg D HEFPHCHELGIMEZ RTEEZBND,
INT 2T NT I DREFEARE T O Crax X Y AUCine 1, 0.35~0.7 mg/kg O F 4 H T H
EILBHIEN R S 372, AUCi DAL, 0.35 mg/kg #%5- & el LT 0.7 mg/kg #5-TIiL 0.5 1%
TH 572, Coax DEEINZ, 0.35 mg/kg $25- & ik LT 0.7 mgkg £ 5-TlX 075 TH -7,
INREBFE~DZ7 27071 02mgkgH (1 H 2 [8]) #ETOEFIREIZEIT 2 5EE
(AUCg24) 1X, 7= 7T 28 37 ng*h/mL, / V7 = 7 )7 2 7 222 ng*th/mL C
Hol-, NREEFE~DT7 =707 0T7mgkg/H (1 H2[E], &K26mg/H) 5 TOE
FARBBICERIT D AUCo X, 7 =2 71T 2 28 1400 ng*h/mL, £ 72 0.7 mg/kg/H (1 H 2 [A])
BHETOI/I VT 2707 20 869ng*h/mL TH 572, Chuss (. 7= 70T I U0
68.6ng/mL, /L7 =TT IR 3T8ngmL Thotz, AF YL h— L, 7=
771 02mgkg/H (1 H2E) #5 COEFIREIZEIT D AUCoulE, 727V T I
23 1030 ng*h/mL, / V7 = 7))V F I 23 139 ng*h/mL TH Y . 0.35mg/kg/H (1 H 2[A]) $
HTOEFIRREIZBITD AUCoxulE, 7= 707 2 UM 3240 ng*h/mL, / V7 =2 7V
I U8 364 ng*h/mL Th o7,

T TNT I ORI NA T RATE VT 413 15~83% ThDH, Tz TINT IV
L NVT 27T I OEYERBICEFOREIIRD bR o7,

T2 INT IR NT 27T 2 OMER N S EFIRIEDRI 94% N T =
TNTIVTIHKNA4H, /A7 70T I 0TS BCRIET S Z EamnEng G
HIOD 41%) |, BEFERERE TO Con BT 7 2> 7NV F IV TRTE. IV T2 TLT Iy
TO64ETHY, AUCo o BRELIZTZT 2 7NV T I TR61E. / NV 72700 TF T3
Thbd,

gagitl

72707 2 U invitro Tk MILEER & 50%5EE L. FBaix 7 2 7T I B L X
R TH D, BEFRBRE~D 7 =2 7L T I UVRABRETOT7 2 7V T 2 OOMETE
(VZ/F) ORAEE (FEfRH%) 1X11.9 Lkg (16.5%) Th 5,

AERINZE #i

T2 TIVT 2D T5%LL X, EIZ CYPIA2, CYP2B6 K Of CYP2D6 12 L v, HEftRTC 2
NT 27T I REEND, TOB I NT 2TV T I UERT 2 S, BBEE
AWTARIEHERE Y & 725, 2 ORTEEREY) O A K R FIREIIAATHS, /v
T2 7NT I OMENTEBT D CYP LS OEESE (UGT %) DB GI3ARBTdh 505, kT —
HTIEINVT 27007 203070 OEIE T VY a Ui E 250 TV D AfREMEDVUR S
nTns,

T UAR—H—

Tz INT IR NVT 27T I 1K P-gp. BCRP,OATP1B1, OATP1B3, OATP1A2,
OATP2B1. OCTI. OATI. OAT3, OCT2, MATEI }¢ T MATE2-K O in vitro FE TlE72\
LIRS,

11



EEISILY

BOBEENTZ7 20 70T 20 ORES (90%LL 1) 13, EICE & L TRPICHE R S
. R ASOHEHIX 5% KM TH D, BEWHBRE~OT7 2 7T I U RAOBREGTOT7 7
WNT IO YT T A (CLIF) OREEE (B8R E%) 12 6.9L/h (29%) TH Y . Y-
WX 208 CTH D, /7 27 0T 2 OERNEINTK 30 i TH 5.,

Frpl 2 2R

B prawae il

CYP1A2, CYP2B6. CYP2C19, CYP2D6 KX CYP3A4 Difn N7 = 7NV T7 I KN/
NT 2T T 2D PRI KIETHEIIZRD HiviemnoT-,

B R IE £

TNV T X CHEBWE O PR R IIE PR CTH D . BEED 90%LL ER T =T
FIVXIFEOREE U TRFIWZHEN SN D, 7= TV T IV KRR N T =2 TNV T I
D PKAZIETBHEREREE DO BT 2 & h TORKT — X I1d720,

N RIS

AR OVNREZRBIZ L7 = 70T 2 O PRIC KT T TR RERE = D 2 2 B3 5 3R BR Ak
i, 7277 I oFREHC L0 ERZIFEEERE O & 5 BE ClIimiEh IRy
I EE KT T RN H 5, 7ok, TEEL EOITHRERE 267 25135 3 M
R BRI TV D,

K&
Tz INVNTIVREORINT =2 TINT IOy 7 VT Z o A KON PK RFEEIL, BMI O
JRVEIF (12.3~35kg/m?) (ZH7z>T—HLTW5,

TR
T2 INTIEINT 2T NT X OFYEREIT S LM T8 L TV,

N7

A LIS OB DREGILD D 7273 o T2 2 L BRI IZR AR & 0 | AR KW EIRE I &
ETRECOW Tima T Z &I TEhwny, 720707 I 2T oEORIT %
FNIANEHTEELTRBY ., TOBEDRNBRERD, Lo T, FHREEIIAFEIC L -
THTRRD RN D 525, REEOHIHIIFRTH L & TRIND,

53 RIRRZEMHT—%

MR ARG EE X TEEEEOERORBRICE S X KT —ZI2L e M
KT DB EEN N ERHLNCENTWS, L, BRAMEZE L ESFHED
AREMEIZOW T OE RITE 72720,

A ERRTIE. 7y MOESEMIERRT 7 A7 2707 2> 1.2 mgkg A% 5- L.
BeH1% 24 FERNZ D Tc > TIAE R OHAH ORBIZRIN LTz, T/ AT =2 TNV T I E VT
JAT 27T L ATWNT GG 2 RERIZH IR D B, ZOREIT 24 BEfizd
7o TIRT L, 4B O TPICTF 7 AT 2 705 I 3BT, VT
J AT =TT R 24 RIS BATAE LTz, FLI R O S SHRE SN A 13 2 BE T % T 92,
24 1% T 521 Tholo, REOHEIZES & b MEHE 02mgkg T 7 A7 =7
L7 X)) IX. Fintepla DHELEI NS b Mg REGRER LIV 070,

AR & R

Tz INITIVEORINVT 27T 03 RET » b E oS CEEmREMEEZ R LT,
MIFERFEEIL T v MEIETIIREM LD bErozn, v X oMFEREE IR & IEIR
TRBETH-7Z, LML, & MERE~OEEIIRHATH 5,
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T bEHAWEE - JRIRREAICET 2B T, RMAEMEICEE L, SHER CRILARE
DRI, FAFRFF L OVB RS AFIE O FEBUBEE OHEMAFE D iz, & b~ Fintepla fie KHELERE
HE&H&5TomiEF AUC O 5500 EOBRFEEICB W T, RIERRFITFEO 6o T,

U XEHWIE  BBIERRAEICETIRBRTIE, 72T T I B LA R, WNiEKL
WEKOTE L ONERITBD 6o Ten, WTINOHEICBWTE, 7207071
O ENFME (RERD K OB EOWD) 12X 25 REZIEROBEINNGRD Hiviz, il
BOR. PR ECHEIN, RH D Z OO —RIRIED LN RO Hivl=, 7 XICBIT 5 Mg
#Zi (AUC) (X, Fintepla Dfx K#ELER G- & ToOE MO MPEREEL FE> TV,

7 v N AW AR R O AR ORI TIX, AR CTRHAENIC X 2 EEOHEINRED 5
A7, Fintepla D KHESEE G- BIZB VT, b b S{EOMAEHIRERE (AUC) T F0&KUVFI
AR 2 B AIIMR S o Tz, HAEROE 1 R TIix. 2R 7R AEgTE~D ¥
B3RO NN T,

T2 TINT IUNTHET v POETERRINEB Lo T, MET v P TIE, ZhaER (RIS
BEOTRED IR TER) O T, HEEOBD . FRMOAE 2B, HIKATL O
IR IR IR O & FABE T 5 BRI B TR S 7z, Fintepla D KHER IR G- & ToO b
~ EIRIFRFEOMAEPIREE (AUC) TIX, ZBR~OFEBITRO bheh o7,

6. EZREdnfrtk

6.1 #MHY R b
RO F XU ZEEFRZFNLF Y w A (E215)
NI FXVRZEEFBRAT NV MY 7L (E219)
27 Fnm—2A (E955)
t FefxsoFiltrmo—2 (E1525)
U m—F ~U o (E339)
U= F FY A (E339)
Fr) =T LN Ry —
77127 (E414)
Jha—2 (hyERray)
ZRAERT TV

RIRFEF
RIRE A
EEE

<NV ETEXARI Y (hUyERaY)
“bhiss (E220)
JxUWH Y A (E332)
7 = lg—KMY (B 330)
S K

6.2 MBAER
57 R

6.3 AN

4 [,

W11 B EH% D A5 2h [

AFENT. HANTAR ML ZBRE LT 5 3 5 AUWNICHERT 2 Z &,

64 HRELOKILRER
AFNTEERN 2RISR Z LB L LA, MBI LR &y

13



65 RBHOMERUOANR

Fintepla i, ¥ A /L RL U A Z U ZADORERE X v v 7 OH 5 AtambER Y =F L
(HDPE) A~ hv, (Kt EAR Y =F > (LDPE) [JEAR AT X752 — R 7 a 'L (PP)
SHDPERR O Y »ongiEani-r— TR SN, Xy Z7I2EGEnT0nakavy v
CEHWT, WFHEERETHI L,

o

60 mL NHIKEZHALIZAR MLV AR MLTE 72— 01mLAKEY D3mLEAT Y P 2K,
02mL BEY D 6mL> Y Y24,

120mL WAIEZE A LR MV, R THETZ— 01mL BEYVO 3mLEAT Y Y2
A, 02mL HEYV D 6mL YU Y 2K,

250 mL WHIKZE A LTZAR hv, R IATH 7T X — 01mL BEYD O 3mL &R Y P2
AR, 02mLBEY D 6mL U Y24,

360 mL WHIEZE A LTZAR v, REATHE T H— 0.lmL BEDV D 3mLEO Y 2
AR, 02mLEBEDY D 6mL U 2K,

FTARTONy 7 H A ARHIRS LTV D DT TEARY,

6.6 PBEEXRNZOMDEDY T MOV T ORI REER
A OFEH ST FEFEYI L, B HUI O TR e > THRIETH 2 &,

R EINT T HE—DFFA :

R MR < BRZIZ, BTR MV T X T X —% R FLNICH LiATe Z &,
FrWNFLDT,

R INVT BT B —al 35,

B TEANE IS bw%%<o

N I\/V%F'aﬁh‘éo

A MVEEET S,

ARIVTH TR —%RNLOEWE FilcSbeE s,
FOUOLEM S TR MT X T H—% K VT LiATe,

f%w7§75 IR MO EFHERIUESIZTH I &,

FEHO-ONCER " T XTI X =D IS &y
TF»@%V/??ATFWT??& EHRAE LTORIET, R MVCRLATL Z LR TE D,

DAIPRARY e

VUM T TV — R L %jﬁ%?ﬁ”<‘

BRZAKTROVY 2T TX, T -0 EREET 5,

VI TET Ty —DOWNI AT,

VUL T TV — TR TR TTE D,

B KET 70 —TU ) U &EAL, BEFF LB LTI U UERETRT 5,
VI ET T Uy —id, WIERTHRNCERICHRE L TWHRIT TR 520,

RETa—7

Fintepla WX, 1FE A EORGRET = — 72T 5,

KRBT 22— T W TT2DIC, BHICHEHA LV ) U DIaKkEMIZ L, Fa—7 20
TE, ThE3EETO,

7.  BERGEEE

14



Zogenix ROI Limited,
Trinity House,
Charleston Road,
Ranelagh,

Dublin 6,

D06 C8X4

Ireland

8. [REAREES
EU/1/20/1491/001
EU/1/20/1491/002
EU/1/20/1491/003
EU/1/20/1491/004

9. FIEIARAFBREHFH
WIEIAERH : 20204F 12 H 18 B

10. AXXOHETH
AKEIR S OFEE ROV TIL BRINESE ST 7 = 7 %A | http://www.ema.europa.eu. & 2 i,
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17 RERZGE—RE

Page 1

1.7 RERMDR—EX
RIFERIZSE LCOAF IR b=V (R4 T 47 2y R T4 1 v 74a 250 mg,
TA4TAIY FORTIA oy T 5E500mg KOT 47 2y OB 7250 mg) A#RIE L,

Z OBRAFNDNEE « WRFEEZAA L XL L TE 1.7-1 1ITRT,
RIER%hMm—

#*z 1.741

B

HR7E4

7 4 7 77N 2.2 mg/mL

TA4T7aAIy ORI vm Yy
4378 250 mg
TA4T7aAIy ORIy
4378 500 mg
T4 7 2y 7L 250 mg

—ish

7 x0T R R

2F ) 2 h—L

Stt4

o= — = Uy NS

Meiji Seika 7 7 /L~ FR &4t

e - R

L DHLT AN AIETH o372 D35
O HAL72V Dravet JEERERBE 2T
D CAMATIEITHRT 20T Ad i
L OO HEE

7P LROVT afipt vy
LTHI 7R DZD Hivzen
Dravet JEEREBE 12 I51T D RARIEIE
AFFRE MR IEICRT T2 7 a3
AR O v amgpst b oA Eoff
HE

VSEPE
2%ET B

2020 4F 11 HET (8 2 ()




% 20204E11 H ek ET (4520R0)
20194£7 H ek ET

B RERROEES
871139

IBFDARNXEESRT 5 & ERES | BHA

Bk SR
EAEAR : 34 M ThADAE

s R s
L5 S AFUNRY h—)LEE

53@250mg | 22400AMX01395000( 2012411 H
53a500mg | 22400AMX01396000( 2012411 H
71 7 )V 250mg | 22400AMX01397000| 20124F-11 H

F¢7ASYN RS1490v79a250me
5"4'7:Ewl~®\ RS1490v79E500mg
S¢7IA=vbh hF7EIL250mg

DIACOMIT’ DRYSYRUP. CAPSULES

i) R - EASFOMITEICE DT A2 &

2. ERROBEICIFES LIEVT L)
AFN OISR L BUE DB D & 2 B

3. fHRL - MR
3.1 #8rk
W 5¢ % H R OB 5 I
FAT7TIIV b REFy, Fy7ryya-—
‘o4 vmy | LT VEEF R )AL FEA Y
Mo A0 T Sy b 250me | - S ‘
53@.250mg mg | >, @35, BILF s v,

T ANV TF — 4 (L-7 = = )b
7T = ALEW) . v A

74 73a3Iv b

FSA4vay 7 Lap —ZXF MUY AEP, B RO
5341500 AF ) RY b —V500mg | F ¥ TF bbb — 2
T o A

FENY, Fr7yr)a—
MEF YT L, ATFTY
[ SR A FA

NTENEE D BTF o, B
% v, Kuds, Ftas

TATAIy M| 1A TRIVH
B 72 N250mg | AF 1) Y b —)L250mg

3.2 EEDMIR

lado
W% 4 BNEETE Mok | s
#Hi (mg)
TATaAIv FFIA 2 HFwn
< Y LN 846 S N
>y 74a8250mg K4 | WRABO o
FA4TAIv FREIA oy 7 Lipa "
‘ Ny 1692 Py
vy 755w500mg 53 'dnn
W 58 % #I I i LA HT eV EE
qiED
s ]
FATIAIY M| AT | BHHN e
, s | 7% (mm) | B () 2
717 N250mg | EVH] | R | BEImm =g
FEo18.1|
e 6| 1032

4. ZPEE - R
Z0\Y LRG/INLTOEFT bU D LTHRIERIROERD SN
U\DravetfEREFEE (CH IS DBARIEN FBERRFEIEICH T
200\ LRUGINLTORF MUY LAEDHBEE

6. B% - BE
EEL. IR EoBEIZIZ, AF )Y F—)bE L T1H50mg/kg
Z1H2~3MN2rE L CREFP UIEBRICROKE ST 5. %5
131 H20mg/kg7 S B L. AR DL EORMIE % 517 10mg/kg$ >
Wed 5, 72720, RESOkgl Lo BFIZIZ, AF YRV h—
V& LTIH1000mg2 542525 L. LAMMU FoMEEZ 1)
500mgd 2HET %,
B, 1H R AT G = 1350mg/kg X 132500mgD Vv 7 %
BREWZ EET D,

. L - HEICRET IR

O ARFNIHMTEEG ST, 20N FARUN)VTalEF MY
LEGFHLTHREGT 5 2 &o AFNHEMEG TOMBERRIE 2V,
[16.1.3, 17.1.1, 17.1.2, 18.1.2&H4]

7.2 RFNZ 7 aNF AR OOV T Ak M) o AR E HET S

720 AHORGFIIEIOI R L) AR, Bk, 5523

~N

SENRRO b NI d, KR oM REIERE 2R L, ~
ONFL RN T OBRF ) 7 ADWEIZOWTHEET L
o [16.7.12H]

7.3 KA OPINUIEFOEEZ T3 . AHER O ZEEITE
Frp I EE SRR G IC L VRSN TWD 2 Ehs, ey afin
I EERIAT 5 £ ) #5895 2 Lo WIAMET L. fEHD
BT 5B H 5, [16.2.1, 17.1.1, 17.1.22H]

7.4 BT VAHITIENT A 0y TH &I L TCmaxnM< 72 %
DT, YDHEADYEIE, MTREZIES 2% 8, BFOIR
BETaIcBsEdss L, [16.1.421]

7.5 R E S E R E 2 A 2 IHRET AE I,
RS SR L. ARF K OB HBLT A 2 AFE O I i e
ATV, BEOREZEEICHE L 20 0HAIET D 2 Lo
[9.2, 9.3, 15.2.2%H]

8. EEUEANIER

8.1 IMKEEE (WP ERAME. M/ MGRAMESE) . IFRFEBREE A3 &
bID LD H DT, REPLGH L O G . EI i
WA, FEREME %2179 2 &. [9.1.1, 9.3, 11.1.12H]

8.2 EHREmEND S bNDLBENDN DB DL DT, AHIFGHI & 0%
S, eI B REmE 24T 2 ko (9.2, 15.2.28 K]
8.3 Ik, QTERESED D 5 bNATRNEDLH 5 DT, AKFES-
B OG-, B OERBRE 1T 7 & BEORES

EEICBET L2 &, [9.1.3, 10.22]

8.4 ARHEBENEHETIZOLNLZ DS, HONLOBEFR
ZORBIZTFICHBA L, LEIZIS L CTEMOZEZ 5215 &
I, RET LI L,

8.5 KEA % KT EDHLHDOT, AFFEG- i IdE I AERT
WEFERT L5, BHEOIREREEICBIRT L2 &

8.6 fHIR. MBI (55D &) EEMHEE TRO S, fRESEE
HUFEMED D B DT, & oD LOBFEROZDREE 45
L. HEIGLCEMOZR %3559, fhRETHZ L,

8.7 HMHMIZBI 2T EOLM R HER W LESOPIEIZL D,
TADPASRIEOBEE I TADPAEFBIREDNH S b D LD
LOT, HEEPILTAEEI2E, 1y HU E» ) TREA 1I2E
TAHHEEEIT)

8.8 MR&. &y - £y - RUTEERE NSO T2 5 2 A8
HDHDT, KEFGH OB ABEOERS, Gt h %
WOBFIHFE S VEIEET L L,

9. RFEDERZHIDIEEICETDIIEE
9.1 BHE - BIEEZEDHDEE
9.1.1 MAEFEEDHSEE
MiEEEZ TS ELBENDH 5, (8.1, 11.1.15H]
9.1.2 HREEZEF T DEE
IR REAIRI SN B BZNHDH Bo [15.2. 1]
9.1.3 QTIERDHDEE
QTHIEZ WEIIERE X ¥ 2 BF N 5, [8.3, 10.22H1]
9.2 BiEEEEERE
B L BAL S D BEND D Do KRH K ORF O O
MAEEAR EH T EEZZ 5N T WA, (7.5, 8.2, 15.2.25:]
9.3 FHigaEEEEE
A ERE 4 AL X 2 BEND D Do ARH B ORF ORI O
MPEEA RS2 EE 25N Twh, [7.5. 8.12MH]
9.5 17
TR IR L T A REE O & 2 ki id, B LB RN
fEltEx B2 LB SNEHEICOAEGTTHI L, TV bO
AT SRR BT, AR SN o 225 B
B2 — IR RE DAL [ OFBETE AT A 5 11 % & (800mg/kg/ H)



T, HAEREFROKT, BREROCHAROERER T, BILiZE
W EDTFED ST B Y,

.6 Z3IE

R EOR RN CRFLAE RO AR ZE L,

AL O X

HIk 2 MRS 5 2 &0 SRR (7 ) TIIHISRATS 4 2 LA

STz,
T INR

FUIE (LR 1213, (6 L OH RIEA eIt 2 LI 5 & i s
NBEEIZOREE L. FAFGPIE, BEOIREZHER B
8952 ko RHAMBEN, BRI FLIE (R AG0) 2 5§ &
LB R et et e L7z REBRIE I L T v,

.8 EiE

) e O W7y o X YA DGR A

10. HHEfEA

ARFNE, 3 L CHFAEIEEECYP1IA2, CYP2C19. CYP3A4T
REFans, 72, W< ODDCYPH T (CYPIA2, CYP3A4.
CYP2D6, CYP2C19K UFCYP2C9) D HEM %2 32, [16.4514]
10.2 HEFEHAICEFRT DI L)

IVITH I VAR
Je FoILIy 3
VAV OVERE
AFVT )T RA R
LA U
I)VITARN) UYL
A RS

LS. ZAh#EET]
SERII BN DH 5,

A BRAER - JHE S | BT - BT
FRTVAOLE | Ab ORAO MR | A7 LR C M S5

Z NS OHHI O
(CYP3A4) % HES %,

|SEVAN
X =¥ Ul AR
RV NVARFRE KR

NS OIEF DM EE
BLEATHILIZED,
QTIER., LEEAEENR

A H)E I BE Tt X
R (CYP3A4,

LBENDH D I
T AHYEIZIE. LY
BT oEAE
WA A MR
WwES D2, EEL
HE53HZ L,

ERITBINEDH S, |[CYP2D6. CYP1A2%E)
ZHET %0
A= i NS OFEF O P | AR A TR TR S
T/ NVES — ) BEARPHEBENHE NS Z NS OEF O
HIWNTEE PERS &0 A e 9| AL 3 B 3% (CYP2C9.
[16.7.3. 16.7.4ZH] |HI/EM 2345 S 15 B|CYP2C19. CYP3A4
END Db, Tl KE) 2 HET L, Th
F o I R RE ST 3| 6 SR AN L B AU R

(CYP1A2., CYP3A4
SE)FHEIEIZ & Y ARH]
DORBPRAESND
QAN | Rl (N >X )
SEF L S 12 A AR
HIEMZET %o

PCTADASE
TNV
) N S TATA
IRV INR
VIR
FET v —

NS OFEH O I P
Ji b5 S AR
PEFNC &0 AR e 4
HIEH M E N2 B
ENDH L, T 5
WA IZiE, B
TINS DA % i
5, I A e
ThARE, EEL T
5452k,

AR F U R T AR S
nHINnsDEKD
LA (CYP2C19,
CYP3A4%) % ET
BHo Ty KHIEZRH
5 O SHEHNZ 1 AR A
RHER AT %,

Ny VT Y L RIEH]
TTEINNL
YT A
FT VT A

TIVT T T A

Z S O FEFH O I
J b AR S A 1 AH
ERIZ X0 B o $E
WRZDBZENDH D, B
MY aHaIcizans

RHNE i < AR S
5o DER OB
FE#% (CYP3A4) % [HE
T o, AHILZ
B OFHNTIL L AR

3, REITS LTINS
DEAZWMET 5, M
PR ZRIET SR L
HEEL G52 L,

su ¥ T ) | OFEFEFETLRE, MRS EE T 5,
7 5 HFEEL ST L,

A5 F v RSEH] NS OFEF O M AR ARFNIAF TR E S
T RNVNAYF U ANEDS LR L. MR 2 2 S o3 o R
WV LKA f#AE 70 & OEIWEN O 58| B F (CYP3A4SE) % [
TUNRYF U (BUHENENT 2B |ET 5.

NhHbH. BT 5
HliE. b 0 #EH
FRET LY. EE
LT&54528,

SRIE RN IS OSEH O I | AR CRE SIS
57 0) AZRMY |EA LT 5 BZFND| IS ORI OIS
YrUARY Y& \BHb, FHHT HEEIC|(CYP3AY) # HET 5,

A4 % ERRAEIR - H5 i i BT - fabriET
X F 2 REEH S OFEF O LR | ARHNIAT I CRE SIS
HT A EA LA 5B ENH| IS DD S

Hbo PHTHHLEL
. SIS OFH K
WYL, EELT
B3I L,

THATA4)

FAE T4 Ol
A AT 2 BEND
HbHo PEHT LY EIC
. LEISLTT A
TA) Y ERHET A, i
PREERNET 2% &
FEL ST L,

(CYP1A2) % [HET 5,

H T A CERERER
Faalb—Lb, I—
b— ALE HARK,
a— 5%

INLOREMIZETN
LA T A YOI
ER AT BTN
5o [EIREICHRH S %

ARFN O S A 3R
(CYP1A2) 1253 5 %
ERIZEY, Thooi
miCEENDL A T A

ek, EETAZ L | OREZ T 5,
Ja bR THER | 2N0S OFA O AFNIFETR#EE NS
FATT = VEE | EN ERT S BEND| IS 0FERONRHEESR

Hbo PEAT HE12|(CYP2C19) ZHET 5,

X, I OFERF &

BILRE, EELT

HhHTHZ Lk,

AT B A FHEFLRAE| 2 S OIEH o i i | AFNIIFE CR# s s
3 (NSAIDs) FEM E RS B BEND| NS DFEH O TS
tLaxy 7 Hbo BEET 584612 (CYP2CI) % HET 5,
YruzeFrF i, IS OEH % R
DRVN BT LAE,EBELT

41770705 |53 L,

7<) ¥ RPUIMLREE 3
TNT 7 AT A

JIVT 7)) T LD
PUEE MLAE FH ASH 50 S A
LBENDEH DL, PEH
TAYAEICIE, LI
BTN T ) UhY
ARG s RN 11912
BEEREATERR T 52 &
FEEL ST 8,

ARFANTIFI R S
HAINT T YA)Y
A ORFHEEFE (CYP2CI
) RHET 5o

HIVZ a7 7 — ¥ HHEH
) hMFEV
H 3 UV A T OVERLE

NS OIEF O i
EASEAT L BEND
bbb, FEFHTLHAELS

AHENIIFE CHA S NS
2D OIFI OISR
(CYP3A4) & HET %,

ANT 4 FEL AT, IS DA % R

VB 5 mILhE. EELT

saNVT =7 I rx|EETLIL,

LA RN

BIAVEN ik

—7xTV¥Ey

ZHNY Y U IEERE

ZYUNTE

fEqmpigie s NS DFEFI DM
JNVITFATOY - | BLEATLIBENDD
IFZNVIA LT V|5, BT DA

* — VA HEL RS T528,

<704 FRPUEWHE | ARF L NS OFEF| A H K2 s o3
Iy AUTA Ty O ML EEAS 59 % | F) o B SE W QR R

yg)Rrua~xA Ty
TVAURA DU
TV = VRIUE A
TNaF =

A +7arr—

BENWNDH L. T
AYAICIE. Thboo
FEH 2 WET D %L
FEEL TR TH 2L,

(CYP3A4)12xt9 %0
ERMICE D AL
Rz %,
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FRAREIR - ik

T - falAE
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Tua 7T ) u— Vi
2
HIVRT H— )y
FET—NTLA
e
E/INOReE
NT X T R
K1Y
YV k7)) R
13753 R
suI7T I VIERE
b
NER1) K—)b
a4 ) LR
FEAPOAMLVT 7
> BALK BRI AN
T~ F— VHEERE

NS DA O I H
ENEAT BN
bbo FFHT 2HE
L 2D DA R
BYLhE, EELT
BB L,

AANIFECHH SN D
I DRI ORISR
(CYP2D6) % BHET %,

yualravy ik
¥

A= T DAV

T EIT A

B VAWA

gy v

7OV 3 — )b (BKIE)

INSDOFFKOT IV
— )V O R A S R
JH 25 B 5l & A0 E o 4
oI sBENDD
%o BEHT AT
INSOFEH KT IV I
—VEEET A% E, IE
BELGTHT L,

FZ A A B0 1 T
EHT %o

FUNRYTTIF

7)Y 773 ROl
METERSHm SN2
BEWY DL, BEHT
LYHEIIE, TUNRY T
FINRWEET DR L,

ENIONIE SYRE =
WS B EERIC L
Dy 7Oy 773 F
DR HHIT 5o

EEL G352 8,
QTEREZEZ T Z LA |QTHEZ B ICER S |IFHIC L ) QTERER
IS T 2 35 HLBLNDH 5 DHMEZEE S 2 B
(8.3, 9.1.3Z1] LhHdH5b,
1. BIEA

ROBWERD S S b D 2 ENHDHDT, BIEELE 51TV,

HRRO N3G 2 ks % 7% Sl LEE T 2k

1.1 EXFENEA

117,71 $FHRBREIAME,  [V)ARIBEAMEE (V973 & A )
MEIRAE 217 70 ERS 2 T 01470, BEDRO SN2 A1,

FE AL
FEH

PR E RS 7% L, BYREZIT) 2 &, [8.1. 9.1.15MK]
11.2 ZOfttDEIER
FIAFO 15% LA 5~15% Atii 59% A {ii B AN
. R, %
A R, %
TG (79.2%) « | NIRHE. SRR | V15K WA 2 B0 | DO . 5kl
HE) L (5 O | FIGRIET MRS, o Mk, frEpRe
e | 2 %) (58.3%) FEENEE, |5, M,
TR s (25.0%) BRI ) X A | B
B, BEIRRE|S A b =—
= JIEES
Bt o
il Wh. T | T
MM |7 R C— T 5. KM T
Fe i Wk 2 |LLE—.
5
W PR
AT UL
- |EAROB (66 7|RERML BN, R
LuEE |%) B
AST k& . |A-PLESA 7 v =T | IR e AT
i y-GTP L 5 i #
(37.5%)
I R
i M
E TR
Z ol o

13. BEKRS

KLY 2 R A R R R BB S LT e,

4. BALOEE
14.1 FRIMROER
(RS12Oy TED

1411 BRICANIARETHRAE L. RAEICHE 5 X9 $7E§

Z)\:to

14.1.2 HEZHAESTH & 2E, AF )XY =) & LT250meg%
F10mLOKICHERE L, LERZRATL LR ET LI L,

14.1.3 A OMANTH B O T, FEEOHREITHET, KICEK
E LU RIEHESLIIRH L, BRSBTS L RET5 2 L,

(H7TEIVAED

*14.1.4 607 7 VEBDOLTZIEF YAV FO Yy 7 2L TW5b 72

O, S72EBCMLARSA L > THET L &,

14.1.5 K PUBIEZIZIRR % 8  TRET 5 2 &,

14.1.8 /NrT 23 A6120%. BHAG TR PVEORK T 8T
ONDLEMERNLZ L,

15. ZDMOFER

15.1 BRARERICE D 1B

15.1.1 WA CEM S NTZEBDOWMTADNAFEIIBIT L, TADA,
FEAEE B Z IR & L 7219900 75 oK ok BE B PR S o0 M s o
IZBWT, BREERVPEREROFEID ) 2755, JLTA»A
HORRMBET T 7 L R L IR L TR < LT A D AZERM
B 10.43%. 7T REE:0.24%) . PLCTADAFEOIRAE T,
75 e REEE LRI000AH 7210 1.9ANL W EFHE SN 72 (95% (5
XMH :0.6~3.9c 72, TADABREDY 77 V=T Tlk, 7
T YRR L ERI000AH 72D 2 ANSG W ERIH SN TV 5,

15.1.2 FERAERIZ BT, RFOKFEO W HEMEILFET S LT
&\/\O

15.2 FEERAREERICE D < 1B

15.2.1 7 v b o KEHG-EHEH (26 A& DR S) 128 \WT,
220mg/kg/ H (KGR #50mg/kg/ HIZBIT 5 & b & HigHE
2= (AUC) @0 8f51247:24) LB CIET I PHIEHIAS TR D S, L
B O —ERIE I, R % 1 > 7245, SER O FEIATH - 720
80mg/kg/H (AR MEHKH=50mg/kg/HIZB1T 5 b & HgHEE
(AUC) D0.1~0.2f51241Y) TlE, FETIIHILH LR S5z
o7V, [9.1.280]

16.2.2 v o G 53R (E B RO S) 12 B W T,
900mg/kg/ H (KR E50me/kg/ HIZBIT 5 b4 5l
#(AUC) D3.0~6.6f512HY) TEHEEEZ X BIBEHIDFRO S
726 300mg/kg/ H (R REER T E50me/kg/ HIZBIT A e &5
Tt (AUC) O1.2~2. 665 12H12Y) T, JET BRI 5
Nhhoize F720 7 v bORIER G- H R (268 MO 5)
2B WT, 220mg/kg/H (KA H #50mg/kg/HIZBIT5 & b
G HEER (AUC) 00 . 8512 HHY) LL_E CE R E RO H 7z,
[7.5. 8.2, 9.2&H4]

156.2.3 1 2 O KAEH G- FH R (132 A MEOHKG) 128V,
62.5mg/kg/ H CTHIFE D BRI, 156.25mg/kg/ H TIRFE 528
R Bz, 25mg/kg/ H (e KERR I E50me/kg/ HIZBIT % &

b A HEREE R (AUC) 0. 2/ 1240 2) Tidy IRICH § 2 2281350

BHENLDoTY

16. EEpHE

16.1 MAEE

16.1.1 BEES5

HRENJEEER AN A F1) 2 b —)L500, 1000/% 1U°2000mg (500mg 7 7"k b,
B Ga1200) B BRI EREORS LzE EOAF ) Ry b =)L oli#Ed
VR - SEENE ST A — S 131 - RO LB THo Y FMEAT— %),
(ug/mL)

18 4 —o— 500mg
16 4 —— 1000mg
14 —o— 2000mg
12 | (Mean +S.D.. n=12)
1M
§ 10
w8
JiE 6 |
4 1
2 1
0 - : - : 0
0 2 4 6 8 10 12 18 24 30
35] (hr)
1 RSB B AF ) )Y b — LD ISR
1 BHFERAOEYBE ST A -5
co g 500mg 1000mg 2000mg
TAT (a=12) (a=12) (n=12)
Cmax (ug/mL) 2.63+1.18 6.63+1.83 13.8+4.83
Tmax (hr) 2.42+0.76 2.42+1.00 2.96+1.01
Tiz(hr) - 7.82+1.86 11.0+£4.18
AUCo-30n (ug * hr/mL) 8.85+3.77 32.1+10.7 79.0£24.2
AUCo-«(ug * hr/mL) - 33.8+10.9 86.6+25.3
-rRTEy Mean+S.D.



16.1.2 RiEHRS
HHE RS, AF U =Y b=V &1H3MEL 600, 1200% 1¥1800mg/ H
DOHmTENZNL, AR OTH BB S (FH&5-5600) L7z & 2 DERIR
REOMApREE X, ZN210.70£0.34, 2.86+1.44%05.11+2.19ug/mL
THholz b OLHEDH B, T, HGEILOBINE Ll Tl
7o HBGEORIZ )T 5 v AL, ZN2EN1090 =624, 506+ 219K U405
+151L/HC, WHETIEZ V7 7 Y ANARIE T LAY GFHEAT %),
16.1.3 BEICHIT DEYBNE
ZUNFLARONVTOfEF )7 AP E N TV /NE RO AD H
A ANDravet#EfEREEHIZBWT, AF )XY b= &1H2~3[A, 50mg/
kg/HDOHETHHAHKG Lk EOMmEERAF ) 2 b= Vil e
13#94~24ug/mL. A TIEH9~15ug/mLO#EHFITH - 724,
ZUNYF LA NV TaEEF N AR ORACFIDEH ST BN E
A D HAR ADravetdEfEfE B & ICBWT, AF YRV F—=)VE1H2~3
[il, 50mg/kg/H O METHMET L2k EOMERAF ) R b — )Lk
FEIZ/NE TIE#94~25ug/mL. A TIE#98~19ug/mLO G T - 727,
[7.1. 16.7.1. 16.7.2%&]

CYP1A2} ONCYP3AADH E 2 HED LD 6 /=A%, CYP2D6D JHE 1LF2
BN o727 (n vivo, FHEINT— %), [10.ZH]

16.5 HEttt
AF YRy b= Vid, FEROBACSISIC & O R S, IR IHRE
END, EHEBAICAF Y 2 b —)L600mg % Hi AR 1#% 5 X 121200mg %
7H WSRO 5% IRPICENENE G- ®mOT3H V98% 124§ 513
FEE R (RELRE & E) AR S L ze AF 1) R_Y b= 11200mg%
B G HOER I, #58013~24% Kbk LChIts
Y UEAT—%).

16.7 EWHEEIER

16.7.1 2O0/XT L, JLTOEF RUD L

70N A (0.05~0.78mg/kg/H) L U/N v 70 h1) w7 4 (9.3~
44 3mg/kg/H) PF F#EE T O DravetdE R EE (1~ 1820061, 19~ 3074
B, ZanNFARONVTOfEF )7 AOFELY AL TAF YR
v b=V (50mg/kg/H) & G Lz &0 AF YRy b= LS50 &
Wi LTy 20N FA, V7 TN A (7 TN 2 oG A KON
VOO N T 7 (ug/mL. CYP2C19DE 5T % M) 12 LT

16.1.4 &EYEHIEE MR

BTN E RIA 0y THIE OEWFFRSEE . BERAB I
1000mg#% % I AR S92 & & 12 & DS L7z, Mi#KILAUCIC
B L Tl M0 3 25572 L Tw /2%, CmaxlCB LTk, R
FA 0y THITH T NVANIAR23% 1 o A2 R S o ik % i
& Loz WHEANT— %), [7.451]
(ug/mL)

9

DEBYTHo72Y, [7.2, 16.1.3, 18.1.251]
Fd AFVYNRY = VIEGEIRICBIT S 7 0N LA vy anF LR
OV 7 a B s b T 7 3 (ug/mL)
VAsVAS N V%78 AL/ VN
Beoar | 55 | HE5E | R5%
0.11 0.17 0.46 2.57
+0.07" | +0.13 | *£0.35" | =1.90"
CYP2C19 | 0.12 0.27 4.64 3.21
OPM | *£0.10” | +0.32" | £3.53” | =2 86
a)n=17. b)n=3, ¢)n=20. d)n=19, e)n=4
16.7.2 B{LEI(RItF MU D LARURIEAUD L)
7 0N L (0.07~0.50mg/kg/H) . 7NV 7Ok b)) 7 A (14,88~
44 .25mg/kg/ H) e OVBALH] (13.27~59.32mg/kg/ H ) B & @ Dravet
SEMERE RS (1~18m9B, 19~30m161 : CYP2CI9DEM) 12, 7 TN 4
KONV T afEF ) o AOFEE R L TAF Y XY b= (50mg/kg/
H) & A5 Lz & & RALFIoMmEER ~ 7 7i#EIE, AF1) X0 b=
VARSI & R L Ch% L 72, [16.1.35H]
16.7.3 AL EEY
HNNTEE ¥ (5.7~39.2mg/kg/ H) HAFE TR O TA»ABRE RN
Fe O 64812 1 VN B Y ¥ F 3336 % il L TATF )Ry b=
(3000mg/ H) & FAEHG L7z & &, Mk 7 v~ B E VgEIX. A5
A b= VARG & L Co4% I L 72 (FHEL AT — %) . [10.25:H]
MARF O AR S 721 H k% 52 1350mg/kg V13 2500mg D v i 2 kv
HTHbo
16.7.4 JxZ b4, 7 /NILEF—=)L
MCTAPAE (T2 b, v, 7/ 0N)VEY =)L, ANUNTEE S 7
TN LI N T afgd M) o L) 2GR0 TADARE (BN) 1161

2NV 7 a R
RS | w5%&
68.22 73.15
+£29.56° | £28.01¢
57.33 54.70
+£36.23° | +28.15°
Mean=S.D.

CYP2C19
DEM

Fo4vay 7H|
—o— T EIVH|
(Mean+S.D.. n=24)

R

FRETHE T —7 V2 ob N

S = N W s U N X

o

0 2 4 6 8 1012

18 24 36
I i (hr)
flEHER NI AF ) _ Y k= )1000mg (500mg K5 1 > 1 v 7 x 2K O
500mg 7 7 v x 2) & HAlRE G- L7z & & o el EEER

#2 O MEREHAIZAF ) XY b —)L1000mg(500mg K F 4 > 1 v 7' X2 O
500mg# 7l X 2) & B OHG L7- & Z DY EEE/ T X — %

30

X2

) JIEr Tglla;(a’ (Cf?aXL -t AU?/%MD ERRIC, T OTT AN AKE A~ 16HIIMEFE S L2, KA O

r ug/m ug - hr/m - L RE \ . - SR O

Fofvoy7# | 24 [3.5001.50~4.00) | 7.32%2.10 |32.97+11.05 JEWEL. GARATCRAERRT 55 2 b 1 ILCA D AR O

P 2t 3000 00—400 | 50075 T30 23510 81 SERE ARG BT & FARREC % % & O RIEMET & 17, ORAHR

pry— 5 — - T T CMDFT AP AFEO T2 EE L TSHEMET Lzt &, 7= >

BATFIHOLDI0% N 1.10~1.37 | 1.04~1.16 ‘ Y i

FEFEIX e i) NS (1.23) (1.10) RO7 2 /00 EY =V OFGEIT, AFAHEGIZEY, 245 0%V
Mean=S.D. 26.3% A L7z &L oSG H 5% FHEAT— ). [10.25H]

a) L (e /M~ K AiE) « b)
16.2 ORUR
16.2.1 BEOFE
HEHROPEOFM A e L2RBRIEEBI N TRV, AF )RV b
— VR BERICEG Ll EOIC R, BERICERG LA &I AFYR
b= VDI EEEASEEN A R TS A B 21, [7.380]
F3 EHERAIZATF YRV b=V % 22RO BRI L AR
B L EYEE T 2 — ¥

##7% L (Wilcoxon D ERFIHE)
’ * 17. BRBRALAE

17.1 BNERURELMEICET DHER

17.1.1 BN MEHER

(1) 58RI S8
7 ONF LR UV 7 amgF b))y AT T & 2 VR s ()
BT RE I CFENE) 2 A 3 % DravetdE B #E 3 (1~ 185%2061, 19~
305EABl) Xt & LT, FFEMIEIREERZ FEfi L 720 AT YRy b=
20mg/kg/ H % Bfa A& & LTl Z & 1210mg/kg/ H §250mg/kg/H £ T
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Fintepla® Oral Solution
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1. B&

AEN DR S (T & YDA EE K Rl B AR 14 i =
REEZSIESRCTEENNHDIDT., XEIDIZREH
MATR VR SHAMPEIERNLG LI O —REZR
L. BRBEEMETIEMEDEEDL LEA
52 &, [81. 82, 911, 1111, 1112 5]

2. 2 (ROBHRIZIFEBELENI L)

21 AKHF ORI UIRBUE OB ERE O & % B

22 E 7 UTFBLEERER (BLXY R
W, XU A VERE, V7 42 KA
IOVERHT) E ARG TR IR 14 B LL
NoBE [10.1, 11.1.3 2]

3. ARt - R
31 MR
et |7 4777 WHIR 2.2 mg/mL
. ImL 7 =705 3 R 2.5 mg
75 IN
ARG\ (S on5 e LT 22me)
NI FXVEEFRTTF LT NI T
L, RIFFVEEFBRA TNV N
WAl |v A, A7 Tu—A b ReFraF
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k74 |7 4> 77 7WHIK 2.2 mg/mL
HI R M A
PR MBI OWRK T, T U —mbE
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Dravet SEIZ#EEIZH T2 TAMAREIZHT B
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6. RERUAER

(1) ZAF VL b= 20T 55

WHEL. AR 2 L Eo/NRIZE, T TS
UL LTI HO02mgkg & 1 H 2 BN CTRED %
3%, 2B, EIRICEY 1 B 0.4 mgkg #7200
P CHE R 523, R 1 EML EoMEE

HIFTATHIZ L, F 0 1HAELELTITmg 2B 2
AR

2) AF Y b= E2IHLRWGS

Wi BRAKLOR 2L Lo/ NRIZiE, T2 eT
I LT HO02mgkeg & 1 H 2 NI T TRO#
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DU Ar ¥V a— N E5E|IC, WETH L,
[10.2. 16.7.1 ZE]

AHN ORELHHTHE A 27 Y = — )1

AF YR b= L | ATF Y2 b= e
FI L 72V B AT e
& 1 iR iR 1 HigR
58 58
Wl 0.1 mg/kg 6 m 0.1 mg/kg Tm
B5E | 1A 20 £ | 1m2m ¢
0.2 mg/kg 0.15 mg/kg
7HH L H 2 26 mg L H 2 @ 17 mg
0.35 mg/kg 0.2 mg/kg
14 HH L H 2 [l 26 mg L B2 17 mg
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MRIE 28 & & b A IAR O 5 ik % Z &
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9.1 AffE - REEZEOHLEE
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C) i, AROFLGEEZHET S Z LR sn
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e . 2515,

TLUXY UHERE | MAO FHER] % £
(=T E—) | Gk

FHXY AT | 14 HUANORK
Mgt (7oL | Flob Lienws
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[22, 11.13%& 21X, 14 HMLL L
1] OfIfEE HiF 5 Z
L,

Yo b= ERE
DEELN D HA
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11.1.3 0O P UEEHERE GEELRH)

R, i, BUAE . SESL. RIF. PR RE &l
. FE#E. SR, 347 8—X 2, BEMRRZE
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FRG R ORI L, DEDOE=2Y Tk
ONA Z YA AUEPHER SN D,

14. HAEDZEE
141 FEHIRZAHEFOER
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1000 ABH7=0 1.9 NSV ERFE SN (95%(F
FEXM :0.6-39), £/2. TANALVEEOY T 7 L—
T, T RREEL 1000 AHZD 2.4 AW
LEHEINRTWD,

16. FYEIRE

16.1 Mo EeE

7z 7T I QIR BN A R K OV
Dravet JEERERBE THET L 7=,

16.1.1 BERATOHEMERS

ZF Y Ry b= RO 18 L E OFER KO
T7xr 773 (0.35mgke) ZHELZEED
T2 7NV X OMERRE K OIEYENEE ST A
— X1 R ORIITTT, 72707 I KD
INT 2 TNT I DOREERIL, ATFY AN h—
NEOT a YA EOHAOFEICED L3 A AR
FERCN & BARNERREA & TR CTH 72 D,

H1: BARUBRABEBRATOI VIS I Y
(0.35 mg/kg) HEEEOH/SHOFEH T TIILTI M
RhRE

100
"
2]
= 104
7
- -
7 -+
7
a1
]
i
T 0148
E +
— oo AMisTRCL
0.01 - (u-16) (a-16)
— T T T r T T
0 12 24 36 48 72 9%6 120 144 168
B ()
100 4
"
¥
>
~ 104
it 14 - N
% +
I
3 0l
AMASTPICLB
o AW cempan A
0.01 ) -
T T T T T T
0 12 24 36 48 72 9% 120 W 168
SR (hr)

STP : AF Y~ h—)L CLB: 7 B/ 3H A

1.8

RN RN

(Tw/Bu) EEEE

£1: BARUBAABERATOITVIILSZY

(0.35 mg/kg) BERIEEHD I =TI I LEYFHEE/S
ZA—4
HA HARN
AHAl KHI + AFH oK+
ol STP/CLB| Kt STP/CLB
c n 16 15 19 16
(ng/l‘;ra:L) Geomean 25.7 342 26.1 33.0
(CV%) (18.4) (18.5) (13.6) (10.5)
n 16 15 19 16
Tunax Median 2.75 4.00 2.50 2.99
(h) (Min- (1.50- (1.50- (1.50- (1.50-
Max) 6.00) 9.05) 9.00) 6.03)
n 16 14 17 16
( :;{%Lf) Geomean | 618.6 1544 594.6 1302
(CV%) (38.2) (37.2) (29.3) (21.9)
. n 16 15 17 16
(gz) Geomean | 20.04 35.22 18.55 30.37
(CV%) (26.0) (43.9) (21.9) (22.3)

Geomean = S 145

16.1.2 BRERATORERS

fEFER N (18~55%) IC7 = 7T 3L LT 13
mg XiE52mg™ % 1 H2[E#E Lz & s oM >
T TNT I UREROEYENEE T A —F Z[X] 2
BOE2IRT, 72 70T I OEFRIEICE
U’éé%&%ﬁi (Cmax &U AUC) hlﬂﬂ%t[:%?bfﬁ\
W BRI EEmMER L GMNEAT—4),

) AFoEBENTZ 1 BEREARZ. AF U2
F—/V BT 0.4 mglkg (R K 17mg). AF U~k
—/VIEBE T 0.7 mg/kg (K 26 mg) TH D 2,

2: 717033 213mg RU 52 mg DREFRSED
M7z 0I5 3 ViREDHRE (Day 7. FHEHRER

W
3

A FH| 13mg DREEEH
6—0 XE| 52mg CR{EHSE

3 om oy e
5]
5 2 3 =R

a3 8¢

0 2 4 6 8 10 12 14 16 18 20 2 24

Rl (hrd

#. n=59~60)

£2: 72T T313mg RU 52mg DREZEHED

TN T 2 UEYERE/INS A—4 (Day7)
tmax,ss Cinaxss AUCtau
(h) (ng/mL) (ng-h/mL)
13 mg 52 mg 13 mg 52 mg 13 mg 52 mg
TH2E [ 1TH2E | 1H2E | TH2E [ TH2[E | 1H2[H

[n=59] [n=60] [n=59] [n=60] [n=59] [n=60]
T
TL5 5.5 4.0 44.84 233.7 4782 2493
v (3.0,8.0) (2.0,8.0) (26.0) (31.7) (26.8) (33.1)

tmnaxss LR (/ML SR THRR
AUCuau 2 T Cinanss 1R R ORATEINREL (%) THTR

16.1.3 Dravet FERBHBETORERS

Dravet SEfERERE Q~18 i) ZEXIHRE LI ERRILE
AR GRBR 3) ROWSME MR G52 =
R— bk 2) EMHESNZmEDT — % &2 T E
U 7= RHE ISR BB 20 & . A F U~ h—L 3k
FRHCT7 27072 LT02 X 0.7 mgkg/ B

MMIE (B




(mK26mg/A) HFLLIIAF Y2 b—APEHT
T 7NVT7IE LT 04mgkg/H (K 17 mg/
H) 285 L7072 70T 2 v OEYEHRE R
T A =X OREEME R 3 IR T I GLEAT—
H)e T2 TINT I UDOEFIREICE T 520 R%
E(XTITHEICE L THEm L7z,

% 3 : Dravet IEIZHBEICH T2 EERETOII VT

SIUEMBENSA—AOHTEE (REIRUHE2 0
R— bk 2)
= = Crmaxss | AUCo-24,5 CL/F | Vss/F
wEs | STP | R | L] g D) | Wb | @)
02meg |,y 348 152 | 371
/kg/H
) o | pasy | 829 | 67D | 673 | @50
B 3 of 07 m
s o Eg 64.5 1290 142 | 357
Noadp | G680 | @426 | @12) | (o)
SbE . 0.4 mg
Al 2 B | pn | 146 3150 151 | 331
ak—p2| M [Ng: 3] 712) | (80.3) (141) | (46.8)

REATFHRVEFAEHRE (%) TRR

16.2 IRIN

T2 INT IO, T XA Z Y T ¢
135 68~83% ThH o7y, 7 7INVT IV KN/ )L
T2 T7NVT I DOEYENREIC T AR FOREET
WD BN oT= 0 BMEAANT—H),

16.3 o
16.3.1 M o ESE

T2 I7NT IO MUES R L OFEERIX
100ng/mL F TORE T 50% T o727 (In vitro) ,

16.4 X

T T7NT D T5%LL EiE. FEIT CYPLA2,
CYP2B6 fxINCYP2D6IZ LY, /T2 70T
VEREENTZ, INAVT 2 TIAT I UEET R
(LR OBRAGIZ K 0 RIEHEARE 2 TEAR LT 39 (In
vitro) . [10.2 2]

16.5 HEitt

BROBE L7 70T I 0ORES (90%% 8 %
D). T2 TINTI N T 2T T I
FOZFoof#Em & U TRPICH S, Rk
WENTZT 2 INVTIVERI N T2 TNT
COEGIIWEREIED 25% KT ThH -7, Fhiz
1T 5% AR PE &7z 01 (SE AT — ),

16.6 BENERZHTHEE

16.6.1 BHEEFEE

7 o7V 2 0.35 mglkg HRIE G- Oy EhREIC
DT, HEOBHKIERERE (eGFR 28

30 mL/min/1.73m? 3i5) K QM@ RE#EERE (eGFR 23
90 mL/min/1.73m? 8 X 5) Z#XBRIRE LT7Z, 7=
VI T 22D Cmax KON AUCo-ing 1. B JE D HEHE
[ E HE T 20% L O 8% o T, /ST =TIV
:7 \: D AUCO-inf&U Cmax li\ Eg@%%ﬁ%ﬁ%%}%
T, BTN O LD WEAT—
),

16.6.2 [F#REEETEE

WRAEE . FPAERE T EE O fFHRERE S B3 (Child-Pugh
SHEA, BXIIC) BT 72070 T 3

0.35 mg/kg HEHE 5 O IRYEhIE & Ll U 7= BTl
T 27T 2D AUCo DS IE R 7ol He gk B it &
T, R O IR E B 1L 95%., FHEE DT
HEREREEBE 1T 113%, HEOFHREREE B I
185%HE M L7y, 7> 70T I ® Cma lX. NFHERE
P2 BB 2N T 19~29% DEEPH T L 7=, /v
T TIVT I OeHgE I, ITRREREE RS
T AUCo SR 18%HEN L. Cimax DN ER K 45%I8 L
=% GNEAT—%), [13. 9.3 5]

16.7 EWMHEER

16.71 RFURY F—ILEUVY AN LHBEER
UVEHAROEEREICSITS 70T
SIUADEE

EFIRREIZBWTAF U ARy F— L N7 a3 4

ZOFHSATIEOEH T TAA (0.35 mgkg) 2H 5 L7z

LEDT 2 TINTIVRERINT =TT I

DIEMBNREIZOWT, AALOH AR N & %F

BT LT AF VUL b= KT a8 L%

PRI T O T2 IAT IV KRR LT

=TT I UOBRERIT. AALTHEARANE BIT

Rk CTH 7o, AFIEIMPEEREE gL, AF U~

VAR e AT AR TO T2 I AT I

AUCointlZ, AANT148% (248 %), HA AT 120%

(220f%) ML, V7270532 AUCnt

IZ. AANTS55%, HAANT46%HED Lz, [7.1,

10.2 4]

16.7.2 CYP1A2 X% CYP2B6 FEENEE

R ALY 77 B2 (CYPIA2 TR CYP2B6
FHEIE) OEFERE 1B 1E600mg) T =2
V7 X035 mgke FHEIJFHRG Lz & &, KA
BB ERE L el LT, 7= 7T 2 D AUCoinf
1% 58% I8 L Crmax 13 40%58 0 L, /T =TT
2 VD AUCoine 1T 50%J870 U Crmax 13 13%3E M L 72 19
GrEAT—%), [10.2 2]

16.7.3 TDHOZEH
(1)  FLEFHIY (CYPIA2[BER) OFE

fREFERR AN 7 LR 2 v (CYPIA2 FLES) oF
FUREE (1A 1[A50mg) TTZ=>7T73I

0.35 mg/kg Z HEIOFH#E L= & &, AH| B 5w
EHBE LT, 727 T 2D AUCeins 13 102%15H
MU Cmax X 22%¥ML, /AT TNTI D
AUC0-int 1T 22%870 U Ciax 1 44%380 L7219 (OhE
ANT—%4), [102 5]

(2 /{B¥tEF> (CYP2D6 [HEX) OFE

R AIZ S e XEF > (CYP2D6 fRER) OEH
KiE QH1FE30mg) TT=r 7T

0.35 mg/kg Z HEIOFH#E L= & &, AF| B 5 H
LHEELT, 722 71F 2D AUCoinf 13 81%3
MU Cmax X 13%EIML, /T2 TAVT D
AUCns 13 13%084 U Cunax 1 29%0800 L7219 (44 E
AT —%#), [10.2 5]

B TZIVINLTEIUOHRAE~DOEE
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7277207 mgkg B G EAF YLk
—)b. 7 a ALKV 1 o B g &S
1, AF VR =i, ZanF ARV alE
®$@§5&mﬁbf AZF Y b= L DI E)

EBICHEE MIES o=, F72, 7oV a, J
wﬁnA%A(N%f%wﬁﬁ%)&Uﬂw7m&
DIEENREI b B L RIFE o729 GEANTF—
),

17. ERERRLAE

171 AR UVRLEICET HHR

1711 BFEAZ2H-ERARRELE-ETHR
75 RRE MEEKRE (58 3)

EEALRE, MIEAL, —EER, WITHMLE, 7

Z B ARRHRE ARG AR RER VT, 2505 18 5%
DAF Y~ b= LIEHFF O Dravet JEEREBRE (143
B ED [ 55 BARANEBREL 13 61]) 280, 7
=770 Tmgkg/H, 7270702
mg/kg/ A XIE7 T ®AR% 1 A 2T TRAKE L
776

14 B OWEE I & OHER T (REHIR) © 28 B
72 0 OFEEFRAEBE D N— AT A U b DL
W, 77 ARBEER LTI =TT 07

14 A OB K O%ERF Y QaE M) @28 Bifld
720 OFEBRAEBE DO N— R T A L hx b DEALSR

W, IO ERBLHBL T T AT I0.7
mg/kg/ AFET 62.3%, 7 = 7/F 2202 mgkg/ A
BETRA%DETFTTHY, 7T BRBECKH LWTho
AHIFETHFEHE A BENRRD bz,

T ER | o
A I
B 5 e
" . N N=RT A ipb
Bl | N=RTA DI D pf©
DOTRBIFR | (g5, eampen)
OB o
ZIER 40 -3.02
TE IAT I )
05 ma/F 39 5.8 324[62,513]% | 0021
TELTINT I R
07 maF 40 -10.05 623[47.7,728)% | <0.001
a) HIfE

b) 100x [1 - exp (ANCOVA 7 /LC 33 < PEZEH U 7= i 0 K ONERE 31

D 28 HRdH 7= 0 OFEIEVEREEL D Fie/ N
©) KHERZE M U 7o Wi R OHERIT 00 28 H M7= 0 DR VE R % [
LU, R OUEREE (6 il 6 MUl E) & EEE,

SRTEIEORRZE) ] 2 L0 B,

PIp-€'X A BNaN

— AT A O 28 Hifd 7o Y OREEREIER S A L E L § 5 ANCOVA €57

mg/kg/ HEET 64.8%., 7= 75 3 2 0.2 mgkg/ H

HET499%DIKTFTHY . 77 EREE

AFIFET AR AR A B AENTRD b7,

XFLWTho

W .
ﬁhﬁ;ﬁq&safﬁ 77 RICKT B
. - S— R T A UHE
e | ~—xgqom | TTATAEPE L
e T
DI R o [95% R [H]]
= e
PEREY 48 -0.93
Ea (7NN
(?zimfgig’/; “| a6 510 499[313,634]1% | <0.0001
T TINVT L
Ofm/gﬂ{g’/; | s 815 648[51.9,742]% | <0.0001
a) kI

b) 100x [1—exp (ANCOVA & F /IS < b $Zsfa U 7= i K O%ERF

@ 28 A 7= OFIEIEAER B D/

RTEIEOREMZE) ] IS XV EH,

) SPEZEMR L 7 Wi K OHERF I 0 28 A 72 V) R R RIS & SO %ﬂ(

LU, BEREROERTE (6 MR, 6 MLl L) ZEEZR,

RO LT

— AT A WD 28 Hifldb 7z 0 OEMERIEREE A AR E 55 ANCOVA £5
EMHTE 7 2> 70T 22 0.Tmglkg/ BREE 7T
CARBEL OB THY 727V T I 02mgkg/ BEEE DT T 2AREEE DL

I KD 7 TR L g,

AL RIRARYT & L CH i,

AHFECTORIVERRIRIL 57.4% (54/94 ) T, &

TRRWEAIX. T#8.5% (8/94 1),
) . BAREEE 28.7% (27/94 1) .

7 8.5% (8/94

IR 14.9% (14/94
B, Dma— R 11.7% (11/94 #1]) Th-o

ML T TR REEE i, FRTIE 7 = 70T 22 0.7Tmglkg/ AlEE 75
CARBEE DR THY 7= 70T 2 02mekg/ AfEE DT T RREEE DI
R AR & LT HE N,

AENBETORIERIIRRIL 55.7% (44/79 ) <. &
REIERIZ. BAEER 27.8% (22/79 4) . BEHR 11.4%
(9/79 f5) . MHNR 11.4% (9/79 ) . Lo = —fG FLET
910.1% (8/79 f5) . FHiI7.6% (6/79 ) . 57 7.6%

(6/79 B51) . FEBNIFH 6.3% (5/79 i) . FEBIEAE 6.3%
(517961 . K7 5.1% (4/79 B) . (KERD 5.1%

/79 ) THo71=17,

T 3) HRE TS AR LB X 5D & CHRIE O fE1g
B O RBYWRFR I,

ST B

171.3 BHBER  RELACZEERT S AR
SFIEERRAER (ABR2aK—F2)

WEsh, WEA b, —EHEMR, WATHERR, 77 'R
stRRE MAHEG R SBRIC BN T 2300 5 18 kD A F Y
Ry b= (T aARXFLEONLVTafBofFH) 2R
H LT\ 5% Dravet JEEREERFE (87 B) & xtZIT, 7 =
YI7NT I 04 mgkg/ H XX 7 EARE 1 H 2 ENC
MFTRAKSE Lz,

FEFMEE TH 5 15 HEAOWEEH L OHER 05
SRR o 28 B 720 ORBIEMEHEE DX— R F
A UMBEDOERIL, T BRFEL B LT 2T
T2 04 mgkg BEET 54.0%DIKFTHY, 77
T ARBEIKR LARBIE TR N ARBEEZDRBD L
7=

776

AHIEETO B ARNBERE OBIERARBEERIT 87.5%
(7/8 ) <., EREWERIZ. BHBHE 75.0% (6/8
B1) . fEIR 75.0% (6/8 ) T - 7= 10,

1) 1 BB G-A Ik

T 2) IR CIER < AEHR & B 2 5D IR K O EE OGN il 0N i
O REIRFA I i,

171.2 BHER  EEAL-EER TS ERHRE
FEMIAERKRAR (HB&1)

sk, EiERb, —EHER, WATHREK, 77t
AR HREE AR ER R BBRIZ IV T, 20 D 18 Ik D A
F )~ b= VIEGEH D Dravet JEEREHRE (119

) EXRIZ, 7z T7NT7 I 0Tmgkg/H, 7=
CI7NT I 02mgke/ H XX T ®AR%E 1 H2ENC
TR OES LT,

IR | 7rercurs
g | c—xggom | RTINS o
N DR v
POREREB | oorfamici)
FEOZ L o
77 &R 44 -0.38
Tz INT IV o
0.4 mke/Hl 43 -4.29 54.0 [35.6,67.2] % <0.001
a) e

b) 100x [1 - exp (ANCOVA &7 /WAZ IS < Sl EZE i U 7= Wi 00 K OVHERF 351 >
28 A& 7= v OFAERAEREEL O e/ — R OREMZE) ] 12X v 5,

©) SFERZE M U 72 Wi 30 B ONHERE 01 0> 28 H 372 1 O s (R EIEk & SUSZE 5%
LU, BGREROVERRE (6 B, 6 MLl L) ZEEHE, SR LI~ —
AT A W 28 AP 72 ORERAEE S A AR L5 ANCOVA £ 7 /10
AU RS i P

AFIBETORIERARIRIT 72.1% (31/43 1)) T, £/
BIVEAIE, BEREGR 39.5% (17/43 1)) . 3% 55 16.3% (7/43
B) . WEHR 14.0% (6/43 f51]) . REEIID 9.3% (4/43 ) |
5k 9.3% (4/43 ) ThH-o7=19),
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18. ZEpHZEE
18.1 {FR#F

AHNOVERBEFIZHMETIZ 2 VWb OO0, ke b=
T E N Lie 5o 5-AT BT 7 2 4 7 OiEH L
YEH %24 LT, Dravet SEGEREOFIERDIZ T 5T 2
LEZBND 920,

18.2 In Vivo &E&

18.2.1 Dravet JEIEREOE T T 7 4 v 2 FF /LT
BB TAMDADOFNEBERE K Ot e 2
b &7 2,

18.2.2 Dravet JEfERED~ 7 AT MBI TR
T b T VR R E RS E R BLE L
7 22,

18.2.3 ~ U A|IHIT D NMDA FEEIEL L %
FHEE L 7= 2,

18.24 T v FORKERFZHEHELZELR 2,

18.2.5 T v bD_UT b TV — LB REMEREL IEME

MO Ziib S/ ),

19. AP ICEYT HBIEFHMA
— %4 T =7 VT 2 RS (Fenfluramine
Hydrochloride)

{24 (2RS)-N-Ethyl-1-[3-
(trifluoromethyl)phenyl]propan-2-amine
monohydrochloride

433\ CizHigFaN - HCI

GyFi 1 267.72

£ -

¢ HCI

B UEGEMEE

PEIK A BIREE O Ao E
K= 7 —n (99.5%) [ZIETFRT<L, ¥
ﬁDD%’S’/ RGBT, TER=1Y
Wz < v
%ﬁﬂ%iﬁz : 3.36 (A7 B 7—n,/K)

21. EBEH

21.1 EIEG Y A7 EHEH 2R EO b, U FE T
AL .

212 [ H) COIRBRIAEB 23D TR STV D Z &
5. Q(_H',()fo\ ~EBDIEFNAR D /‘*‘ A
EfHIND EToMIT ”"mM % XS FH AR
T AR AT V’TTLJ /JQWC‘\':, Wﬁ'ffﬂtm“l*%
O TR AET L & & Eni\ KA D22 e

KO x)JHA‘JJTﬂ J—/J T ERMIEL, K
O EAE IS EREE AR D 2 &,

22, @i
60mL [1 7R F]

23. FExH

1) HARANROE N Z 55 & LT S s igaER
OKERFH EI AFEARAR, CTD2.722.1.1)

2)  EERRANICIRIT D ARG EIE GKRREAR - A
EAANH, CTD 2.7.2.2.1.5)

3)  REEHEEWEIEET LORE GKEEH R AFAH
AH, CTD2.7.2.25.1)

4)  HEMEREL G B IARERRER GREEEA B« AEA
AAR, CTD2.7.222.2)

5)  HEpEeE S UENMEERRER GRGEEA R AFA
AAHR, CTD2.7.22.23)

6) HEMMHAEMEMEROEFEORE GGBEAR  AFEAN
AR, CTD2.7.22.12)

7 Invitro \ZRB T A EAMAICET AMF GEKREAR ¢
AEAANR, CTD2.7.223.1)

8) Invitro \ZB ) BB LA X BERIZBET D ME OK
AEHR  AMEAHAR, CTD2.7.2.2.3.6)

9)  Invitro \IZBIT 5 CYP REULR OB T 2 it

KREAR : AMEAAAR, CTD2.7.223.3)

10) Marchant NC, et al.: Xenobiotica. 1992; 22(11): 1251-1266.

11) Bruce RB, et al.: J Pharm Sci. 1968; 57(7): 1173-1176.

12) Beckett AH,et al.: J Pharm Pharmacol. 1967;19(Suppl):42S-
9s

13) EHRERE BT IR T DB OMRE GRGEEHA
H:AAAAH, CTD2.7.2.2.1.6)

14) JFBSRERREE BT DM BB OMRE GRGEAEHA
H: A®AHAH, CTD2.72.2.1.7)

15) fEHERERE &t & L= BB GRREA B -
AFEAHNR, CTD2.7.22.14)

16) [EFRILFEFEIHERRRER GRRREAH - AFARA
H. CTD 2.7.6.10)

17)  EBIER BRI GKREAH - AEAAA
H. CTD2.7.6.8)

18) [EBILRSF MARERRAER CREREH B - AEARA
H. CTD2.7.6.9)

19) Hekmatpanah CR, et al.: Eur J Pharmacol. 1990; 177(1-2):
95-98.

20) Rothman RB et al.: Circulation. 2000; 102(23): 2836-2841.

21) Sourbron J, et al.: ACS Chem Neurosci. 2016; 7(5): 588-598.

22) Wong JC, et al.: FASEB J. 2017; 31(suppl 1): 813.7

23) Rodriguez-Muiioz M, et al.: Oncotarget. 2018 ;9(34):23373-
23389.

24) Buterbaugh GG: Life Sci. 1978; 23(24): 2393-2404.

25) Lazarova M, et al.: Life Sci. 1983; 32(20): 2343-2348.

24, XBERERUVBLEDESL

H AR RS S iy
T601-8550 FUARTIT A (X A HERZVE / FEFT O 0T 14
7 U —&A ¥/l 0120-321-372
TEL 075-321-9064
FAX 075-321-9061

26. BERTEESE
26.1 SEERFETT
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A== = Uy SRR
BAEHTER I E S TH 17 & 1 5

26.2 HRFETT
A AT SR e 1
AT R EEREE 2 FERY DT 14
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1.8.2 HEEXIIHR (V) RUZOHRTEEMH
1821 ZhEEXIIZE (V)

4. SHREXIIZHR

DI TANAETTHLLHENRED SN Dravet IEIZEHBEFIZH T D5 TANAFREEIZK
TEHEBMTANMAVEELEDHFHAREE

1.8.2.2 SHEEX IR DI ERM

Dravet JEEREIZ DV T

Dravet SEERE L, EHEEHT A AEE (ILAE) (2 X o TREMETAMNAMEIIE & 272 STV
%o PIOFMETMIANITAERZ 1 FFE T @FHAERS~8 » H) 1T, BEAICL-THEEIND
Frgtt 72— ST MO MMRFIEL LTRET 5, 20k, — MM SUI2BRIEORIRRE
[ZHNZ C, BFITHEIC AMRMRERRIIE, I47 v =—FME, KOFEER K2 & Lotk 4
A A TOREERBR L, TANAERIRBICR D AR E W,

AIROEIREE % — (JIDIC) DK - 1GHFEH TlX. A TO Dravet JEBEREOIGHIEIL
v 7afg (VPA), 7 a2 A (CLB), AF U~y h—/ (STP), BibAl, heT~—1
REPHWONS, AN L > TUTEALT D DD, TANAERREIZIIN Y UTE
EUREAAERT S, b UoRBIERBIThILD. ) L STV D,

Dravet JiE (EREFEFE ORI BAE A AT 5 2 L 138 L <. Dravet JEMEREIC KT L CHBIEMEH rIEEZ2 BT
TADAIIT Lo TRIEDWHR UIRE DT 5 Z LITENTH D, Dravet SEBREIZFE D FAE
IFHEENSEHEMETH D . TADAILEIT 5 T 22858 (SUDEP) 12 &2 REIFELT, 8%
R e N O OMRREED Y 27 OJFRIKO 1258 LTHEEN D2 hu—/LRB R EES)

DD EEZBNTND, £DT28, Dravet FEBEREIZFE D TAMNATIEDRIRICIT, FHIERE %
B SH R &R A U S 2 BRI 21212 2 L1 X 5 K0 2372 Dravet
JEGEREDIRIEN VB L SN TR, IRRE L TREADT VA Yy AT A HNV=—ZARH D,

3 DO FHEMAHRRAR CTAA OB R OEHEOF B 2 RBIER OB K OERSERIHE D IER 3
BERINTW3,

AHFND 3 >OHE M AREGR R GRBR 1, B2 24— k2, Bk 3) T, 2 mLl Lo Dravet JiE
TGAE BT OVRIRICARHN DA RME R OBV TG S 47z, 3 /R0 7T & A FRER AR BRI TN 2.
T, RUINA9ME2 MR 2 IEEmtkmiatBatit (1503 35 bkt ch b, 7. BR
AR THEHSNTWAARIZ Y =20 71T I UHBBIERRERAEH Sh T 5,

o R 1 Tld, N—RAT A U ORERIMEEL 28 HHHZ V) OHEPHITA) 3~620 BILL L
THY . PRAEIIAA 0.8 mg/kg/ HEET 20.7 [A], AHA] 0.2 mgke/ HEET 1750, FF+&
RRET 213 RITH -7z, FEPLAERIERE 28 HM&H72Y) X, GHETH 2 AH
0.8 mg/kg/ HHE T 7 B ARREIC AT 623% K= < L, ZOREMZEITMEFIIICH
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BETho7o (p<0.001), F7o, KHETH DAA] 0.2 mgkg/ HEETIET 7 BRI~
T 324%KREL WAL, ZORMAETHFFHIICHE TH -2 (p=0.021),
® {BR2ak—h2 (STPOFHZMAE) TlE, N—RAT A ORIERL 28 HiEHT-
V) OFAITHI 3~200 LA ETH Y, PRAEITAA 0.5 mg/ke/ HHET 140 B, 7T &
AEET 107 BITH o7z, PR 28 AMHIZY) 1377 BRI T
54.0%KE A L, EORERIZEITFEHFIICHAE TH -7 (p<0.001),
® ER3 Tk, N—AT A L OREFEIERE (28 HEH7ZV) DOFPHIZK 3~2700 [B]T
oY FIEIEAA 0.8 mg/kg/ HEET 13.0 [B], A 0.2 mg/kg/ HEET 18.0 [H], 7R
HTI127ETh o7, FHEERMERE 28 HMl&H720) X, mHETH 5 A%4
0.8 mg/kg/ HRETT 7 B RBEIC AR T 64.8% K& B L, ZOREMZEIIHEHFMICH
BETho7 (p<0.0001), F7=, IKHETH DAHK 0.2 mgkg/ BEETIXY 7 2 AREECI
RT49.9%KE P L, TORMETHHFHOICHEE TH-7= (p<0.0001),

1503 #RBR D LTE-DB TS REM Tk, KERIERE 28 HEH=0) o= 7

R N— 2 T A

YIND DEALEOFRARIT-62.9% (p<0.001) Thotz, —HOMWEREIIARZRE 24 » A
Behant, 77 RAEEER GRBR 1, B2 ak— 1 2 RORER3) OfERE#E 1.8-1 (IR

R
£1.81 HER1, HE2aFR—F 2 RUKER 3 OESRERHK

Efficacy Endpoint Study 1 Study 2 Cohort 2 Study 3

Placebo 7X008 7X008 Placebo ZX008 Placebo 7X008 ZX008

0.2 mg/kg | 0.8 mg/kg 0.5 mg/kg 0.2 mg/kg | 0.8 mg/kg
+ STP
Total number of 40 39 40 44 43 48 46 48
subjects
Median Baseline 27.3 17.5 20.7 10.7 14.0 12.7 18.0 13.0
CSF
Median T+M CSF 22.0 12.6 4.7 11.4 5.2 12.0 6.6 3.1
Estimated T+M % 32.4% 62.3% 54.0% 49.9% 64.8%
Difference from
Placebo in CSF
P-value 0.021 <0.001 <0.001 <0.0001 <0.0001

Abbreviations: CSF = convulsive seizure frequency; STP = stiripentol; T+M = titration + maintenance.

AFNTRRREME, JRBREL B ITEBAIBD O TS,

FERSABIFEA ML e OTRFEAEBE (RN FIEBEICB T D=2 74 Vb D& D
RGN E & U CaMii L7z, X8R 1 Cid, FEREMERIERE 28 HH72Y) KUMRIEIER
¥ 28 HMl®HT2D) OR=2T A4 b0 (BRI X, 77 BRETEREI 55.6%K%
W 16.2%0 L=Dizxk LT, AH| 0.8 mg/kg/ HEETZEIEI 76.0% K% O 68.3%I80 L, AH
0.2 mg/kg/ HBE T 50.6% K% TN 41.1%0800 U7z, 38R 3 Tl FEERERE (28 A H720)
FO%RER 28 HM®H=0) OR—2T A4 b0k (FRE) X, 77 BREETER
£ 20.1% KL O 8.6%I8A L7 DIZxt LT, A 0.8 mg/kg/ HETZNZLIL 76.8% K% U 65.9%I8D
L. &A1 0.2 mgkg HEETZENZI 46.2%M N 40.9%/0 Liz, WTHORBRIZE N T, KA
0.2 mg/kg/ H BED FERBMEFAEE I DI T T v REEE LR THEBERZENRD bR o Tz
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2, AFH 0.8 mg/kg/ HFETIL, FEAEMERERIB O FAERE DI T 7 B REE L L TF
BRENRBD NIz, B2 28— k2 Tl IFEERIEHEDO =T A )b DL EIC
BWT, KAI0.5mgkg/ HREE 77 BAREEE ORICHEHFRICABERZITREO b oTl, =
UL, —EROBERE CIHTBIERIMEN B LEBEICIE S DE N RED o2 EEZ bR
Do ZHH 3FRBROMRIL, mHETOIERIE R R E~DFNEEZ R L TV D,
INOORBTALNTEEERRIT, 7o 70T 0L OBEMNEESN, Dravet Jit (ERE B4
IS SNAHMDE L OFLTANAIETEL O D FG, WO L 7R i & OB 4
MTE< AN FERTH Tz, BEMIIE, K<AONEAEFRLRIT, TR, 5. FBE
FRGERGE, b7 RO RERD . AREHE, BIR K IR CTH o7,

I b DA EEZOREBEIGITRIFNEINE S, £0Z ITREMR L L bICHAT D L
DR ST,

DT TAPAIK L OFFRHBEIZOWNT

AR 1, 2 KO3 IR WT, FLrCAnAHELE 1 FEED IR T 2 EERRIBN L2560, K
RIOGINE & 2otz 77 B AR & Gl L7z, 7eds, BB 2 28— 2 Tid, EHEREE L
TSTP LY AU EEDDH I L EVALE LT, Dravet JEMERE K O OO FTHIFIE TAMDADIR
FEIZIE, — %I CLB Je O8N VPA NS HAFIEOFH R L L THER ST 528 (Wirrell
2017; Kanner 2018) . CLB XX VPA O Wb L AR U X —RNFEHEBED 50%% FlE-7-2 &
2D, HAREE L TO CLB KU VPA DA MR TlEen & B 2 Hitle (Dressler 2015;
Wirrell 2019), AHKIOFERDBAGE S AV 7- ¢ C, Dravet SEEREZ G & L CRGR S N2t TAn
AHIT STP (VPA L ONCLB & OffH) oA THY , B, HF ¥, A=A F7 VT KOHAT
HERINTWD,

Dravet SEMERFIZ 6T 2 HLARIE DG IIEF I TH D . —fXAYIZ Dravet JEBERE D H)HI B D
TR SUL TR E LTHOL LTINS (Wirrell 2017), & HIZ, KEBGO TAMDATA R
T4 TIE, PICADAEOBEAFIETRIEa Y he— AR AR 0 Th o BEICH LT, #t
TADAEE OOFFIEEZRRE L TV D, BOENTNDHZET VAN E, /NEO Dravet fEERE
BEOKESN., BRIICHEERRBIEaY ha— L a2 ERT 572012 2 FILL EOHTANAIK
ZEMNT HDMENGH D T EDRHLNITR>TND (Wirrell 2017), Z D728, Dravet JEfEEEEE
DIEER)RIEFRIEITEBOFAIK G TH L LB LN TEY | ERIC, ZoiRETES R H
T LM SN TV D, Dravet JEGEREOIRMEIRRIZIL, 1FLAEDEE, | FEU EOHITAMN
BRI X DBRIENE ENTEY . BRHRBRICEBW T, TADABEEZ T 7 EROH TIHE
T2 2 LIEMEM LB DNV, TADARIFRIZEIT DR 2B T A > L Ak
2, 27 &b 1RO TANAIKIC X DIREIKHT 2 0FRRIE & L CORAOLENER )
HIMEEZRM L7z, 52, ZORBRT A iE, RBRICSI L2 BRENEBICIER S DR
REZ LT\ 5,
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CLB K& U VPA DO HLAFRIE & L T O Dravet JEMREIZ 31T 2 AZMED 153 TRV EEFES LTV
DI b B9, STP ZERW OB T AN AFKITIE, BIOFTCTAMNAIRITKT 5 OF L &
L CHER SN E O B i IR STy, S Z< O TAAIRIZ, B
D TP AMERBIZOW TR IO BT U AR HILTN D, BHOFLTANAIEIZ
K D169 IL. Dravet JEEREDTERIZIS T DIEMERNERE L B X HAILDH T2, Zogenix fHiX, D72 <
b I FHOBEAGR THOI TANAIKIC L DIBELEZ T T D BE T 20 ARIEL LT
kR 2 i L7z, EEOTUT AN ATEE WO D, Dravet JEBREDTENR /ST ¥ A HITH
JAEEHRR L THDZ EITHALNTH D,

KEVRASCE (USPT) Tk, EROFRRIZE Y, 7= 70T I 3 CANA IO HIER
ELTOFEAIZOVWTHESNTITEREINTWD, T7bb, FHIREIT Dravet JEEREDOTR
WOERTHY . FLCANAETOIRFEO Ny 7 77 0 ROFTRITMNE L S THRn, B
N EEEL (SmPC) T, Dravet JEEREDIGRO 72O OO FRIE L LT, &EICHAT 23 /M%
& A TRE SN,

HRIZBWNTH, Rl X 5 ICHTADAIEE WO - R CREEER 72 18 E T h
D IZEAEDIEETA RIA L THEINTWDZ 20D, REUIBNRICEEFELE LT
ROEL L 7o, BEZIEERREO DR S Y5 2 LIEMEBEICK T D LB X LN DT, AFIOEEK
RER BN TE, T X TORIEALRIRRB CIXIi CANAEKEZ A L TRV, BAFRIEDOR
BRIZER STV 720,

fiiam & LT, ERLE D NRE - DIROBEIZ U TH DL EHE XD,

1.8.3 RZRUVAE () RUZTOREEHR
1831 HRZRUVHAE ()

6. HERUHREZE
(1) AF VY h—NEHTIHE

W AR 2 U Eo/NRICiE, 72070532 L T1 HO02mgkg Z 1 H 2 [EIZS
FTCROBET S, B, ERICED 1 B 0.4 mgkg 2B 2 72 WEE CHE TR 528, HE
X1 EBM EOMEZ ST TITO) 28, F2, 1HHAEE L T1Tmg 22202 L,

(2) ZAF VY =LA LA WS

W AR 2 U Eo/NRICiE, 72070532 L T1 HO02mgkg 2 1 H 2 [EIZS
FTCROBET S, . ERICE D 1B 0.7 mgkg 2B 2 72 WEPH CE R 508, BE
X 1AM EOMEZ ST TITO 28, 2, 1 HHEE L T26mg 22N L,
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1832 HRZERUAEDORERN

BRRRBRCIX, 7= 7T I VlEBIEL LT, AF U h—L (STP) ZfiH L72WGEE
1£02~0.8 mgkg/H (B K1 HE30mg), STP Z0FH T 5%54E1L02~0.5mgkg/H (k1 H&
20mg) ZHEGEE L TRELL, INEEEE X, PEEHE - HETIE, STP 20FfH L2 WgGE
3720707108 L T02~0.7mgkg/H (X1 HE26mg), STP Z(tHT 55613 0.2~
0.4mgkg/H (kK1 HE 17mg) 2#&58EL L TRELE,

ZF Y~ h— VAR LR WS

AR 1 ORERIL, FEFHmIE R THERISHEDGE D S v, AH 0.8 mg/kg/ HHEDRAEFEAERIH D
A ITIAFA 0.2 mg/kg/ A REIZHERTRE Do 70, FrET & UL, AHAl 0.8 mg/kg/ HHE M OAHA
0.2 mg/kg/ HEEDOWT I b 77 B AR LR TR AR FE PRI A B L7 2 & T
HY . ZNOOMMTFERIT, HETLIARFOEET VI XL (706, 0.2 mgkg/ H THE
B L. £k, FEEOIZTIE LT, FRMBO LN L ETHELMWIET 20715 2%
FFHHDTHD,

1803 #kERI%, % [ #H DDI iR (BRI O LLEGAER) TH Y . AHFl4 STP L A (STP/
CLB) BRI TR OEHH T THRELEZL XD T2 LTI VR I VT =TT 2 DG
L, Wb BARAERE & A AEBRE CRRTH D Z LRSI, ZOREND ., Wt
R T — 2 % HARNBFIIMET 5 Z ENARETH D . KE KL EU OHEREAL - A&IXAARA
BFICH L THEEMICHET Th D EEZILND,

AR 1 OFRER & —E LT, BB 3 TIR. FEEADMRHEE B I ERSEDR TS i,

0.8 mg/kg/ A BEIE, 0.2 mg/kg/ H B & Ml L C, BEHEEORIERBD %2 726 Uiz, FBIEHEED
At EMICEBRGEDS, 77 R L ik U Tl AR TR bz, Bk 3 OB ARAERE
DEEDREFIL, EARHNCRER 3 OREN S IZIEFRERCTH - 72,

77 RREABR L O E Rk AR CEERAEFZIRD LT, AEMIIREFTH -
7o BEEISNTAEFEFROKE DL, BRAE, KEED, IR, HIR, #5772 E, ok
DEFNTEIL AONIHEEELL Y/ XET7 = 7 NT7 I CHET MO ERELETH
D, IRBREOBEGHIICED Z ENFE A E L AAIOR GG ICHEL LT,

AF YA b=V E2 T 554

STP L'’ A (STP & CLB KUV XIZ VPA D) N7 =2 TNFG IV KRNI VT =TT
LU OB KT TEEICOWTL, 3 SOBKRRE, ThbbifeiE e xtgl L
1505 3RO /x— k1, 1803 3Bk, KU Dravet JEMEAED/NE R OEFRR AN ZXIR & LT 2 3B
ak— k1 THHL-.

1505 RER D/ X— 1 DFER S, STP LI A (STP/ICLB/VPA) N7 = T7)VTF7 I KON/ )V
T T7NT IO PKICHEIFEMICAE B R EEE RITT I LRSSz, E2, 1803 iREAD
5. STP LAY (STP/ICLB) W7 = ZNAFGI VORI N T =275 I 0D PRICHEER
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HELRIFL, Tz INAIFIVKRINT 2 TNT I DOIREIZRT 5D STP DT A A
EHAARNDOHTRIETH-T=Z ERREINT,

STP LY A L ARK L OMAAERCET 230405741, fB20ar-—F1 THLA, £
ZTlX. STP OOFHOEIIZ 0 BT AHlE CLB KT VPA ZFH#E G L7z, 1505 RO

N=hF1EORR2 Dar— k1 OF—4L, PBPKET LOYIA—T g o THONLBNTE

D, STP LY AL LT 2B 2 Oak— b 2 OARAIOHE (0.5mgkg/ H. K 20mg/ H)

MEE ST,

T2 TNTIVEOR I NVT 27T IO PKICKT S VPA, CLB, KONSTP 21D

L, BIRINTEIK PK 7 —4 ., PopPK E7 /L, KMOPBPK E7 /b, W NI SCHRIZ & - TH
H2NZ STV D, STP (X DDIICBAE R B4 52, VPA KON CLB 1%, STP & OfFH DA HEIZ
Db BT, T2 TNV TIVRIEINT 27T 2 ORI E IR KT R

Moz,

8 M AHERR BB Ch 238k 2 =R — b 2 Tid, Tl S =3P AAER 2 MEET 5 72912,
STP LY AV AHFHAT AR DO EE 0.5 mgkg/H, Ik K20mg/H & Lz, RBR1 T, SHE
BEOWBRE 121X STP & O LT 0.8 mgkg/H (kK 30mg/H) Z#5 L7, B2 248— b
2OFERIZEY AR OEEFR T 07 7 A VTR 1| ERBR2 OB THEELL Tz Z &3
IRENTED, STP OHFA (CLB LUV XX VPA DR OAEEIZ b 5 I2OWTHRF L7z
AEFESITEY CTH D Z EVRENT, &L LT, STP LY X LU LA OAKIOHRE
SNTHEREHIT. AARNEFICOEAAETH D,

PLEXY HEETAFOERG T LT XL (Thbb, 02mgke/ H THEEGZHMGBL, £D
., FHREOKSITG U T, 2ERRBO LN D E THEEZMIET 2 715 NEMT LN,
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1.84 FRLOIEE () RUZOHTERM

A EoEE (%)

A EARHL

1. B

AHEOHFREIZ & YD IRE K U FMBIAR 14 i £
EZSIERTEEINLHLHDT. FFOKRERHE
AR O RSP EEHN LGOI I —REEZ Xk
L. BIRGBEEMETIEMEDEED Y LEAT
52 &, [8.1. 82, 911, 1111, 11.1.2 58]

T 7NT IR ED S-HT2B %R
K7 =2 NEHEEZHETLHERr b=V
VEBNZE 13U M B FRUE S OVt B IR
Jifi v L EE & o0 B3 iR S T
V. AR OB BERT, &5 RO
HRTHRIZOIRE=% U > 7 NNET
bHZ L, FlblEE=21) 7 TE
D IR S OSER D FR D T2 356 130
G724 1E 2475 K 5, CCSI (B
LM R) 25BITHRE LT,

2. EZ (ROBARIZEESLAGWIL)]

2.1 AN D B 53 56 U BUE DREERE D & 2 B

2.2 T 7 UBEEERIAEA] (BLX D SRR
., VXV U AVERE, 7 43 R A
SOVERYR) e HE G U3 R 14 B L
WNoOBE [10.1, 11.1.3 ]

EIMO—A e ER L LTREL

720 AFIORS % LB BUE O BEA: R
Do 5 BENL, AAIZERET D &I
£V WBIE AR BT D RN B D Z
EMB . CCSI BB ITRGE LT,

T T I UMEEERILER & OB &K
Hizkv, e h=EEHOY 27
D ELAREERSHH Z Erb, CCSI
EBEITHRE LT,
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M EoEE (%)

A EARHL

7.1

BEOREIZIN T, HET 258121, L
T OWHE R 2 — LB BEIT,

7. RERUVHEICHEYT IR

Lo 1102, 16.7.1 /]

RE|DHRFIER 71—

HET D

AFYR b= b ff | AF U b=
FILARVBAED | L O 3 HAE
Pith=s 1 BfRcR & 1 BRR
58 58
I 0.1 mg/kg 6 m 0.1 mg/kg Tm
B5% | 1H2 £ 12 £
0.2 mg/kg 0.15 mg/kg
7HH L H 208 26 mg LH 28 17 mg
0.35 mg/kg 0.2 mg/kg
14 HH L H 2 26 mg L H 28 17 mg

7.2

7.3

HE1D AFVAY F— O LAWEE T, L0 Rl E S22 8513,
4BZLITHELTH LW
H2) AF VY h—Ey e AP ARSIV T afgk f

AR OG- BEIIVNER/NRE 725 K5, B
TEICHEEBEICBE LN OHRETT S Z L,

HE ONFHEREREE D & 5 85 (Child-Pugh 43
BC) ITiE, ARG EEZHETHZ &0
I N D, 4D DEE DR RKHESEHER:
X1 H2F02mgkg, 72720, 1 HiEKE
H&E317mg &35, [93. 1662 2]

1.8.3.2 LM U BEOBERNLZ 2
ﬁﬁo

ik - RICBEET 2EEHEE L
T, MEFE, WHA 7Y a2 —Vick

L. BRARERBRAAEIC B D S BOE L7z,

1. BEROS, EEREARNERICE
\F 2 Ui IEE K OVt B ARME it & 1
SEICBT DB A B E 2. AAID
MBI OWTIIA MRS TE D
PRBICED L Z LR EYTHDH L
MBERE LTz,

My

%

MRREER T, HEETEEREEZ AT D
Dravet JEMERE LA (ZAAIZ STP & 1
Be5- L7z & = O fenfluramine 2 Y
norfenfluramine @ & & IRHED AUCo.24
OHEEAEIX, Dravet JiE (i BE & x5
2RISR TON T & & OIRERE
DOFFANTH > 7275, HEEONFHERERE
HF (Child-Pugh 4338 C 123#%%) T
X A&l 1 FHEZBET D2 LN
HIRINDT-ORGE LT,
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8. EEGEAWIE T2 T7NVT U7 D 5-HT2B K

8.1 AENDEHR S THDH 7= TN T IO | (K7 I=X MEEEHFTLERr h=V
BAZH W T, DR EE & QBB IR A | (EB)ER3 CE R RROE K OV Bh IR A 55
JESE & OB RNRE SN TWD, AAIOF | fERE & OBJEMENRE SN TEY
HBRAGRT R O G-I I, PEERARA M & | RBI O GBMGRT, 5RO G
THEMEOBEEO L L, EHNRALTa— | TRICMEE=X ) 7 RBUETHD
BECLDUKE=2 ) T H2ATOLERD | 2L, FHLEE=4Y 7 TZDK
Do ETo. AROBGHMPIL, 0788 | IR OERNRD b 5E 13w 72
(EZEOL NPT R, M X8, DEXE) | AEE1TO L5, CCSIZBBITHREL
ZEMNATY 2 &, [1.. 82, 9.1.1, 7o
11.1.1, 11.1.2 /]

8.2 DT 3 — R A TR IR D B 338 Bl
e, BINOLT a—paa F L, BER
Fige L CW W a sl d 5 2 &, o a—

FRAS C U B SV AT B R A & i, 6 2
R B ET R HNTHE AL, AR O
HBtG ST Gk DR 7 4 b E U AT
EERL, HHORELEEICHET S Z
Lo [l 8.1, 9.1.1, 11.1.1, 11.1.2 BH]

8.3 BEBBENHLDONLZENHLOT, &6 | 7707 I TEABEHR K MK E
MUDBE R OZDOZFRICHSICHBA L, & | B a5 S 2 J et v . STP
IS CTEMOZEEZZ T 5L 5, f88T | REDMOITANAFE L OHFHIT,
HZl, F, KEBOPHODLILD Z EN | BEBORIZ T 2 HMWER A T % Af
bDHDT, AHFEGHITEMINEREZTZ | BERHLZ LMD, CCSI ZBEITHK
T o7 L, BEOREAZHEEICBLSEL, | EL
REOBWDHBO bNTHEITIE, KEED
BEZHFT L2 L,

84 IRR. HEJ - HE£H - KFEBRDEOR | 77T I IEIR, SR & ONE
THREZLZENHLDT, BEUIMRES |IREglSEZ IR HD Z &
FTR L, HEEEOEIERS, fARE oM | 5. CCSI 2B ITRE LT,
DB E LWL S EETHZ &,

85  HlEASIEEZ LIHEMARNELFER TS | 720707 I TlELG &
BENDRD D, AFGHITEMREIMRT | L, PAZEBARAEL FHRE T D Rtk
XIFIRIE R B & b G a AR O G R I | K855 Eovh, CCSI ZBEITHEL
BEETDHI L, 7o
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i EorE () X TEAR L
8.6 TADARIEOHEE T TAMNABERIREDR | 1ITEA O TANAIKE EREIZ, 7
oD ENHDLHDOT, HHEEFIETD | = 7T I 3R ER 5 F 1k
BAIIE, eI ET AR EERICITY | I X o TRIEHEE OBME T AN
L, EHREREO U 27 R3H 0 | W0F L
LHIET 2 Z &6, CCSI ZBE (T
E LT,
9. BENERZEITHEEICHT IR
9.1 BHE - BEREDOHHESE
9.1.1  1(DMEFIEME X XS AR S T E B E T2 T7IVT U 8D 5-HT2B 2%

JCR SR RBE S 4 i B U it o 1 SiE S B HE - 5 8
nnd s, [1.. 8.1, 8.2, 11.1.1, 11.1.2 B#]

9.1.2 FERARKNEESE

PHZERR A FKNIEDRTIE & e DIEFLILENR A B 5 Z
END D, IRRBIAENC, Stlm, HEFELU, IR
DEEEREICSOWTRAITHERR T 5 2 &,

9.3  HHgEEEE

R e OV 3 B O TR BB D & 5 [ 4 (Child-Pugh
A KO B) ~DOARFOFG-EOFREITLEE R
VW, BEOITFHEEREDOH 5B (Child-Pugh 535
O) i, ARG EZHET HZ LRHESESN
%, [7.3. 16.6.2 ZH]

K7 I=A MNEMEZETLHE b=V
VEBNIE T UM IR FRUE S OVt B IR
Jii i M EAE & 00 B AN S AU T
%HZ b CCSl 2B BITRE LT,

T 7T R EEA g E R
L. PAZEMBARKNIE 2353 5 rTHetE
NHDHZ EME, CCSIZBEIZHEL
77,

FRRRBR ©, HETREEE AT D
Dravet JEMERFBHE (ZAFH 2 STP & fFH]
B 5 L7= & % O fenfluramine 2 Y
norfenfluramine @ JE & IRHED AUC).04
OHEEAEIX, Dravet JiE (i BE & x5
RIS T O L & DOIRERE
DOFRFANTH > 7273, EEONFHERERE
HF (Child-Pugh 5338 C 123#%%) T
X KA1 FHEZBET L2 LN
RSN DTORIE LT,
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M EoEE (%)

A EARHL

9.5 TR

I dii XATHEHR LTV 2 TR D & 5 MR, TRR
FEOREMEDERRIEE LR S &S5 A IO
T H b, B AERERBRICBNT, Ty
N CIERARBRTERED 12 512N L, a3 ErEsR
D ONCIRER TRIETE (BEREERT K OAE
4 ROWAERFEERED b, 7 ¥ TILERE
FE 0 0.07 f5ITMY T DR R CYRABRO R
®ICHB T HRFER) CTREMW) OMKRE K OB & O
DN B % A5 IR AR IR 23R M ORI R D 1IN 73 38
Wb,

06 B

I LOB IR R RO IS B L, 2
ALOBFULB L2 AT 5 2 2, € R0
7=V T LT L ROE ORI OB, BT
~OPBR ORI~ OB T 57— 5 1372
Wy,

9.7
2 AT D BF BB & L AR I L e
W I T MR AW EERBRIC W T, BRRIR
FERED 02 fFICHY T 2% E CY%ABRORIEN &
IZRIT2DIREER) CTHRFIREE (BREDORED
RO - GLIRREE) NRO b, Fio. EKER
FEED 1.3 5T Y 7 2 1R & CREE N & X O
BEOWAPRD BT,

INR

9.8 EHE
ORBELMOIGRE LB E L. DR LG 2
e %7 EREOIRBEZBIE L2 HIEEICRE T
2L, Ml EE~ORFEEGICET 5T — 213k
[

FG~D7 = 7T 2 RGBT
LT 2R EN TS Z e, 3K
36 0608 5 1 5 (CFRk 29 46 H 8
H) (233 &, CCSI &%, B
TR AETRERBROT — % 2 5D E
L7z,

BHR~DT7 =TI NT I R GD%
BT 5T — 2NN Enn, K
A% 0608 55 1 75 (R 29 4F 6 H 8

H) 12325 %, CCSI #5HBITHEL
77

2 AR D BFEE R E LA
(O ge el =t - B B il oA i A R Y 1
LTWRNZ EnD, CCSIZBEI|T,
BT 5T — X B OREL
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Reprinted from WHQ Chronicle, Yol. 20, No. 11, pp. 421-434

International Non-Proprietary Names
for Pharmaceutical Preparations

In accordance with paragraph 7 of the Pro- The inclusion of a name in the lists of
cedure for the Selection of Recommended In- recommehded international non-proprietary
ternational Non-Proprietary Names for Phar- names does not imply any recommendation
maceutical Preparations,! notice is hereby for the use of the substance in medicine or
given that the following are selected as recom-  pharmacy.
mended international non-proprietary names.

RECOMMENDED INTERNATIONAL NON-PROPRIETARY NAMES {Rec. LN.N.): List 62

Recommended Inlernationa
Non-Proprietary Name
(Latin, English)

Chemical Name or Descriplion
and Molecular Formula

acecarhromalum
acecarbromal

acefyllinum piperazinum
acefyltine piperazine
aceglutamidum
acepglutamide

aceperonum
aceperong

aceprometazinum
aceprometazine
acidum etacrynicum
etacrynic acid

acidum iobenzamicum
iobenzamic acid
acidum ioglycamicum
ioglycamic acid
acidum iosefamicum
iosefamic acid

acidum oxolinicum
oxolinic acid

acoxatrinum
acoxatrine

actinoquinolum
actinoguinol
adenosini phosphas
adenosine phosphate

1-acetyl-3-(ac-bromo-e-ethylbutyryljurea
CiHisBrN:O:

piperazine 7-theophyllineacetate

CiH1aNaQCaH1oNz

N:-acetyl-L-glutamine

CJHI!NIOJ
4-[4-(acetamidomethyl)-4-phenylpiperiding]-4'-fluoro-butyrophenane
CraHzFN:2O-

10-[2-(dimethylamino)propyl]phenothiazin-2-yl methyl ketone
CuwH:N:0S

[2,3-dichloro-4-(2-methylenebutyryl)phenoxylacetic acid
CllHl!CI!ot

N-(3-amino-2,4,6-tri-iodobenzoyl)-N-phenyl-g-alanine
C1IHIII!N203

3,3'-(diglycoloyldiimino)bis[2 4,6-trilodobenzoic acid]
CIIHIGIIN!OT

5,5'-(sebacoyldiimino) bis[2,4,6-triiodo-N-methylisophthalamic acid]
CarHuleNaOy

5-ethyl-5,8-dihydro-8-oxo-1,3-dioxolo[4,5-¢] quinoline-7-carboxylic
acid

C‘IHHNO!
{£)-N{[1-{1,4-benzodioxan-2-yImethyl)-4-phenyl-4-piperidyl]
methyljacetamide

CaaHzN:Os

8-ethoxy-5-quinclinesulfonic acid
CuHuNDCLS

§'-adenylic acid

C|HH1IN504P

1 Of. Rec, Wid Hith Org., 1955, 68, 3 (Resolution EB15.R7).

1 Cyther lists of recommended internations) non-proprietary names can be found in Chren. Wwlid Hith Org., 1955, 9, |85; WHQ
Chronicle, 1959, 13, 106, 463; 1962, 16, 1015 1965, 19, 165, 206, 249.



Recommended Inlernations
Non-Proprielary Name
{Latin, Englich)

fenfluraminum
fenfluramine

fanharmanum
fenharmane

¥enmetramidum
fenmetramide

fenozolonum
fenozolone

fentanylum
fentanyl

ferrotreninum
ferrotrenine

flavoxatum
flavoxate

flucarbrilum
flucarbril

fluminorexum
fluminorex

flupentixolum
flupentixol

fluspirilenum
fluspirilene

formetorexum
formetorex

fosfestrolum
fosfestrol

furazelii chloridum
furazolium chloride

furosemldum
furosemide

furterenum
furterene

fusatunginum
fusafungine

gefarnatum
gefarnate

glafeninum
glafenine

glybuzolum
glybuzole

glyhexamldum
glyhexamlide

glyoctamidum
glyoctamide

guanisoguinum
guanisoguine

6

Chemical Name or Descriplion
and Molecular Formula

3-triluoromethyl-N-ethyl-e-methylphenethylamine
CuHuFiN

1-benzyl-2,3,4,9-tetrahydro-1H-pyrido[3,4-b]indole
CfIHIINI.

S5-methyl-3-oxo-6-phenyl-3-morphaolin
CIIHI!NO!

2-ethylamino-4-oxo-5-phenyl-2-oxazolin
CIIHI!NIOE

1-phenethyl-4-N-propicnylanilinopiperidine
Cl!H!INZO

hydrogen bis[N-ethylidenethreoninato] diaquoferrate{li)
CrzHuFeN20

2-piperidinoethy! 3-methyl-4-oxo-2-phenyl-4H-1-benzopyran-B-
carboxylate
CauHesN Oy

1-methyl-6-2-oxo-trifluoromethylquinolin
CiuHeRNDO

2-amino-5-{a,a,a-trlflucro-p-tolyl)-2-oxazoline
CuHsFaNQ

2-triflucromethyl-8-{3-[4-(2-hydroxyethyl) piperazin-1-yllpropylidene]
thiaxanthen
CzHuFaN:OS5

8-[4,4-bis(p-fluorophenyl}butyi]-1-phenyl-1,3,8-triazaspiro[4,5]decan-
d4-one
CuHuF:N:Q

N-{e-methylphenethyl}formamide
CWHIINO

a,a’dlethyl-4,4'-stilbenediol bls(di-H phosphate)
CFIH!IOIP!

6,7-dihydro-3-(5-nitro-2-fury!)-5H-imidazo[2,1-b]thiazolium chloride
CoHiCIN-0sS

4-chloro-N-(2-furylmethyl)-5-sulfamoylanthranilic acid
CiHnCIN2O)S

2,4,7-triamino-6-(2-furyl) pteridine

CioHsN+O

anantibiotic substance obtained from cultures of a fusarium belonging
to Laterilium Wr. section, or the same substance produced by any
other means

trans-3,7-dimethyl-2,6-octadienyl 5,9,13-trimethyl-4,8,12-
tetradecatrienoate

CITHMOI

2,3-dihydroxypropyl N-(7-chloro-4-quinolyl) anthraniiate
CisHCIN20,

N-(S-teri-butyl-1,3,4-thiadiazol|-2-yl)benzenesulfonamide
CuaHisN: 0152

1-eyclohexyl-3-(5-indanylsulfonyjurea

CuHnN:10:5

1-cyclooctyl-3{p-tolylsulfanyljurea

CllHl‘ N’OIS
7-bromo-3,4-dihydro-2-(1H)-isoquinolinecarcoxamidine
CuHizBrN:
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3.2.P.1 Description and Composition of the Drug Product
32.P.1.1 [DESCRIPTION OF THE DOSAGE FORM HES &R A —
32.P.1.2 |CONTAINER CLOSURE AN TNE R B -

3.2.P.2 Pharmaceutical Development

32.P2.1 [COMPONENTS OF THE DRUG PRODUCT HES &R A —
32.P22 |FORMULATION DEVELOPMENT AN HNE R B -
32.P23 [MANUFACTURING PROCESS DEVELOPMENT HES- &R A —

32.P2.4 |CONTAINER CLOSURE SYSTEM AN TNE R A -
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32.P2.5 |MICROBIOLOGICAL ATTRIBUTES AN HNE R A -
32.P2.6 |COMPATIBILITY HEA &R A —
3.2.P.3 Manufacture
32.P3.1 |MANUFACTURERS AN HNE R B -
32.P32 |BATCH FORMULA HEA &R FHAMh —
DESCRIPTION OF MANUFACTURING PROCESS AND PROCESS |, _— -
3 § N EJA _
32.P33 CONTROLS o N E R AEATG
32.P3.4 [CONTROLS OF CRITICAL STEPS AND INTERMEDIATES HES- &R A —
3.2.P3.5 [PROCESS VALIDATION AND/OR EVALUATION AN HNEE B -
3.2.P.4 Control of Excipients
32.P4.1 [SPECIFICATIONS HES &R A —
32.P42 |ANALYTICAL PROCEDURES AN TNE R B -
32.P43 |[VALIDATION OF ANALYTICAL PROCEDURES HES- P& R A —
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3.2.P.44 |JUSTIFICATION OF SPECIFICATIONS HiZaN HPE R AL -
3.2.P4.5 |EXCIPIENTS OF HUMAN OR ANIMAL ORIGIN AN PR AL -
32.P4.6 |NOVEL EXCIPIENTS HiZaN FHEPE R AL -

3.2.P.5 Control of Drug Product

32.P.5.1 [SPECIFICATIONS WM EN FEPERE a A -
32.P.52 |ANALYTICAL PROCEDURES HEsNEN FENE B FEATh —
32.P.53 |VALIDATION OF ANALYTICAL PROCEDURES WA EN FENE B A -
32.P.5.4 |BATCH ANALYSES sk FENE B A A —
32.P.5.5 |CHARACTERIZATION OF IMPURITIES sk FENE B A -
32.P.5.6 |JUSTIFICATION OF SPECIFICATIONS sk FENE B A At —

3.2.P.6 Reference Standards or Materials

3.2.P.6.1 [Reference Standards or Materials s &R FEA —

3.2.P.7 Container Closure System
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32.P.7.1 |PRIMARY PACKAGING AN HNE R A -

3.2.P.8 Stability

32.P.8.1 [STABILITY SUMMARY AND CONCLUSIONS HES &R A —
POSTAPPROVAL STABILITY PROTOCOL AND STABILITY , _— . B

3.2.P82 COMMITMENT o+ TNE R AEATG

32.P.83 [STABILITY DATA HES &R FEAG —

3.2.A D

3.2.A1 FACILITIES AND EQUIPMENT

32.A2 SAFETY EVALUATION OF ADVENTITIOUS INFECTIOUS FACTORS

32.A3 EXCIPIENTS

3.3 2ECIR

3.3-01 Kamada A, Yata N, Kubo K, Arakawa M. Stability of p-Hydroxybenzoic Acid Esters in an Acidic Medium. Chem Pharm Bull. 1973; 21(9): 2073-76.
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4.2.1 AR

4.2.1.1 2 hEBEMAIT AR

421.1-1 Effects of fenfluramine and norfenfluramine on various receptors " G <3475 .
XS-0691
Effects of (+)-fenfluramine, (-)-fenfluramine, (+)-norfenfluramine, and (-

42.1.1-2 |)-norfenfluramine on various receptors A FENE R FEA —
XS-0715
In VitroPharmacology Study of Several Compounds N v - .

42113 | 000000 24N R rT-A
Characterization of agonist/antagonist properties of Fenfluramine and

4.2.1.1-4  |Lorcaserin on sigmal receptor in vitro AN FENE R P A —
AM354
Characterization of allosteric modulation of sigmal receptor agonist

42.1.1-5 |property of PRE-084 by fenfluramine in vitro AN FENE R P A —
AM335
IonChannelProfiler™ Data Report N " - B

42.11-6 |00 s LEZAS R Al
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Fenfluramine: A Positive Modulator of the Sigma-1 Receptor in a Dravet
4.2.1.1-7  |Model of Zebrafish A B R BRI -
ZX008-P1-001A
4.2.1.2 BIRAVEKEAR
4212-1 Effects of fenfluramine and norfenfluramine on various receptors " G ST 4 .
XS-0691
4.2.1.3 ZEVEKERR
A 10-Week Oral Gavage Toxicity Study of Fenfluramine Hydrochloride
4.2.1.3-1 |in the Juvenile Albino Rats with a 4-week Recovery Period sk FENE B G2l —
9000406
A 43-Week Study of Fenfluramine Hydrochloride by Oral Gavage
42.1.3-2 |Administration in Beagle Dogs with a 28-Day Recovery Period sk A B A -
01127008
4.2.2 RYEEAR
4221 GBHERONT —ar s
Partial Validation of a Method for the Determination of Fenfluramine and
4291-1 Desethyl Fenfluramine in Mouse Plasma (K,EDTA) by Liquid sk NG =50 -
Chromatography-Tandem Mass Spectrometry (LC-MS/MS)
1401437
Validation of a Method for the Determination of Fenfluramine and
42212 Desethyl Fenfluramine in Mouse Plasma (K,EDTA) by Liquid st R SE Al B

Chromatography-Tandem Mass Spectrometry (LC-MS/MS)
1002067
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422.1-3

Validation of a Method for the Determination of Fenfluramine and
Desethyl Fenfluramine in Rat Plasma (K,EDTA) by Liquid
Chromatography-Tandem Mass Spectrometry (LC-MS/MS)
1000676

HEZAS

FEP R

AF

4.2.2.14

Partial Validation of a Method for the Determination of Fenfluramine and
Desethyl Fenfluramine in Rat Plasma (K,EDTA) by Liquid
Chromatography-Tandem Mass Spectrometry (LC-MS/MS)

1401643

ZAS

R

FEAT

4.2.2.1-5

Partial Validation of a Method for the Determination of Fenfluramine and
Desethyl Fenfluramine in Rat Plasma (K,EDTA) by Liquid
Chromatography-Tandem Mass Spectrometry (LC-MS/MS)

1401854

HEZAS

KPR

AF

4.2.2.1-6

Partial Validation of a Method for the Determination of Fenfluramine and
Desethyl Fenfluramine in Rabbit Plasma (K,EDTA) by Liquid
Chromatography-Tandem Mass Spectrometry (LC-MS/MS)

1401438

ZAS

R

i

4.22.1-7

Partial Validation of a Method for the Determination of Fenfluramine and
Desethyl Fenfluramine in Dog Plasma (K,EDTA) by Liquid
Chromatography-Tandem Mass Spectrometry (LC-MS/MS)

1401827

st

FEP R

AE

4.2.2.1-8

In vitro assessment of fenfluramine and norfenfluramine protein binding
in rat, dog, and human plasma by equilibrium dialysis
XS-0688

EN

R

i
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In Vitro Bidirectional Permeability Determination of Fenfluramine and
422.1-9 |Norfenfluramine across Caco-2 Cells AN A B B2l —
XT158035
Metabolic Stability of Fenfluramine in Rat, Dog, Human Liver and
4.2.2.1-10 |Intestinal S9 Fractions AN FENE R S A —
XT154061
Metabolite Characterization of Fenfluramine in Rat, Dog and Human
4.2.2.1-11 |Liver and Intestinal S9 Fractions AN A B A -
XT154063
4.2.2.2 RIX
A 14-day Study of Fenfluramine Hydrochloride in CByB6F1 Hybrid
4222-1 |Mice A B R al il -
20f6554
A 28-day Oral Toxicity Study of Fenfluramine Hydrochloride in
42.2.2-2 |CByB6F1 Hybrid Mice with a 5-day Range-Finding Phase AN FENE R B —
207821
A 6-month Carcinogenicity Study of Fenfluramine Hydrochloride by Oral
4222-3 |Gavage in CByB6F1/Tg rasH2 Hemizygous Mice AN FENE R P A —
207822
A 13-Week Oral Gavage Study of Fenfluramine Hydrochloride in the
422.2-4 [Rats st R APl -

8001991




7X008

1.12 BAER—E

Page 11

WA
%5

ZAMV

E R/ Ao

HNER AR

X

#Hili/ 25

FERBET T —FDFE

4.222-5

A 26-Week Study of Fenfluramine Hydrochlorideby Oral Gavage in
Sprague Dawley Rats with a 28-Day Recovery Period
01127007

st

FLPYEDE

REI

4.2.2.2-6

A 2-Year Oral Gavage Carcinogenicity Study of Fenfluramine
Hydrochloride in Rats
8001993

st

KPR

RE

4.222-7

A Dose Range-Finding Embryo-Fetal Development Toxicity Study of
Fenfluramine Hydrochloride by Oral (Gavage) in Pregnant Rats,
including a 14-Day Toxicity Evaluation in Female and Male Rats
207846

HEZAS

KPR

FE

4.222-8

An Embryo-Fetal Development Study of Fenfluramine Hydrochloride by
Oral Gavage in Rats
207847

HEZAS

KPR

AE

42229

A 10-Week Oral Gavage Toxicity Study of Fenfluramine Hydrochloride
in the Juvenile Albino Rats with a 4-week Recovery Period
9000406

5

KPR

AE

4.2.2.2-10

A Tolerability Dose Range Finding Oral Gavage Study of Fenfluramine
Hydrochloride in the Juvenile Albino Rat
9000468

HEZAS

KPR

AE i

4.2.22-11

A Dose Range-finding Embryo-Fetal Development Study of Fenfluramine
Hydrochloride by Oral (Stomach Tube) in Pregnant Rabbits, including a
Preliminary Evaluation in Non-Pregnant Rabbits

207848

HEZAS

KPR

AE
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An Embryo-Fetal Development Study of Fenfluramine Hydrochloride by

4.2.2.2-12 |Oral (Stomach Tube) in Rabbits st FEPER A —
207850
A 43-Week Study of Fenfluramine Hydrochloride by Oral Gavage

4.2.2.2-13 |Administration in Beagle Dogs with a 28-Day Recovery Period 4N PN B Gail -
01127008

4.22.3 LA
In vitro assessment of fenfluramine and norfenfluramine protein binding

42.23-1 |inrat, dog, and human plasma by equilibrium dialysis H FENE B FEATh —
XS-0688
Red Blood Cell/Plasma Partition in Fresh Whole Blood ; e =

_ 3 § N 112 _

42232 200605200101 L2 B R wT-Ai
Evaluation of Potential Binding to Melanin by Fenfluramine and

4.2.2.3-3  |Norfenfluramine In Vitro AN FENE R P A —
20}1006-001-01

42.2.4 R
In Vitro Cytochrome P450 Reaction Phenotyping of Fenfluramine in

42.2.4-1 |Human Liver Microsomes and Recombinant Human CYP Enzymes A FENE R FF A —
XT154062
In Vitro Cytochrome P450 Reaction Phenotyping of Norfenfluramine in

42.2.4-2 |Human Liver Microsomes and Recombinant Human CYP Enzymes A FENE R FF A —
XT164015




1.12 BAER—E

7X008 Page 13
TSR BAML EAMES | HNEE S ARRY | /8% |BBETS—SORE
F: =8 A g ] i 2 i 7 Fi3
Metabolic Stability of Fenfluramine in Rat, Dog, Human Liver and
422.4-3 |Intestinal S9 Fractions HiZaN HPE R Bl -
XT154061
Metabolite Characterization of Fenfluramine in Rat, Dog and Human
42.2.4-4 |Liver and Intestinal S9 Fractions A N E R FEAML —
XT154063
EXPOSURE OF RATS, DOGS, AND HUMANS TO THE DIOL
4224-5 |METABOLITE OF FENFLURAMINE AN FENE R FEA —
7X008-M1-001
4.2.2.6 FEWENEZRIEYFE A IER GERRR)
In Vitro Evaluation of Fenfluramine and Norfenfluramine as Inducers of
422.6-1 |Cytochrome P450 Expression in Cultured Human Hepatocytes 1k & B R —
XT153038
In Vitro Evaluation of Fenfluramine and Norfenfluramine as Inhibitors of
4.2.2.6-2 |Cytochrome P450 (CYP) Enzymes in Human Liver Microsomes AN FENE B AT —
XT155050
In Vitro Evaluation of Fenfluramine and Norfenfluramine as Inhibitor and
42263 Substrates of Human BCRP, OAT1, OAT3, OCT2, MATE]1 and Wish R 74 .

MATE2-K and as Inhibitors of P-gp, OATP1B1 and OATP1B
XT168020
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In Vitro Bidirectional Permeability Determination of Fenfluramine and
4.2.2.6-4  |Norfenfluramine across Caco-2 Cells st RPN R il —
XT158035
4.2.3 EHHERB
4.2.3.1 HEREHERR
A 3-Day Pharmacokinetic Evaluation of Fenfluramine Hydrochloride
4.2.3.1-1 |following Oral Gavage Administration in Sprague Dawley Rats I PN B 5% -
01127006
A 3-Day Pharmacokinetic Evaluation of Fenfluramine Hydrochloride
4.2.3.1-2 |following Oral Gavage Administration in Male Beagle Dogs AN FNE B 2% -
01127005
A 43-Week Study of Fenfluramine Hydrochloride by Oral Gavage
4.2.3.1-3 |Administration in Beagle Dogs with a 28-Day Recovery Period 1k A B A -
01127008
4232 REHEEGHEERR
A 13-Week Oral Gavage Study of Fenfluramine Hydrochloride in the
423.2-1 [Rats A B R At -
8001991
A 26-Week Study of Fenfluramine Hydrochlorideby Oral Gavage in
423.2-2 |Sprague Dawley Rats with a 28-Day Recovery Period AN A B Al -

01127007
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A 43-Week Study of Fenfluramine Hydrochloride by Oral Gavage
4.2.3.2-3 |Administration in Beagle Dogs with a 28-Day Recovery Period AN &R AEATh —
01127008
4.2.3.3 EfnmEtERABR
4.2.3.3.1 In VitroiRB
Fenfluramine Hydrochloride Bacterial Reverse Mutation Test in
4.2.3.3.1-1 |Salmonella typhimurium and Escherichia coli AN FENE R FEA —
9601196
4.2.3.3.2 In VivoRABR
Fenfluramine Hydrochloride Combined Mammalian Erythrocyte
4.2.3.3.2-1 |Micronucleus Test in Rat Bone Marrow and Comet Assay in Liver 1ok FENE R B —
9800312
4.2.3.4 DAJRMERRBR
4.2.34.1 RHIHAFHERER
A 6-month Carcinogenicity Study of Fenfluramine Hydrochloride by Oral
4.2.3.4.1-1 |Gavage in CByB6F1/Tg rasH2 Hemizygous Mice AN FHNEE FF A —
207822
A 2-Year Oral Gavage Carcinogenicity Study of Fenfluramine
4.2.3.4.1-2 |Hydrochloride in Rats AN FENEE S A —
8001993
4.2.3.4.2 EHUIFHSAFIERER
A 14-day Study of Fenfluramine Hydrochloride in CByB6F1 Hybrid
423.42-1 |Mice AN FENE R 2E —

206554
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A 28-day Oral Toxicity Study of Fenfluramine Hydrochloride in
4.2.3.4.2-2 |CByB6F1 Hybrid Mice with a 5-day Range-Finding Phase RN FENE B AEATh —
2047821
4.23.5 AFEFEAFERR
42351 ZIREROERETOYHEIEEICET IR
A Fertility and Early Embryonic Development Study of Fenfluramine
4.2.3.5.1-1 |Hydrochloride Administered by Oral (Gavage) in Rats AN FENE R AT —
207851
4.23.52 IR-FRIRFEAICET5HER
A Dose Range-Finding Embryo-Fetal Development Toxicity Study of
Fenfluramine Hydrochloride by Oral (Gavage) in Pregnant Rats, N v - .
4.2.3.5.2-1 including a 14-Day Toxicity Evaluation in Female and Male Rats i+ FEPIRORE Hil
207846
An Embryo-Fetal Development Study of Fenfluramine Hydrochloride by
4.2.3.5.2-2 |Oral Gavage in Rats tZAS R AL -
207847
A Dose Range-finding Embryo-Fetal Development Study of Fenfluramine
423523 Hyd'roc.hloride by O'ral (.Stomach Tube) in Pregnant Rabbits, including a ok R 74 .
Preliminary Evaluation in Non-Pregnant Rabbits
207848
An Embryo-Fetal Development Study of Fenfluramine Hydrochloride by
4.2.3.5.2-4 |Oral (Stomach Tube) in Rabbits sk FENE B FF A —

207850

4.2.3.53 HARTE CHAEROFEEW NS EHEOMEEIZ 4535k
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Developmental and Perinatal/Postnatal Reproduction Study of
423531 Fenfluramine Hydrochlondp by Oral (Ge.wage) in Rats, Including a Ak N 4 .
Postnatal Behavioral/Functional Evaluation
20ffl7856
4.2.3.54 FAERZHOICRER
A Tolerability Dose Range Finding Oral Gavage Study of Fenfluramine
4.2.3.5.4-1 |Hydrochloride in the Juvenile Albino Rat s N E R A —
9000468
A 10-Week Oral Gavage Toxicity Study of Fenfluramine Hydrochloride
4.2.3.5.4-2 |in the Juvenile Albino Rats with a 4-week Recovery Period 1k FENE B B2 -
9000406
4.2.3.7 ZDLOEIERER
4.2.3.7.7 TOMDRER
423771 Photoabsorption of Fenfluramine Hydrochloride WAL G sz B
1701-0102
Evaluation of Potential Binding to Melanin by Fenfluramine and
4.2.3.7.7-2 |Norfenfluramine In Vitro st A B o -
20 1006-2001-01
4.3 BEIRR
43.01 Agarwal K, Mukherjee A, Sharma A, Sharma R, Bhardwaj KR, Sen S. Clastogenic effect of fenfluramine in mice bone marrow cells in vivo. Environ Mol
T Mutagen. 1992;19(4):323-326.
43-00 Aman MG, Kern RA, Osborne P, Tumuluru R, Rojahn J, del Medico V. Fenfluramine and methylphenidate in children with mental retardation and borderline

1Q: clinical effects. Am J Ment Retard. 1997;101(5):521-534.
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4.3-03 _ Developmental and reproductive safety assessment of fenfluramine. Unpublished report. Final - 20.
43-04 Annerbrink K, Olsson M, Hedner J, Eriksson E. Acute and chronic treatment with serotonin reuptake inhibitors exert opposite effects on respiration in rats:
'_ possible implications for panic disorder. J Psychopharmacol. 2010;24(12):1793-1801.
Appel NM, Mitchell WM, Contrera JF, De Souza EB. Effects of high-dose fenfluramine treatment on monoamine uptake sites in rat brain: assessment using
4.3-05 o .
quantitative autoradiography. Synapse. 1990;6(1):33-44.
4306 Archer SL, Djaballah K, Humbert M, Weir KE, Fartoukh M, Dall'ava-Santucci J, et al. Nitric oxide deficiency in fenfluramine- and dexfenfluramine-induced
" pulmonary hypertension. Am J Respir Crit Care Med. 1998;158(4):1061-1067.
Ashrafian H, Harling L, Athanasiou T. Leonardo da Vinci and the first portrayal of quadricuspid semilunar valves and the nodules of Arantius. Int J Cardiol.
4.3-07
2013;165(3):560-561.
43-08 American Thoracic Society. Idiopathic pulmonary fibrosis: diagnosis and treatment. International consensus statement. American Thoracic Society (ATS), and
" the European Respiratory Society (ERS). Am J Respir Crit Care Med. 2000;161(2)(pt 1):646-664.
43-09 Ayme-Dietrich E, Lawson R, C6té F, de Tapia C, Da Silva S, Ebel C, et al. The role of 5-HT2B receptors in mitral valvulopathy: bone marrow mobilization of
'_ endothelial progenitors. Br J Pharmacol. 2017;174(22):4123-4139.
43-10 Barker-Haliski M, White HS. Validated animal models for antiseizure drug (ASD) discovery: Advantages and potential pitfalls in ASD screening.
'_ Neuropharmacology. 2020;167:107750.
4311 Barzilla JE, Acevedo FE, Grande-Allen KJ. Organ culture as a tool to identify early mechanisms of serotonergic valve disease. ] Heart Valve Dis.
'- 2010;19(5):626-635.
43-12 Baumann MH, Bulling S, Benaderet TS, Saha K, Ayestas MA, Partilla JS, et al. Evidence for a role of transporter-mediated currents in the depletion of brain
~ serotonin induced by serotonin transporter substrates. Neuropsychopharmacology. 2014;39(6):1355-1365.
4.3-13 Baumgarten G, Garattini S, Lorens S, Wurtman R, Blundell JE, Nicolaidis S, et al. Dexfenfluramine and neurotoxicity. Lancet. 1992;339(8789):359-361.
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4314 Beberok A, Wrzesniok D, Otreba M, Buszman E. Impact of sparfloxacin on melanogenesis and antioxidant defense system in normal human melanocytes
e HEMa - LP - an in vitro study. Pharmacol Rep. 2015;67(1):38-43.
4.3-15 Bever KA, Perry PJ. Dexfenfluramine hydrochloride: An anorexic agent. Am J Health Syst Pharm. 1997;54(18):2059-2072.
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4317 Bolon B, Garman R, Jensen K, Krinke G, Stuart B. Society of Toxicologic Pathology (STP) position paper. A 'best practices' approach to neuropathologic
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53 BARABRBREE
5.3.1 AMEAFRABRBEE
5.3.1.4 AEYFHROCECZERNOITERAREE

The Determination of Fenfluramine and Norfenfluramine in Human
5.3.1.4-1 (Plasma with K2EDTA as anticoagulant, by LC-MS/MS 4k FHNEE 5% i
BZOGE1601P1

Validation of an HPLC Method Using MS/MS Detection For The
5.3.1.4-2  [Determination of Stiripentol in Human Plasma A &R B plia
ZGI-W2-283

Validation of an HPLC Method Using MS/MS Detection For The
5.3.1.4-3 [Determination of Clobazam and N-Desmethylclobazam in Human Plasma|f#4+ HNEE & il
ZGI-W0-233(R2)

Validation of an HPLC Method Using MS/MS Detection For The
5.3.1.4-4 |Determination of Varproic Acid in Human Plasma 1+ N R 5 plia
ZGI-W9-172

Validation of an HPLC Method Using MS/MS Detection For The
Determination ofTetrahydrocannabinol, (+)-11-Hydroxy-A9-THC and
Cannabidiol in Human Plasma

CND-V6-670

5.3.2 EMEGREIEZAWERDBERRRREE

5.3.1.4-5 HEFk NE R BE i
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5.3.2.2 AR Y HE B /R R RER
In Vitro Evaluation of Fenfluramine and Norfenfluramine as Inducers of
5.3.2.2-1 [Cytochrome P450 Expression in Cultured Human Hepatocytes TN &R B Fia
XT153038
In Vitro Evaluation of Fenfluramine and Norfenfluramine as Inhibitors of
5.3.2.2-2  [Cytochrome P450 (CYP) Enzymes in Human Liver Microsomes s HNE R 5% pili3
XT155050
In Vitro Evaluation of Fenfluramine and Norfenfluramine as Inhibitor and
Substrates of Human BCRP, OATI1, OAT3, OCT2, MATE!1 and § _—
_ > > > > Y § S 5/3 /{\H\%
5:3.2.2-3 MATE2-K and as Inhibitors of P-gp, OATP1B1 and OATP1B 15+ FEPIEORL 5
XT168020
In Vitro Bidirectional Permeability Determination of Fenfluramine and
5.3.2.2-4 [Norfenfluramine across Caco-2 Cells HESH &R 5% e
XT158035
5.3.2.3 fDOeMEEREE AW
In Vitro Cytochrome P450 Reaction Phenotyping of Fenfluramine in
5.3.2.3-1 [Human Liver Microsomes and Recombinant Human CYP Enzymes A HNE R 5 plia
XT154062
In Vitro Cytochrome P450 Reaction Phenotyping of Norfenfluramine in
5.3.2.3-2  [Human Liver Microsomes and Recombinant Human CYP Enzymes S HNEE 5% iz
XT164015
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53233 Stability of Fenfluramine in Human Recombinant CYP2D6 st HNEE Bz i
QNTO0801
Reaction Phenotyping with Recombinant Enzymes N s . i
5.3.2.3-4 QNTO802 s P& 5%
CYP450 Time-dependent Inhibition Determination N s o i
5.3.2.3-5 QNT0803 TN FENE R 5%
5.3.3 ERAREWER (PK) BRMEEH
53.3.1 BEEBREICBTSPKROHMARERRBEE
An Open-Label, 2-Period, Parallel-Arm, 1-Way Treatment Sequence
Study to Evaluate the Pharmacokinetic Profile Of ZX008 (Fenfluramine
Hydrochloride) Oral Solution Administered as a Single Oral Dose With |, PR -
5:3.3.1-1 and Without the Stiripentol Regimen (Stiripentol/Clobazam) in Healthy 7 FEREDR ¥ &l
Adult Japanese and Caucasian Subjects
7ZX008-1803
A Randomized, Double-Blind, Double-Dummy, Placebo and Positive-
Controlled, 3-Arm, 4-Treatment, Parallel Study to Evaluate the Effect of |, o
_ ) ) ) N g N ZS
5:3.3.1-2 Multiple Doses of ZX008 on the QTc Interval in Healthy Adult Subjects i+ FEPIRE 5 Gl
7ZX008-1603
5.3.3.2 BEICBISPKRUHHATERBRREE
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53.3.2-1

A Multicenter Trial to Assess the Pharmacokinetic and Safety Profile of a
Single Dose of ZX008 (Fenfluramine Hydrochloride) Oral Solution When
Added to Standard of Care Treatment in Children and Young Adults with
Dravet Syndrome;

7.X008-1504 Cohort 1

st

KPR

5333 NEBERZRELZPKRBRREE

5.3.3.3-1

A Phase 1, Open-Label, Single-Dose, Adaptive, Multipart Study to
Evaluate the Effects of Renal Impairment on the Pharmacokinetics of
7X008 (Fenfluramine Hydrochloride) in Subjects with Varying Degrees
of Impaired and Normal Renal Function

ZX008-1902

A

KPR

53332

A Phase 1, Open-Label, Single-Dose Study to Evaluate the Safety,
Tolerability, and Pharmacokinetics of ZX008 (Fenfluramine
Hydrochloride) in Subjects with Varying Degrees of Hepatic Impairment
7X008-1903

ot

AR

5334 AREERZBRFLZPKRBRREE

5.3.34-1

A Two Part, Randomized, Open-label, Single-dose, 3-way Crossover
Study to Evaluate the Drug-drug Interaction Between ZX008
(Fenfluramine Hydrochloride) Oral Solution and Stiripentol Regimen
(Stiripentol/Clobazam/Valproate) (Part 1) and Single-dose, 2-way
Crossover Food Effect of ZX008 (Part 2) in Healthy Volunteers
7X008-1505

HEZAS

KPR
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An Open-label, 1-way Treatment Sequence, Drug-drug Interaction Study
to Evaluate the Pharmacokinetics of ZX008 (Fenfluramine
5.3.3.4-2  |Hydrochloride) Oral Solution Administered as a Single Dose with and ~ |¥fE4} FENE R 5% H
Without Cannabidiol BID for 18 Days in Recreational Drug Users
7X008-1604
A Phase 1, Open-Label, 2-Period, Crossover, Multipart Study to Evaluate
the Pharmacokinetics of ZX008 (Fenfluramine Hydrochloride) With and
5.3.3.4-3  [Without Fluvoxamine (CYP1A2 Inhibitor), Paroxetine (CYP2D6 AN &R BE H
Inhibitor), and Rifampin (CYP2B6 Inducer) in Healthy Subjects
7X008-1904
53.3.5 Rzl — a2  PKREHEE
Modeling and Simulation Support for the Development of ZX008 in
Subjects with Dravet Syndrome: Development of a Population ; [
- p 3 &
5:3.3.5-1 Pharmacokinetic Model for ZX008 s FEPEDRE i gl
ICPD 00445-1
Modeling and Simulation Support for the Development of ZX008 in
5335 Subjects w1.th ]?ravet Syndrome: Development of a Physiologically-Based Ak R sz 5
Pharmacokinetic Model System
ICPD 00445-2
Modelling and Simulation to Support the Development of ZX008 for the
5.3.3.5-3  [Treatment of Patients with Dravet Syndrome AN FENE R 2% H
ICPD 00445-3
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Exposure-Response Analyses to Support the Development of ZX008 for
5.3.3.5-4  |the Treatment of Patients with Dravet Syndrome AN FENE R 5% H
ICPD 00445-4
Extrapolation of Fenfluramine Pharmacokinetics from Adults to Children:
5.3.3.5-5 |Implications for Dosing in Patients with Dravet Syndrome AN A B 5% i3
ICPD 09105-01
Updates to the Population Pharmacokinetic Model for ZX008 in Healthy
5.3.3.5-6  |[Volunteers and Patients with Dravet Syndrome AN FENE R 5% H
ICPD 00445-6
Output from Analysis of PK Parameters by Hepatic Function Category in
5.3.3.5-7 [|Patients with Dravet Syndrome from the Fintepla/ZX008 Program sk & B 5% i3
ICPD 00445-7
5.3.5 AR OReERABREREE
5.3.5.1 HFESH@E B35 lod AR S &
A Multicenter, Randomized, Double-blind, Parallel Group, Placebo-
controlled Trial of Two Fixed Doses of ZX008 (Fenfluramine
5.3.5.1-1  [Hydrochloride) Oral Solution as an Adjunctive Therapy in Children and |##4}+ FENE R A A H
Young Adults with Dravet Syndrome (ZX008 Study 1: Subjects from
Studies ZX008-1501 and ZX008-1502)
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53.5.1-2

A Multicenter, Randomized, Double-blind, Placebo-controlled Parallel
Group Evaluation of the Efficacy, Safety, and Tolerability of ZX008
(Fenfluramine Hydrochloride) Oral Solution, as Adjunctive Antiepileptic
Therapy to Stiripentol Treatment in Children and Young Adults with
Dravet Syndrome: Study ZX008-1504 Cohort 2

ZAS

R

AFA

5.3.5.1-3

7ZX008 Study 3: Subjects from Studies ZX008 1501 and ZX008-1502. A
Multicenter, Randomized, Double-Blind, Parallel Group, Placebo-
Controlled Trial of Two Fixed Doses of ZX008 (Fenfluramine
Hydrochloride) Oral Solution as an Adjunctive Therapy in Children and
Young Adults with Dravet Syndrome (Note that the study was originally
named Study 2 but was renamed as Study 3 in -2 to avoid
confusion with the study identified as Study 2 (Study ZX008-1504) in the
United States product label for fenfluramine.)

P /s

KPR

AF

5.3.5.1-4

ZX0008 Study 1 and Study 2: Post hoc Analysis Report

HEZAS

KPR

5.3.5.2 FERRRBRHEE

5.3.5.2-1

An Open-Label Extension Trial to Assess the Long-Term Safety of
7X008 (Fenfluramine Hydrochloride) Oral Solution as an Adjunctive
Therapy in Children and Young Adults with Dravet Syndrome (ZX008-
1503)

Interim Clinical Study Report

A

R

AEAT
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An Open-Label Extension Trial to Assess the Long-Term Safety of
7X008 (Fenfluramine Hydrochloride) Oral Solution as an Adjunctive
i i ith Dravet 7X008- i =
5352 }"?g;e;py in Children and Young Adults with Dravet Syndrome (ZX008 " G S =
Interim Clinical Study Report
Subjects Enrolled in Japan
Day 120 Safety Update s PN o
5:3.5.2-3 7X008 (Fenfluramine Hydrochloride) i+ FEPIEORE Z5 il
5.3.5.3 BEORBEEZHE TRITLICHREE
5.3.5.3-1 |Integrated Summary of Efficacy sk FENE B 5% H
5.3.5.3-2 |Integrated Summary of Safety 4N FENE B 5% A
53533 Integrated Summary of Safety Cardiovascular Analysis of ZX008 ECHO WAL G sz 5
and ECG
5.3.54 ZDMMOBERRBRREE
Interim Study Report: An Open-Label, Proof of Concept Study of
5.3.5.4-1 |Fenfluramine for the Treatment of Patients with Dravet Syndrome 4N PN R 5% pii3
ZX11S2015-004
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Assessment of the Abuse Potential of ZX008 (Fenfluramine ; —_— . i
53:54-2 Hydrochloride) Oral Solution. - ., ZOi s PR 5%
53.543  |EasE ot w3 s ol Il EP R pE it
53.54-4 |PMDA COMMITMENT REPORT HEZAS B R 2% i3
5.3.6 RGO ARBRICE T OMES
i Quarterly Periodic Adverse Drug Experience Report (PADER) #1 N [ . -
53.6-1 Reporting Period: 25-Jun-2020 to 24-Sep-2020 g FEPIRE Z%5
Quarterly Periodic Adverse Drug Experience Report (PADER) #2 N P 5 i
3362 Reporting Period: 25-Sep-2020 to 24-Dec-2020 s PR 25
537 BET—F—-REREGIRIE
5.3.7-2 RIVEFEHER] —Fa % {ZaS FEPE R 2% &=
5.3.7-3 IR ER S BUER] — B3R sk FEPE R 2% &
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