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1.5 BERXITERDORBRURKEORZE
Genz-112638 - T J LA A v MBEREE

1 ERXXERERROEZRUVHAEOERE

1.1 EEXIERROFE

T U ZNVAL y MMIKE Genzyme #LIZ K U Al S 7 BE A RNHIEE (SRT) Tho, ZDOIEH
BFCThHL7NVvav kT I FEMEROMAIME L, @ T —2 =% 18 (GD1) DIEHRIZHW
SN HEEFEM AL (ERT) OIEM#F (Bl p-2 Lo v X —PiEttomMife) L3R5, =) 7L
Ay NI @SR TR 72 7 v a s vt 7 I REKESRIRESECoH 5 (McEachern, 2007, Mol Genet
Metab) , =V 7 VA% > kRO T GD1 OZhiE « ZhRDARB SN TND SRT THDHI VIV AK
MIFUCEESRE (Fvaiit T I FAMIESR) BN L3508, 26 DL PG &K OSEBL RO 20 R
ISR D, ST NVAZ Yy MIZvasitT IR (GL-1) 7 va— A5 UL TnD
N, mY TNV AKy NIt T I REOICHEERLI TS, =V ZVAE Y NI va v 2 —BHEE
MZIFEAEFIERLRET, IhavZ—8 R OVELEESE Ch 5 HE R OBLEIXMRN T
TRWNERE TdH D (McEachern, 2007, Mol Genet Metab) , = U 7' /LA X v MEIFEIZT F 27 1 L P450 (CYP)
FERIC L 0 RIS S EICRE S, N7 VAR =2 —Th 5 P-HEX /37 E (P-gp) D
FETHDZ Lt MEMBEMSOIRIERERZBEBLLRNEZZ N TS, LLeRE6, K
Oy 1 IRITAARN CRESR LA L 0 TR < A 95 ATREME D 8 5 D CLERT 235341 LIZ < VAR (Marshall, 2010,
PLos One) KON~ ) — A ZBARNRIET S (Mistry, 2010, Proc Natl Acad Sci) (28 CT#%, SRT
TEHTHD Z ERBIRFSND, MBIIZ, I NVAKX Y ME, Zhaivt T I RERkEEEOLE
(DB T, IR O B-Z v a v X —EE2E T, BICWL D07 va v —E WONITH
1B O BEE iR 2. FERFRAVICIHE TS (Amiri, 2012, J Inherit Metab Dis; Wennekes, 2010, J
Medicin Chem; Ridley, 2013, J Biol Chem)

12 d—Y19R

T— iR, HORBRTHY, BRI ras sy —F (Frakl 7oy F—PLLThaEbN
TW5) BRRBICE D274 Y —L{ThHD, BIEHERAT 4 VIFEERED 1 D ThHI—v =
WL, BEENDBIEHEMEOEHERE OZHREE CTH Y . £ < OBE TV CRIFFIIZHEIT T 5 FF
fetE R VR AL OJFRE 2 R d, I — 3 = R O SRR 2o BEAE IR 1, IRERAE A, iR B B H R OV
B THD, BIEBR- 7 NVav X —BIX, A7 1 v IWEREOEGEROEIICE T 2HBEHERTH Y |
GL-1 2B 7N a—A ROt T I RONUKGFEEMEES 5, 7vai 27 4323 (lyso-GL-1
ELTHHHNTWD) I, GL-1 OBLT v AbETH Y | RIUEEFEORE L 25, BIER-Zvav s
—EBOXREIF, FlL~vI/n T 7 —VDTA Y —AHIZ, GL-1 (P55 ifn Hl e o FR AR O 3= FAE Rk
57) OEITHEOERAZ ISR T, T—> = WOREIL, WNREHERT 28E (IR, Rk
OV, WONTEREORREIIRN A, ) 1, Fei7Ze TEAR MR o X5 B2 7 2 5 IEE A
i Lie~ru7y—2 (I—vofiilg) BNENT5ZEThHs, v~z a7y —Vik, P THIcEk
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1.5 BRXIIERDOFERURAEOERE

Genz-112638 - L' VLR & v MEGEIE

CTW oG Lcfilak O Ll (B iEk, ARmERE O/ IMEE2 &) o'/, WIZZERD
DHRAERL ST O BN B TR 22 & E 2 R L TV D 72w, F— ¥ = /i OREBRAF SN
THETHD, GL-1 (KUMDOR T ( » THEIREOEER) DFEOE TR OZOMEL LTELD
AT 4 AREREOERCLY, v /a7y VI3 L, ¥ b RUAE—BROTES A CC
EF—T VA REenihdT 53— offifd 725 (Grabowski, 2010, The Online Metabolic and Molecular
Bases of Inherited Disease)

I — = ORNFZ~OIREIE, T OBEBOEEREREER EROZ 25127, Tk
OV~ OIZ T AT S Je OV RE Tt 2 5| 2 & 2 L. Al L O/ MRIBAEL 72 63, B~
ORI A ZE, PLMERBAE R MEREHE A S/, £, SRV, Fi~DO R
EERR R Ot S e 2 5 & 29, 2 OEITIEDOIERRZ T, RICIEHI N, PR, B &
ONRHHIE 2 £F 5 BIE OlfasiEx, 357, SNt /S itt:, ek, @k OarsE 2 v
—Y B, EHREIE N E T2 5 & 29 (Grabowski, 2010, The Online Metabolic and
Molecular Bases of Inherited Disease) .

T— v = HIIE R3O H D L SN TEY . ZORTORMNFYRERSIETERIS L,
PR IQLICHD 7NV a7 a v —B#Es T (GBA) DZARERIZLVEIZEIEIND, Kb
I HONDIFMTH 2D GD1 X, LRI XK U PHARRERA~DBE G R 2N ERRETH DL L SN TE T
2, GDI BEHE DB ARMME= 2 —u T =2 BT AN H 5 2 & WIZ GDl EHF K OX
DG EREREZGT DEDNRAINC S—F 2 IFEFRIET DV AT BENZ &N, IT4FEICR -
TEVREMEND LD ITR-oT& e, = =2 (GD2) 1FFHIFLIEHNCHI L, 37 E TITHE
ICREDEMEMREEN CTH L, I—2 =i 38 (GD3) 1@ MRS T, HIIFLI IR IR
L. AR R A F CIER T 5 et %5 (Grabowski, 2010, The Online Metabolic and
Molecular Bases of Inherited Disease) . Ffififiit & OVIR Ve KM A 11 2 FEHIC E 4072 3 — 2 = 95 D JE FE HI B
RGN D K 91272 > TE 7= (Gupta, 2011, Blood Cell Mol Dis)

GD113 & DR T b FIE L | iR B (X HE O FENED & S AT IEAEIR & TRV EEPHIC & 5, GD1
VX, — O BE TIXEIE OIFAIE R & OBE OB HREDZBD b MO BE TIXZOW L 2D L 57,
Kk 2 7o BRI 2 T BB NHAET D 2 & 2 FH® L 75 (Grabowski, 2010, The Online Metabolic and
Molecular Bases of Inherited Disease) , —JPMEMA %A 520 R U GD1 #{n FAZ2 R DB TREAM DN —
HBLARWEAELH Y, FEBEREMRE T OFEZ T LT 5 (Lachmann, 2004, Quart J. Med;
Biegstraaten, 2011, Blood Cells Mol Dis) , = — ¥ =@ OMEEBRE K NEIRFIZET L EROL X, IF—
v RBEORK (5000452 5) KUERE QUFEEZBZ5) OTFT—4_X—2Thd, EEHI=Z
—3 =7 V—"7 (ICGG) Gaucher Registry 7 ST\ 5, LIANIEICLT V27—V R ¥ ¥ A%
HIDWMANRBTH D LEZ DN TR, FHEBA D GD1 BT 20N s, Wiho
RiECHALNDEHEBETHS (Charrow, 2000, ArchIntMed) . GD1 BEH DO F-H% A (68 51%) 1% 944
< (BREHIO 7T &R | &b 2 VIERITEMEE, OME R &K O G Td > 72 (Weinreb,
2008, Am J Hematol 896-900) ., ICGG Registry /2% (ERT O BRAART) ORGFERIT, BEIEOMIELR (OF
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1.5 ERXEHERDEBR URFEDRER

Genz-112638 - L' VLR & v MEGEIE

BIRAFITIEFED 19865 [MN] ) MOFFER CEERFARIT 2.0 MN) | Mmig=Fag s (fn/ Mk
DIE S OB MIT A D Z NI 56% M T 64%IZFIE) « WONTEHRE (BIR OBEE L O X #REig s X
L EHBITREDOZNLI 63%M 1 94%IZ#i7) Td-7= (Charrow, 2000, Arch Int Med) , ZifLiZZ
S DGEITBIETH DM, RHIZIEFICEIEL 7252 L H D (Grabowski, 2010, The Online Metabolic
and Molecular Bases of Inherited Disease)

T— o JFIIADBEETH Y | HEESL T —RER O 14 100,000 Ad72 D ) 1 A (Orphanet reports
Series, 2013; Meikle, 1999, ] Am Med Assoc; Pinto, 2004, Eur ] Hum Genet; Poorthuis, 1999, Hum Genet;
Grabowski, 2010, The Online Metabolic and Molecular Bases of Inherited Disease) . EU Tl 30,000 A & 7=

DI 1 A~100,000 A& 7=V %) 1 N (COMP Grounds for the Opinion on the Orphan Designation of Eliglustat;

Pinto, 2004, Eur ] Hum Genet; Poorthuis, 1999, Hum Genet) . M O'7 ¥ =27 F—Y R X ¥ A TIiL 850 A
H7-0 51 AN (Grabowski, 2010, The Online Metabolic and Molecular Bases of Inherited Disease) T 5,
GD1 DR J OF IR R OHEE I IHUIERCAFRIZ L 0 K& 7272038 % (Grabowski, 1997, Genet Test) .
GDI1 I ICGG Gaucher Registry F#H D 90% % # 2 T 0 . ZiuFdbk, mKLORIN CTIXIZE A EDNH
ANDEMTEH D Z L&KL T2 (Charrow, 2000, ArchIntMed) . 727 TlE, GBA ZERZE R D3
BUFEOBWIZ LY I — 2 = i OMREER (GD2 X U'GD3) BNE L A b, &3 — v = fiiBHE O
50% Td ->7= (Ida, 1995, Hum Genet; Lee, 2012, Korean J Pediatr) . HAMKOT ¥ 25— %24 ¥ A
BB TEL ALNDIERERIINITOS TH Y | 1 DX 2 DOXLEIE TICHFIET D354, FErhibE
HERBALL 720 12 GD1 LBIET 5 (Grabowski, 1997, Genet Test) , 77 27 #4E TiE N370S ZH 0D
FEHBLIIER RS, ROV ICHEHEZORWERTH D L44M4P 3% < H b, BEIEEOmVAR &
st L7 B PR i & BEEPEA BV (Ida, 1998, Blood Cell Mol Dis; Ida, 1999, Hum Genet)

1.3 GD1MAEELMER

GD1 B TlE, GL-1 b7 a—A e T I ROIIKGRE ST 274 Y — AR TH
HERVE B-7 v a v B —B OIEMERE NS KB L TN D, fERE LT, GL-1, lyso-GL-1, M OMiLo A
74 AFEREOEA RN T A Y — MIERT 5, GL-1 BEA KT EE2 BT 2 SOIERHFIENEL
1£ GD1 RIRICHIHT&E 5, Bl BEVE B-Z/ Vo v #—P 2 X % ERT 1%, BEDKIE LI-EEHE
EEZEMESE, 74 VY —AICER LT GL-1 # BLER TR L, SRTIZZ vav it I NG
FREER 2 I E T 5 2 LIk BEOKT Lz B IS Y 3 2 EIC GL-1 &R E %
BTEED, BWRIEKEZETHLT ALY T —F (FLF—2%) 2EHT 1991 4F (AATIE 1996
) 1T, BRWOBIG T E MNEETHDIHA I 70t T—F (B LHFA LY OEKEHFIDUES T 1994
H (AARTIE 1998 45) (/KRB SV TLISK, ERT X GD1 BBF DR 2 K& < A Z 72 (Kesselheim, 2013,
Nat Rev Drug Discov) , HifE. AARTITELEFHBEZ ERT THHA I 7 T—F (ELHPA L%
BRORTG I T7—E T 77 (EFY T RN [D— oEOER (i, f/ M GE. R
TR OV FERR) OUGE ) Z2hie « IR & L TERRBEN TV D, WEINTEGR STV Ao ERT Th 5
taliglucerase alfa (Elelyso™™) 1X B ATILEZAR STV 2, ERT X, FFEIER OB, B & O
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1.5 BRXIIERDOFERURAEOERE

Genz-112638 - L' VLR & v MEGEIE

i MR E Dl N B O QOL DEFIZB W TH LWR 278 L T & 72 (Weinreb, 2002, Am
J Med; Pastores, 2004, Semin Hematol; Masek, 1999, Quart Life Res) ., ‘B, &7 V—E. KEEE LD
BRI & ORI, Tlge & MR FAEIR & B L TR A 2Tl b o 7228, B LA A5
K0 I FEIERRREOLEL /R LT (Wenstrup, 2007, ] Bone MinRes) . ERT Ti, BFITAIEICH
S TEMBNCEIRMNAT (—KIC2EM L) 2200 2065350 | ERT %505 T & 72 W B U3
LLARWEEH WD ERTIZEE L7 FEHS (AE) & U GREUE X OUTEISHE 9 RIS & 5 (Cerezyme
USPI [United States Package Insert, K[E7RAF3CE] %O SmPC [Summary of Product Characteristics, PX
JNELAEEE] ) . B LA AERESNZBEO SRR ERIO 1 FMIC' LA AxtT 250K
EEEAT D AREMEDR D D03 B 512 5 A LB OEAITTIZ L A EH B 72\ (Starzyk, 2007, Mol Gen Metab) ,
BEEE IR DS, FRPUARZ EAT D2 ENRBHY . XUITF7 4 TF o — RIS & BE L T2 ArRgtkn
&5 (Cerezyme USPI }2 O SmPC)

ERT 25FI I WHE & 72 2 A, MEBERE TCIE KON/ N oD it oy BfE L S (KT 9 2 BERE D I/ MBI JiE S OY
B ZIRET 5720, — IR T2 Tz, 2 OFIOA 21X ICGG Gaucher Registry fi# T
IRV REn, MBROH D) BHED 94% (637/6774) HIFIEKR, M/ IMIBE I3 E % H LT
%t®KﬂL\%ﬁﬁﬁﬁ%%?t%%?i&%Gnmﬂ%)@ﬁf%otﬁmmﬂ(Wmmbmm
AmJMed) ., L22L7an3 b, Mgz LS, SR 2 — v = a2 oM L, holsss, Fr
’%(MMWJWZMdGmameIﬁ2m1JmMmMame,&U (MmWJ%9BHH%mwﬂ
Deegan, 2011, Medicine; deMayo, 2008, Am J Radiol; Mistry, 2006, Rev Med Interne) ¥ ST % 2 D

INEOEBDIZD, 4 H TIIFEHREE Z B S N AT 3SR S Tuozan,

1.4 ITYTILRE Y FOEERLEOLEN

[ e GD1 M T HATRE R LR CH N R OTREEN ER LN E e S T&E e, R L7z@b |
ERT O K SVEE RN R & ARJEIC DTz o THkE T 2 BN B D 2 & OB 1T K o TITIBBUE S A3
WD OSSO RIREMED 8 D Z & Th b, AN THE AR INTIZ SRT THDH IV VA F v ME, D4t
FLLBWY RY /RET 4y v a7 7 AO=dIZEE A RE STV 5 (Zavesca USPI) .
BATIE, STVAZ Yk (FTL—PRR®) 3 ==~ - Eu 7K CRl OREMRE - HiEL L
THARSINTWD7Z®, GDLITHEMHTE %5 SRT 172V, S 6T, H &U&Eﬁﬁk@ﬁ$;w@é
LD FEE ORI, BEfFD ERT OE 2 EERIFHAL TlE72vy (Cox, 2010, Curr Opin Invest Drugs) .
DOBFTIX, ERT 22 CTHEERITMREL, BT L32d5 mwmmmmmummcma
Metab) . BEFFOIRIIE TIZEMR CEX 2V —HORR BRI, =V 7 VA% v FOBKRBR T, FiC
F2HRBR CORMBS%IC, BloxT 2R RSN L 51T, ERT ONEIARILIC L v E#El S
L AREMEDR N B D,

TY TNAL y ME, EPECDEZ > C2#EM I L ICEIRNAHZ T 20BN N2 LLSMCH, 5

—IRFEKOMBI L L TOMIEIZE < . 12 ERT THEE BT 2 BE IS LT, RO %
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1.5 BERXIEEROBBERURARORER

Genz-112638 - TV J LR A v MEGEEIE

MR TEAEEZOND, LTINS, =Y VA H > NI GD1 =715 E & U GBI A
NHHIEXITH D,

1.5 FRORE

151 BHZEITLRARDRERE

T— o JHOIRIIZT Y VA E > & WD 72 O Investigational New Drug (IND) HIFE 67,589
1%, 20044 1 H 2 BICKERMERMF (FDA) ([ZZB Sz, AR AESMLEE (Orphan Drug
Designation) | EU (2007 4= 12 H) | KE (200849 A) KA —AFZ U7 (201348 A) THSL
nNTnWb, = ZVRAE Y MIE EU TR S L/ NEFZEEHE (PIP) OXIRTH S (KGR H : 2012
F2 A28 H [P/0041/2012] ) .

T Y Z)VA Ly b OERRBFEFHE O TOMIZIB W TRE LN EU OH#LH Y )5 & O guidance meeting

J OF scientific advice meeting % 3Zfii L 72, FDA & @ 20. o .H D _ MR 20. flil
Ao I ocronzEgass e@va) s o2« DA o I -
0l =10 -5\ <. CKER O TOERERE 3 HRRORBRT VA v RO
rREICBE L CEERS 257, &0I1C, A7 U X EELFMEZES (Medicines Evaluation Board

[MEB]) & @ Scientific Advice meeting % 20. e .ﬂ WS L7z -_
|
|
B o osaciiten, RS LT IIIIEIEIEGIGE
I | e
e N 5511 L 7=, HR e 7K
HrsosicoVC b, 20 P e O 2o = B
— @ Scientific Advice meeting\20.ﬁil HIZFDA & @ pre-NDA meeting,
A ONZAS E OFIHINC 0 ZR SN 55513 O OE OB 24 /5 & pre-submission meeting & FEhi L 72

T TN AL sy MERINZIBWNT 2013429 H 19 B, KENZEWT 201349 H 20 AIZKGEHFE
. ZREIL20134 10 H 24 H LV A 20 HICHEERZE SN2, 7238, KIEITHWTIX 2013 4
12 A 11 HIZ Priority Review DIFEZ T T\ 5, ZDtk, KEIZHBWTIL 201448 A 19 HIZ, BN
IZBWTIL 20154 1 A 22 HIZAR ST,

o}
I

B b={11}
s
k=11

(N

1.5.2 BRIZETZHABDOERZ

HATD=Y Z VA% kOWBKBTICE L CIE B ADHHENY R & H# L. EDGE Sk URH i
(E B ARDHHL R OS> T T o 72, ERGERERRAKE (PMDA) & o N | N
| el G N EMReENEtE 0 [
N S a7, AT E oy T T .
- ... Im=
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1.5 BERXIEEROBBERURARORER

Genz-112638 - T JJLR A v MBERELE

oERZ57-, EDGE &7 ¥« o oFEmciE L < TG
I
OB EAG-, 2oL, I
| ISR yeied | [
1 . |
B - O PMDA O RfiEa 1587, F7-. 20114 3 A/ ERRERSOBE %1 1=,

1.5.3 FERRIREAER DHBLES

TV ZNARE y NOIFEERBAFE T 0 7T AiE, B K BU IS B RRNE BR300 3R B % T A
RZ A v S4 T@z AW 18HEERBR OB OWTOHA RT74 2 (Fo#WEEOIET > #ED
FHERER) | | STA [RAVIKEMBRT A4 F T 1 ) RO M3 [ERBOBRKRBR O 0O IR Z 4
PERBR O EJERANZOWT DA RTA e EEBE L TCT A v Lic, = Z /LA Z > Mdin vitro
T GL-1 A& TR DR RIICEHE L, invivo TIEF~ T AKX WNGDl £7 /L~ 7 AD GL-1 L~L
ENTHUBER TSI LN, =Y 7R Z Y FOIERBTICEES < SEFER DR S L7,

IS OIEIFREERITIN 2 T, ARG O - OISR, e IR PK R, HE LW
b b m R, Bt S AR, I N AR A R A i L7, S 612, H
FENEE - RO BENNT/NRITE T WV, SiEE A FW - BB A K L7, 728,
BAFHERBRIT~ 7 2R 0T v ho 2 fgoswEz v, 204 | A | 8 1icE S kiE Fpa
I - - - e
SNTTA L AR OHESRIRGEIWE > THEM LTz, £o, BFEL D b MZBWTEIRE TR
HHNTTY I ALy MU | EEIC oW CEERER A R L, & o, |
I > 55 O R T o\ TR R B & G LT

1.5.4 BERIREAERDHEIES

AKHFEIRT Y ZVAE v FORRBFEGEIL, ZBERE LT 13408 1 B (QT/QTc #F
MEERER D B MG R, CYPJFEERIC LD =Y VLA & o N BERICIRE S5 72 DES O S e AAE
AR A &) | FHMEERE LT 1O 2 #83ER (GZGD00304 3A5R) | 2 it e bt FRE 3
FHFER (ENGAGE 5 [GZGD02507 5% ] & OYENCORE il [GZGD02607 i&Bk] ) . KON 110
#5 3 M (EDGE B [GZGDO03109#ER] ) 726725, 5 2 FakR. ENGAGE 7k & U ENCORE
RBIIEEMT 2 T L TR Y, BEMEGIITETH CTH 203, GDI IR D 7= O REERTEAGE
H A TET AR OLENET — 2 13E 5N TS, —J. BAN 104 Z2 & teiETHh 0% 3 AR

(EDGE &) (35 AW i gt o5 R A2 v WSS IR EAEF ] OBLE 26 B AN & BARNLISE
DIy ERE (PK) | AR OV RMERAE 2 R Uiz, 182 O3B RO ZH X [Module 2.7.6 112777,
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1.5 BRXERREOBRBRUMREDORE
Genz-112638 - T 1) LR 2 v MEREE

T Y ZNVAL y b OBRRFEFHEIIIMRD THRDIREEEND 400 £ < OBE BRI, T—
:%%ﬂ%tLf:ﬂi?ﬁ%%éhtmk@%%%%ﬁ@?%éoME$m%®£é@7—&«~
212136 H AL EE G ST 349 4 DEFE R ONN2 » HUL BB SN2 2004 22 2 BF %50, £
7229 hEOBET — X5 ELTND, BIKE LT, BT —FX—ADxT Y J)VAK v MNEEEEIT
535 NETH D, AZMEICE L TiX, RipFEEHE (ENGAGE R Bk, F 2/ ) | ERT o=V 7
A&y b0z 72 B3 (ENCORE ) K OVH AN 10 4 & 5 ¢ ERT {65 4 i 722 B3 (EDGE
RER) ZAxigl LT, I—v ol oEEER (B, i, /MO E &K OVESRER) |« KO
BOJFREAER AT 5N, A~ — I —ICxT D22 VIV R Yy NOBREEWUET 2 5HM0HE A 453
R U7, 56 2 R K OV 3 fH#ER (ENGAGE } ) ENCORE #Bk) DB 1X, EEMITHI O/ T4,
HEATHORMBEEM T Y IV AE y NOBRGEZITHIENTEDLEH, =V T AVREy MR
FRIML, =V 72y NORMROT =2 B/ HoNnTn5d, H2HRRTII4FETOR
VET — 2 R OO BE D 6.5 FFE L TORENT — X BFHARETH 5,

16 F&H

AR U 7= B PR e BRAG S D= U Z L2 2w b D GD1 BE ST 2 ARMEN R SNz, £7-. =V
TIWAB sy NOREET T 7 7 A VI ) X < BB IVATRERIGIE T TR b /- A5 545 (TEAE)
DIFEVNZ LY ERT & R&E S HERY | SHEEIZHIT 2 ML (RERAD K ORER O 72 O I BEME NT
BRTHEMENT =2 o {EFICLDZTANBRONTIBETH LI T NVAY v bR oT
W5,

S5 Y FNVAH y MIX ERT IZHED WL O OF SN H 5, ERT TIEEBFITEREICDT > TE
W ERIRN S (—RIC 2 ML) 22020 ERH Y | ERT RGN TERWEE UIME Lk
WIEBE BN D, GD1AEE KUY ERNE. ERT OFFIRNATEIC L 2 A Z 8T 2 K0 722 0%
LR D LEAAETHNR ARG OHEA < LA TS, ENCORE iBR T L 7B (L SN BET
Y= MG VEOEEHTHIOBRGARE K O TRFEO MR U2 IV TL MATUEE O 94%D3Fr RN
R TEHZRSBROBEEARL L TV Z ERER I N, 612, BHMAOERE R 2 & OFRBICHE
SN DFEEOMKRIL, BEF D ERT O 3 7222 Tld7evy (Cox, 2010, Curr Opin Invest Drugs) , 1%
3T HRI TR ClRER AN L 0 IR < 94592 FIRENED 8 5 728D ERT 2353417 LIZ < W A% (Marshall, 2010,
PLos One) KON~ ) — A BARNRIET S (Mistry, 2010, Proc Natl Acad Sci) (28 T#%, SRT
FERTHD Z EhMIR S LD, EBE, FBRRRBRTIL, =) 72y MIB#EE & THRICIA <
DAL TND Z DR INTo, BREICRRZIBE BEL, #5 1~2 FLN TOFJH OB UIIH
K, WHE N~ 2FLUANTOF 7 V—EBOIEK, FHEIF L OZE Uk < #g TR 05, WONTE
B LT, /N T O R SUTERAR 72 B B O FER K OV C OB 45 FE O TE B 3% DR C
&% (Pastores, 2004, Semin Hematol) ., % 2 fH#RERD 4 DT — % T 7 /LA X v )3 GD1 OF
FERICAEBERGEL R LTI END, TOOHEO—HIZTY Z VA% > M TRIZERTE 5 AlHE
MRNDH D, DO RIZTEERE 3 KRR O ENGAGE 35 2 08 ENCORE 5B TOF UG E
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1.5 EREXIEFHEROBEER UHRORZRE
Genz-112638 - T1) LR 2 v MEREE
T D UGEEMIC LV SRS D, EDGE RBRO FRREATRE R LV . AR FRORE R OV A o —
UZNAZy hDPK, AR OLZEMEITITAARNE ARANLSTRERAETRN>T, LTziio
T, HARUSNOHUE DT — 2 ZRKFFEHWD Z LITFREE B2 B D,
Fo, 2V ITNVARLZ Y FORKRRTIL, &GH0101245 88 D Genz-99067 D kT 7 MR
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

CERDELGA™ (eliglustat) capsules, for oral use
Initial U.S. Approval: 2014

INDICATIONS AND USAGE----m-mmmmmemmceeee
CERDELGA is a glucosylceramide synthase inhibitor indicated for the long-
term treatment of adult patients with Gaucher disease type 1 who are CYP2D6
extensive metabolizers (EMs), intermediate metabolizers (IMs), or poor
metabolizers (PMs) as detected by an FDA-cleared test. (1)

Limitations of Use:

o CYP2D6 ultra-rapid metabolizers may not achieve adequate concentrations
of CERDELGA to achieve a therapeutic effect (1)

o A specific dosage cannot be recommended for CYP2DG6 indeterminate
metabolizers (1)

---------------------- DOSAGE AND ADMINISTRATION---------memememme e
o Select patients using an FDA-cleared test for determining CYP2D6
genotype (2.1)

CYP2D6 EMs or IMs: 84 mg orally twice daily (2.2)

CYP2D6 PMs: 84 mg orally once daily (2.2)

Swallow capsules whole, do not crush, dissolve or open capsules (2.3)
Avoid eating grapefruit or drinking grapefruit juice (2.3)

o 84 mg capsules (3)

CONTRAINDICATIONS

o CYP2D6 EMs and IMs taking a strong or moderate CYP2D6 inhibitor with
a strong or moderate CYP3A inhibitor (4, 5.1, 7.1, 12.2)

e CYP2D6 IMs and PMs taking a strong CYP3A inhibitor (4, 5.1, 7.1, 12.2)

e ECG Changes and Potential for Cardiac Arrhythmias: Not recommended in
patients with pre-existing cardiac disease, long QT syndrome, and
concomitant use of Class IA and Class III antiarrhythmics (5.2)

ADVERSE REACTIONS
The most common adverse reactions (>10%) are: fatigue, headache, nausea,
diarrhea, back pain, pain in extremities, and upper abdominal pain (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Genzyme
Corporation at 1-800-745-4447 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch

DRUG INTERACTIONS

o Eliglustat is a CYP2D6 and CYP3A substrate. Co-administration of
CERDELGA with drugs that inhibit CYP2D6 and CYP3A may
significantly increase the exposure to eliglustat and result in prolongation
of the PR, QTc, and/or QRS cardiac interval, which could result in cardiac
arrhythmias. Consider potential drug interactions prior to and during
therapy (5.1, 7.1)

o CYP2D6 IMs and PMs taking moderate CYP3A inhibitors: not
recommended (7.1)

o CYP2D6 PMs taking weak CYP3A inhibitors: not recommended (7.1)

e CYP2D6 EMs and IMs taking strong or moderate CYP2D6 inhibitors and
CYP2D6 EMs taking strong or moderate CYP3A inhibitors: reduce the
dosage to 84 mg once daily (2.2, 7.1)

o Eliglustat is an inhibitor of P-gp and CYP2D6. Co-administration with
drugs that are substrates for P-gp or CYP2D6 may result in increased
concentrations of the other drug (7.2)

o See Full Prescribing Information for a list of clinically significant drug
interactions (7.1, 7.2)

e Pregnancy: Only administer if the potential benefit justifies the potential
risk. Based on animal data, may cause fetal harm (8.1)

o Nursing mothers: Discontinue drug or nursing based on importance of drug
to mother (8.3)

e Renal impairment: Not recommended in moderate to severe impairment
(8.6)

o Hepatic impairment: Not recommended (8.7)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 8/2014
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

CERDELGA is indicated for the long-term treatment of adult patients with Gaucher
disease type 1 (GD1) who are CYP2D6 extensive metabolizers (EMs), intermediate

metabolizers (IMs), or poor metabolizers (PMs) as detected by an FDA-cleared test [see
Dosage and Administration (2.1)].

Limitations of Use:

e Patients who are CYP2D6 ultra-rapid metabolizers (URMs) may not achieve
adequate concentrations of CERDELGA to achieve a therapeutic effect [See
Clinical Studies (14)].

e A specific dosage cannot be recommended for those patients whose CYP2D6
genotype cannot be determined (indeterminate metabolizers) [see Clinical Studies
(14)].
2 DOSAGE AND ADMINISTRATION
2.1 Patient Selection

Select patients with Gaucher disease type 1 based on their CYP2D6 metabolizer status. It
is recommended patient genotypes be established using an FDA-cleared test for
determining CYP2D6 genotype [see Indications and Usage (1)].

2.2 Recommended Adult Dosage

The recommended dosage of CERDELGA is 84 mg twice daily in CYP2D6 EMs and
IMs. The recommended dosage in CYP2D6 PMs is 84 mg once daily; appropriate
adverse event monitoring is recommended [see Adverse Reactions (6.1)]. The predicted
exposures with 84 mg once daily in patients who are CYP2D6 PMs are expected to be
similar to exposures observed with 84 mg twice daily in CYP2D6 IMs [see Clinical
Pharmacology (12.3)].

Some inhibitors of CYP2D6 and CYP3A are contraindicated with CERDELGA
depending on the patient’s metabolizer status [see Contraindications (4)]. Co-
administration of CERDELGA with other CYP2D6 and CYP3A inhibitors may require
dosage adjustment depending on the patient’s CYP2D6 metabolizer status to reduce the
risk of potentially significant adverse reactions [see Table 3 and Table 4 in Drug
Interactions (7.1)].
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Reduce the dosage of CERDELGA to 84 mg once daily for:

. CYP2D6 EMs and IMs taking strong or moderate CYP2D6 inhibitors
. CYP2D6 EMs taking strong or moderate CYP3A inhibitors

2.3 Important Administration Instructions

e Swallow capsules whole, preferably with water, and do not crush, dissolve, or
open the capsules.

e CERDELGA can be taken with or without food.

e Avoid the consumption of grapefruit or grapefruit juice with CERDELGA
because grapefruit is a strong CYP3A inhibitor [see Drug Interactions (7.1)].

e Ifadose of CERDELGA is missed, take the prescribed dose at the next scheduled
time; do not double the next dose.

e For patients currently treated with imiglucerase, velaglucerase alfa, or
taliglucerase alfa, CERDELGA may be administered 24 hours after the last dose
of the previous enzyme replacement therapy (ERT).

3 DOSAGE FORMS AND STRENGTHS

CERDELGA is supplied as 84 mg hard gelatin capsules, with a pearl blue-green opaque
cap and pearl white opaque body imprinted with “GZ02” in black. Each capsule contains
100 mg eliglustat tartrate, which is equivalent to 84 mg of eliglustat.

4 CONTRAINDICATIONS

CERDELGA is contraindicated in the following patients due to the risk of significantly
increased eliglustat plasma concentrations which may result in prolongation of the PR,
QTc, and/or QRS cardiac intervals that could result in cardiac arrhythmias. See Table 3

and Table 4 for examples of drugs in each of the categories described [see Drug
Interactions (7.1)]:

e EMs or IMs taking a strong or moderate CYP2D6 inhibitor concomitantly with a
strong or moderate CYP3A inhibitor.
e [Ms or PMs taking a strong CYP3A inhibitor.
5 WARNINGS AND PRECAUTIONS
5.1 Drug-Drug Interactions
Eliglustat is a CYP2D6 and CYP3A substrate. Drugs that inhibit CYP2D6 and CYP3A

metabolism pathways may significantly increase the exposure to eliglustat and result in

prolongation of the PR, QTc, and/or QRS cardiac intervals that could result in cardiac
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arrhythmias [see Clinical Pharmacology (12.2)]. Some drugs that are inhibitors of
CYP2D6 and CYP3A are contraindicated with CERDELGA depending on the patient’s
CYP2D6 metabolizer status [see Contraindications (4)]. See Table 3 and Table 4 for
other potentially significant drug interactions [see Drug Interactions (7.1)].

5.2  ECG Changes and Potential for Cardiac Arrhythmias

Use of CERDELGA in patients with pre-existing cardiac conditions has not been studied
during clinical trials. Because CERDELGA is predicted to cause increases in ECG
intervals (PR, QTc, and QRS) at substantially elevated eliglustat plasma concentrations,
use of CERDELGA is not recommended in patients with pre-existing cardiac disease
(congestive heart failure, recent acute myocardial infarction, bradycardia, heart block,
ventricular arrhythmia), long QT syndrome, and in combination with Class IA (e.g.,
quinidine, procainamide) and Class III (e.g., amiodarone, sotalol) antiarrhythmic
medications [see Clinical Pharmacology (12.2)].

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the

clinical trials of another drug and may not reflect the rates observed in practice.

The most common adverse reactions to CERDELGA (occurring in >10% of the 126 GD1
patients treated with CERDELGA across Trials 1 and 2) were fatigue, headache, nausea,

diarrhea, back pain, pain in extremities, and upper abdominal pain.

The adverse reaction profile of CERDELGA is based on two controlled studies, Trials 1
and 2. Table 1 presents the profile from the 9-month double-blind, randomized, placebo-
controlled trial of 40 treatment-naive patients (Trial 1). Patients were between the ages
of 16 and 63 on the date of the first dose of study drug, and included 20 males and 20
females.

Table 1: Adverse Reactions Occurring in >210% of Treatment-Naive GD1
Patients and More Frequently than Placebo (Trial 1)

CERDELGA Placebo

(N=20) (N=20)

Adverse Reaction Patients Patients
n (%) n (%)

Arthralgia 9 (45) 2 (10)
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Table 1: Adverse Reactions Occurring in >10% of Treatment-Naive GD1
Patients and More Frequently than Placebo (Trial 1)

CERDELGA Placebo

(N=20) (N=20)

Adverse Reaction Patients Patients
n (%) n (%)

Headache 8 (40) 6 (30)
Migraine 2(10) 0(0)
Flatulence 2(10) 1(5)
Nausea 2(10) 1(5)
Oropharyngeal pain 2(10) 1(5)

Table 2 presents the profile from the 12-month open-label, randomized, imiglucerase-
controlled trial of 159 treated patients switching from enzyme replacement therapy (ERT)
(Trial 2). Patients were between the ages of 18 and 69 on the date of the first dose of
CERDELGA, and included 87 females and 72 males.

Table 2: Adverse Reactions Occurring in >5% of GD1 Patients Switching from

Enzyme Replacement Therapy to CERDELGA and More Frequently than
Imiglucerase (Trial 2)*

CERDELGA Imiglucerase

(N=106) (N=53)

Adverse Reaction Patients Patients
n (%) n (%)
Fatigue 15(14) 1(2)
Headache 14 (13) 1(2)
Nausea 13(12) 0(0)
Diarrhea 13(12) 2(4)
Back pain 13 (12) 3(6)
Pain in extremity 12 (11) 1(2)
Upper abdominal pain 11 (10) 0(0)
Dizziness 9(8) 0(0)
Asthenia 9(8) 0(0)
Cough 7(7) 2(4)
Dyspepsia 7(7) 1(2)
Gastroesophageal reflux disease 7(7) 0(0)
Constipation 5(5) 0(0)
Palpitations 5(5) 0(0)
Rash 5(5) 0(0)

*Trial 2 was not designed to support comparative claims for CERDELGA for the adverse reactions
reported in this table.
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In an uncontrolled study, with up to 4 years of treatment, in 26 patients, the types and

incidences of adverse reactions were similar to Trials 1 and 2.
7 DRUG INTERACTIONS

7.1 Potential for Other Drugs to Affect CERDELGA
Eliglustat is a CYP2D6 and CYP3A substrate.

CYP2D6 and CYP3A Inhibitors

Drugs that inhibit CYP2D6 and CYP3A pathways may significantly increase the
exposure to eliglustat and result in prolongation of the PR, QTc, and/or QRS cardiac

interval which could result in cardiac arrhythmias:

e Some inhibitors of CYP2D6 and CYP3A are contraindicated with CERDELGA
depending on the patient’s CYP2D6 metabolizer status [see Contraindications

4]
e Co-administration of CERDELGA with other CYP2D6 and CYP3A inhibitors
may require dosage adjustment depending on the patient’s CYP2D6 metabolizer

status to reduce the risk of potential significant adverse reactions (see Table 3 and
Table 4).

Table 3: Established and Other Potentially Significant Drug Interactions:
Alteration in CERDELGA Dosage May Be Recommended Based on Drug
Interaction Studies or on Predicted Interaction in EMs and IMs

Recommended CERDELGA Dosage, by
CYP2D6 Metabolizer Status

CYP450 Inhibitors EM IM

Strong or Moderate CYP2D6 inhibitors
concomitantly with Contraindicated Contraindicated
Strong or Moderate CYP3A inhibitors

Strong CYP2D6 inhibitors

¢.g., paroxetine 84 mg once daily 84 mg once daily
Moderate CYP2D6 inhibitors . .
¢.g., terbinafine 84 mg once daily 84 mg once daily
Strong CYP3A inhibitors 84 mg once daily Contraindicated
e.g., ketoconazole
Moderate CYP3A inhibitors 84 mg once daily Not recommended

e.g., fluconazole
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Table 4: Established and Other Potentially Significant Drug Interactions:
Alteration in CERDELGA Dosage May Be Recommended Based on Predicted
Interaction in PMs

CYP450 Inhibitors Recommended CERDELGA Dosage for PMs

Strong CYP3A inhibitors
e.g., ketoconazole

Moderate CYP3A inhibitors
e.g., fluconazole

Weak CYP3A inhibitors
e.g., ranitidine

Contraindicated

Not recommended

Not recommended

CYP3A Inducers

Co-administration of CERDELGA with strong CYP3A inducers significantly decreases
eliglustat exposure. Use of CERDELGA with strong CYP3A inducers (e.g., rifampin,
carbamazepine, phenobarbital, phenytoin, and St. John’s Wort) is not recommended in
EMs, IMs, and PMs.

7.2 Potential for CERDELGA to Affect Other Drugs
Eliglustat is an inhibitor of P-gp and CYP2D6. Co-administration of CERDELGA with

drugs that are substrates for P-gp or CYP2D6 may result in increased concentrations of

the concomitant drug as shown in Table 5.

Table 5: Drug Interactions that Result in Increased Concentrations of the
Concomitant Drug

Drug Class or Drug Name Clinical Recommendations

Digoxin (P-gp substrate) Measure serum digoxin concentrations before initiating
CERDELGA. Reduce digoxin dose by 30% and
continue monitoring.

Other P-gp substrates

(e.g., phenytoin, colchicine, dabigatran etexilate)

CYP2D6 substrates Monitor therapeutic drug concentrations, as indicated,
or consider reducing the dosage of the concomitant
e  Metoprolol; drug and titrate to clinical effect.

e tricyclic antidepressants (e.g., nortriptyline,
amitriptyline, imipramine);

e phenothiazines (e.g., perphenazine,
chloropromazine).
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8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category C

Risk Summary

There are no adequate or well-controlled studies with CERDELGA in pregnant women.
However, animal reproduction studies have been conducted for eliglustat. In these
animal studies, a spectrum of anomalies at doses 6 times the recommended human dose
were observed in orally dosed rats. No fetal harm was observed with oral administration
of eliglustat to pregnant rabbits at dose levels 10 times the recommended human dose.
CERDELGA should be used during pregnancy only if the potential benefit justifies the

potential risk to the fetus.

Clinical Considerations
Disease-associated maternal and embryo-fetal risk

Women with Gaucher disease type 1 have an increased risk of spontaneous abortion,
especially if disease symptoms are not treated and controlled pre-conception and during a
pregnancy. Pregnancy may exacerbate existing Gaucher disease type 1 symptoms or
result in new disease manifestations. Gaucher disease type 1 manifestations may lead to
adverse pregnancy outcomes including, hepatosplenomegaly which can interfere with the
normal growth of a pregnancy and thrombocytopenia which can lead to increased

bleeding and possible hemorrhage.

Animal Data

Reproduction studies have been performed in pregnant rats at oral doses up to 120
mg/kg/day (about 6 times the recommended human dose based on body surface area) and
in pregnant rabbits at oral doses up to 100 mg/kg/day (about 10 times the recommended
human dose based on body surface area). In rats, at 120 mg/kg/day (about 6 times the
recommended human dose based on body surface area), eliglustat increased the number
of late resorptions, dead fetuses and post implantation loss, reduced fetal body weight,
and caused fetal cerebral variations (dilated cerebral ventricles), fetal skeletal variations
(poor bone ossification) and fetal skeletal malformations (abnormal number of ribs or
lumbar vertebra). Eliglustat did not cause fetal harm in rabbits at oral doses up to 100
mg/kg/day (about 10 times the recommended human dose based on body surface area).

In a pre and postnatal development study in rats, eliglustat did not show any significant
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adverse effects on pre and postnatal development at doses up to 100 mg/kg/day (about 5

times the recommended human dose based on body surface area).

8.3  Nursing Mothers

It is not known whether CERDELGA is present in human milk. Because many drugs are
present in human milk, and because of the potential for serious adverse reactions in
nursing infants from CERDELGA, a decision should be made whether to discontinue
nursing or discontinue the drug, taking into account the importance of the drug to the

lactating woman.

8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

8.5 Geriatric Use

Clinical studies of CERDELGA did not include sufficient numbers of subjects aged 65
and over to determine whether they respond differently from younger subjects. Clinical
experience has not identified differences in responses between the elderly and younger

patients.

8.6 Renal Impairment

There is no dosage adjustment required for patients with mild renal impairment.
CERDELGA has not been studied in patients with moderate to severe renal impairment

or end-stage renal disease (ESRD). Use of CERDELGA in these patients is not

recommended.

8.7  Hepatic Impairment

CERDELGA has not been studied in patients with hepatic impairment. Use of
CERDELGA is not recommended in all stages of hepatic impairment or cirrhosis.

8.8 Poor Metabolizers

Dosing of CERDELGA 84 mg once daily has not been studied in PMs, however the
predicted systemic exposures in these patients are within the range of those observed in

clinical studies. Appropriate adverse event monitoring is recommended [see Adverse
Reactions (6.1) and Clinical Studies (14)].

10 OVERDOSAGE

The highest eliglustat plasma concentration experienced to date occurred in a single-dose,

dose escalation study in healthy subjects, in a subject taking a dose equivalent to
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approximately 21 times the recommended dose for GD1 patients. At the time of the
highest plasma concentration (59-fold higher than normal therapeutic conditions), the
subject experienced dizziness marked by disequilibrium, hypotension, bradycardia,

nausea, and vomiting.

In the event of acute overdose, the patient should be carefully observed and given

symptomatic and supportive treatment.

Hemodialysis is unlikely to be beneficial given that eliglustat has a large volume of
distribution [see Clinical Pharmacology (12.3)].

11 DESCRIPTION

CERDELGA (eliglustat) capsules contain eliglustat tartrate, which is a small molecule
inhibitor of glucosylceramide synthase that resembles the ceramide substrate for the
enzyme, with the chemical name N-((1R,2R)-1-(2,3-dihydrobenzo[b][1,4]dioxin-6-yl)-1-
hydroxy-3-(pyrrolidin-1-yl)propan-2-yl)octanamide (2R,3R)-2,3-dihydroxysuccinate. Its
molecular weight is 479.59, and the empirical formula is Cy3H36N204+2(C4HgOg) with

the following chemical structure:

Each capsule of CERDELGA for oral use contains 84 mg of eliglustat, equivalent to
100 mg of eliglustat tartrate (hemitartrate salt). The inactive ingredients are
microcrystalline cellulose, lactose monohydrate, hypromellose and glyceryl behenate,

gelatin, candurin silver fine, yellow iron oxide, and FD&C blue 2.
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Gaucher disease is caused by a deficiency of the lysosomal enzyme acid B-glucosidase.
Acid B-glucosidase catalyzes the conversion of the sphingolipid glucocerebroside into
glucose and ceramide. The enzymatic deficiency causes an accumulation of
glucosylceramide (GL-1) primarily in the lysosomal compartment of macrophages,
giving rise to foam cells or "Gaucher cells". CERDELGA is a specific inhibitor of

glucosylceramide synthase (ICso = 10 ng/mL), and acts as a substrate reduction therapy

10
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for GD1. In clinical trials CERDELGA reduced spleen and liver size, and improved

anemia and thrombocytopenia.

In this lysosomal storage disorder (LSD), clinical features are reflective of the
accumulation of Gaucher cells in the liver, spleen, bone marrow, and other organs. The
accumulation of Gaucher cells in the liver, spleen, and bone marrow leads to
organomegaly and skeletal disease. Presence of Gaucher cells in the bone marrow and
spleen lead to clinically significant anemia and thrombocytopenia.

12.2 Pharmacodynamics

Electrocardiographic Evaluation

QTec interval prolongation was studied in a double-blind, single dose, placebo- and
positive-controlled crossover study in 42 healthy subjects. Concentration-related
increases were observed for the placebo-corrected change from baseline in the PR, QRS,
and QTc intervals. Based on PK/PD modeling, eliglustat plasma concentrations of 500
ng/mL are predicted to cause mean (upper bound of the 95% one-sided confidence
interval) increases in the PR, QRS, and QTcF intervals of 22 (26), 7 (10), and 13 (19)
msec, respectively. At the highest geometric mean concentrations of 237 ng/mL
following a single supratherapeutic dose tested in the thorough QT study, CERDELGA
did not prolong the QT/QTc interval to any clinically relevant extent.

12.3 Pharmacokinetics

At a given dose, the systemic exposure (Cyax and AUC) depends on the CYP2D6
phenotype. In CYP2D6 EMs and IMs, the eliglustat pharmacokinetics is time-dependent
and the systemic exposure increases in a more than dose proportional manner. After
multiple oral doses of 84 mg twice daily in EMs, eliglustat systemic exposure (AUCy.12)
increased up to about 2-fold at steady state compared to after the first dose (AUCy...). The
pharmacokinetics of eliglustat in CYP2D6 PMs is expected to be linear and time-
independent. Compared to EMs, the systemic exposure following 84 mg twice daily at
steady state is 7- to 9-fold higher in PMs.

Absorption

In CYP2D6 EMs, median time to reach maximum plasma concentrations (tp,yx) occurs at
1.5 to 2 hours following multiple doses of CERDELGA 84 mg twice daily. The
corresponding mean Cy,ax values range from 12.1 to 25.0 ng/mL in EMs. The mean
AUC,, values range from 76.3 to 143 hr*ng/mL in EMs. The Cy,.x and AUCy,, in one

11
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IM subject receiving multiple doses of CERDELGA 84 mg twice daily was 44.6 ng/mL
and 306 hr*ng/mL, respectively. The oral bioavailability is low in EMs (<5%) following
single dose of CERDELGA 84 mg due to significant first-pass metabolism.

In PMs, median ty,x occurs at 3 hours following multiple doses of CERDELGA 84 mg
twice daily. The corresponding mean C,,x and AUC,, values range from 113 to 137

ng/mL and 922 to 1057 hr*ng/mL, respectively.

Oral dosing of CERDELGA 84 mg once daily has not been studied in PMs. The
predicted Cy.x and AUC .24, in PMs using physiologically-based pharmacokinetic
(PBPK) model with 84 mg once daily are 75 ng/mL and 956 hr*ng/mL, respectively.

Administration of CERDELGA with a high fat meal resulted in a 15% decrease in Cpax
but no change in AUC. Food does not have a clinically relevant effect on eliglustat

pharmacokinetics.
Distribution

Eliglustat is moderately bound to human plasma proteins (76 to 83%). In the blood, it is
mainly distributed in plasma and not red blood cells. After intravenous (IV)
administration, the volume of distribution of eliglustat was 835 L in CYP2D6 EMs,
suggesting wide distribution to tissues (CERDELGA is only for oral use).

Metabolism and Elimination

CERDELGA is extensively metabolized with high clearance, mainly by CYP2D6 and to
a lesser extent CYP3A4. Primary metabolic pathways of eliglustat involve sequential
oxidation of the octanoyl moiety followed by oxidation of the 2,3-dihydro-1,4-
benzodioxane moiety, or a combination of the two pathways, resulting in multiple

oxidative metabolites. No active metabolites have been identified.

After oral administration of 84 mg [14C]-eliglustat, the majority of the administered dose
is excreted in urine (41.8%) and feces (51.4%), mainly as metabolites. After 42 mg IV
administration in healthy volunteers, mean (CV%) of eliglustat total body clearance was
88 L/h (8.8%) in CYP2D6 EMs (CERDELGA is only for oral use). Following multiple
oral doses of CERDELGA 84 mg twice daily, eliglustat terminal elimination half-life
(Ty/2) was approximately 6.5 hours in EMs and 8.9 hours in PMs.

12
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Specific Populations

Based on population PK analysis, there was no effect of mild renal impairment on
eliglustat PK. Furthermore, gender, body weight, age, and race had no clinically relevant

impact on the pharmacokinetics of eliglustat.

Drug Interactions - Effect of Other Drugs on CERDELGA

In vitro, eliglustat is metabolized primarily by CYP2D6 and to a lesser extent by
CYP3A4. Eliglustat is also a substrate of P-glycoprotein (P-gp).

Co-administration of CERDELGA with CYP2D6 Inhibitors

Systemic exposure (Cpax and AUCy,) of eliglustat increased 7.0-fold and 8.4-fold,
respectively, following co-administration of CERDELGA 84 mg twice daily with
paroxetine (a strong CYP2D6 inhibitor) 30 mg once daily in EMs (N=30), respectively.

Simulations using PBPK models suggested that paroxetine may increase the Cy,,x and
AUCy, of eliglustat 2.1- and 2.3-fold in IMs, respectively.

Compared to paroxetine, the effects of terbinafine (a moderate inhibitor of CYP2D6) on
the exposure of eliglustat in EMs or IMs were predicted to be smaller. Simulations using
PBPK models suggested that terbinafine may increase the Cy,.x and AUCy,, of eliglustat
3.8- and 4.5-fold in EMs, respectively. Both Cy,,x and AUCy, increased 1.6-fold in IMs.
Co-administration of CERDELGA with CYP3A Inhibitors

CYP2D6 EMs and IMs:

Following co-administration of CERDELGA 84 mg twice daily with ketoconazole (a
strong CYP3A inhibitor) 400 mg once daily, the systemic exposure (Cpax and AUCy,) of
eliglustat increased 4.0-fold and 4.4-fold in EMs (N=31).

Simulations using PBPK models suggested that ketoconazole may increase the Cy,,x and

AUCy, of eliglustat 4.4- and 5.4-fold in IMs, respectively.

Compared to ketoconazole, the effects of fluconazole (a moderate inhibitor of CYP3A)
on the exposure of eliglustat in EMs or IMs were predicted to be smaller. Simulations
using PBPK models suggested that fluconazole may increase the Cp,x and AUC,, of
eliglustat 2.8- and 3.2-fold in EMs, respectively, and 2.5- to 2.9-fold in IMs, respectively.

CYP2D6 PMs:

13
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The effect of CYP3A inhibitors on the systemic exposure of eliglustat in PMs has not
been evaluated in clinical studies. Simulations using PBPK models suggest that
ketoconazole may increase the Cyax and AUC.,4p of eliglustat 4.3- and 6.2-fold when co-
administered with CERDELGA 84 mg once daily in PMs. Simulations using PBPK
models suggested that fluconazole may increase the Cy,ax and AUC.24; of eliglustat 2.4-
and 3.0-fold, respectively, when co-administered with CERDELGA 84 mg once daily.

Co-administration of CERDELGA with CYP2D6 and CYPS3A inhibitors

Simulations using PBPK models suggested that concomitant use of CERDELGA 84 mg
twice daily with paroxetine and ketoconazole may increase the Cy,,x and AUCy,, of
eliglustat 16.7- and 24.2-fold in EMs, respectively. The predicted Cyax and AUCy,, of
eliglustat increased 7.5- to 9.8-fold in IMs, respectively.

Simulations using PBPK models suggested that concomitant use of CERDELGA 84 mg
twice daily with terbinafine and fluconazole may increase the Cy,ax and AUCy,, of
eliglustat 10.2- and 13.6-fold in EMs. The predicted Cy,ax and AUCy,, of eliglustat
increased 4.2- to 5.0-fold in IMs, respectively.

Effect of CYP3A inducers on Eliglustat PK

Systemic exposures (Cyax and AUCy,,) of eliglustat decreased by approximately 90% in
EMs and IMs, following co-administration of CERDELGA 127 mg twice daily with
rifampin (a strong CYP3A inducer) 600 mg PO once daily. The only approved dose of
CERDELGA is 84 mg. Systemic exposures of eliglustat decreased by approximately
95% following co-administration of CERDELGA 84 mg twice daily with rifampin 600
mg PO once daily in PMs.

Effect of OATP (organic anion transporting polypeptide) Inhibitors on Eliglustat PK

Systemic exposures of eliglustat were similar with or without co-administration of single
600 mg IV dose of rifampin (a potent OATP inhibitor) regardless of subjects’ CYP2D6
phenotypes.

Effect of P-gp Inhibitors on Eliglustat PK

The effect of P-gp inhibitors on the systemic exposure of eliglustat has not been studied

clinically.

Effect of Gastric pH-Modifying Agents on Eliglustat PK

14
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Gastric pH-modifying agents (Maalox”®, Tums®, Protonix®) did not have a clinically

relevant effect on eliglustat exposure.

Drug Interactions - Effect of CERDELGA on the PK of Other Drugs

Eliglustat is an inhibitor of P-gp and CYP2D6.

Following multiple doses of CERDELGA 127 mg twice daily, systemic exposures (Cpax
and AUC) to metoprolol (a CYP2D6 substrate) increased compared to metoprolol
administration alone. Mean C,,.x and AUC increased by 1.7- and 2.3-fold, respectively,
in EMs and by 1.2- and 1.6-fold, respectively in IMs. The only approved dose of
CERDELGA is 84 mg.

Following multiple doses of CERDELGA 127 mg twice daily in EMs and IMs or 84 mg
twice daily in PMs, systemic exposures (Cpax and AUC) to digoxin (a P-gp substrate,
with narrow therapeutic index) increased compared to digoxin administration alone.
Mean Cy,.x and AUC increased by 1.7- and 1.5-fold, respectively. The only approved
dose of CERDELGA is 84 mg.

In vitro, eliglustat is a weak inhibitor of CYP3A. Repeated doses of CERDELGA 84 mg
twice daily did not change the exposures to norethindrone (1.0 mg) and ethinyl estradiol
(0.035 mg). Therefore, CERDELGA is not expected to impact the efficacy or safety of

oral contraceptives containing norethindrone and ethinyl estradiol.
13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis

Carcinogenic potential of CERDELGA was assessed in 2-year carcinogenicity studies in
rats and mice. In Sprague-Dawley rats, eliglustat was administered by oral gavage at
doses up to 75 mg/kg/day in males (about 3.6 times the recommended human daily dose
of 84 mg twice daily, based on body surface area) and 50 mg/kg/day in females (about
2.4 times the recommended human daily dose based on body surface area). In CD-1
mice, eliglustat was administered to males and females at up to 75 mg/kg/day (about 1.8
times the recommended human daily dose based on body surface area) via dietary

admixture. Eliglustat did not produce any treatment-related neoplasms in rats or mice.

Mutagenesis

15
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Eliglustat was negative in the Ames test, chromosome aberration test in human peripheral
blood lymphocytes, mouse lymphoma gene mutation assay and in vivo oral mouse

micronucleus test.
Impairment of Fertility

In a fertility and early embryonic development study in rats, eliglustat increased pre-
implantation loss at 30 (about 1.5 times the recommended human oral dose based on
body surface area) and 100 mg/kg/day (about 5 times the recommended human oral dose

based on body surface area).

In mature male rats, eliglustat showed reversible adverse effects on sperm morphology,

testes (germ cell necrosis), and sloughed cells in the epididymis at 200 mg/kg/day (about
10 times the recommended human oral dose based on body surface area). Similar effects
on sperm were not seen in mature Cynomolgus monkeys at 72 mg/kg/day (about 7 times

the recommended human oral dose based on body surface area).

14 CLINICAL STUDIES

The efficacy of CERDELGA was evaluated in three clinical trials in patients with

Gaucher disease type 1.
14.1 CERDELGA in Treatment-Naive GD1 Patients — Trial 1

Trial 1 was a randomized, double-blind, placebo-controlled, multicenter clinical study
evaluating the efficacy and safety of CERDELGA in 40 treatment-naive GD1 patients 16
years of age or older (median age 30.4 years) with pre-existing splenomegaly and
hematological abnormalities. Patients were required to have received no treatment with
substrate reduction therapy within 6 months or ERT within 9 months prior to
randomization; all but 5 patients in the study had no prior therapy. Patients were
stratified according to baseline spleen volume (< 20 or > 20 multiples of normal [MN])
and randomized in a 1:1 ratio to receive CERDELGA or placebo for the duration of the
9-month blinded primary analysis period. The CERDELGA treatment group was
comprised of IM (5%), EM (90%) and URM (5%) patients. Patients randomized to
CERDELGA treatment received a starting dose of 42 mg twice daily, with a dose
increase to 84 mg twice daily possible at Week 4 based on the plasma trough
concentration at Week 2. The majority of patients (17 [85%]) received a dose escalation
to 84 mg twice daily at Week 4, and 3 (15%) continued to receive 42 mg twice daily for

the duration of the 9-month blinded primary analysis period.
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The primary endpoint was the percentage change in spleen volume (in MN) from
baseline to 9 months as compared to placebo. Secondary endpoints were absolute change
in hemoglobin level, percentage change in liver volume (in MN), and percentage change

in platelet count from baseline to 9 months compared to placebo.

At baseline, mean spleen volumes were 12.5 and 13.9 MN in the placebo and
CERDELGA groups, respectively, and mean liver volumes were 1.4 MN for both groups.
Mean hemoglobin levels were 12.8 and 12.1 g/dL, and platelet counts were 78.5 and 75.1
x 10°/L, respectively.

During the 9-month primary analysis period, CERDELGA demonstrated statistically
significant improvements in all primary and secondary endpoints compared to placebo, as

shown in Table 6.

Table 6: Change from Baseline to Month 9 in Treatment-Naive Patients with
GD1 Receiving Treatment with CERDELGA in Trial 1

Difference
Placebo CERDELGA (CERDELGA — value"
(n=20) (n=20) Placebo) p
[95% CI]

Percentage Change in -30.0
Spleen Volume MN (%) 23 -27.8 [-36.8, -23.2] <0.0001
Absolute Change in Spleen 4.1
Volume (MN) 0.3 3.7 [-5.3,-2.9] NA
Absolute Change in 1.2
Hemoglobin Level (g/dL) 0.5 0.7 [0.6, 1.9] 0.0006
Percentage Change in -6.6
Liver Volume MN (%) L4 -2 [-11.4, -1.9] 0.0072
Absolute Change in Liver -0.1
Volume (MN) 0.0 0.1 [-0.2,0.0] NA
Percentage Change in 41.1
Platelet Count (%) 91 320 [24.0, 58.2] <0.0001
Absolute Change in 31.3
Platelet Count (x 10°/L) 72 241 [18.8, 43.8] NA

MN = Multiples of Normal, CI = confidence interval, NA = Not applicable
*Estimates and p-value are based on ANCOV A model that includes treatment group, baseline spleen

severity group (<20MN, >20MN) and baseline parameter value.

In an uncontrolled study of treatment naive GD1 patients, improvements in spleen and
liver volume, hemoglobin level, and platelet count continued through the 4 year treatment

period.
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14.2 Patients Switching from Enzyme Replacement Therapy to CERDELGA -
Trial 2

Trial 2 was a randomized, open-label, active-controlled, non-inferiority, multicenter
clinical study evaluating the efficacy and safety of CERDELGA compared with
imiglucerase in 159 treated GD1 patients (median age 37.4 years) previously treated with
enzyme replacement therapy (=3 years of enzyme replacement therapy, dosed at 30-130
U/kg/month in at least 6 of the prior 9 months) who met pre-specified therapeutic goals at
baseline. Pre-specified baseline therapeutic goals included: no bone crisis and free of
symptomatic bone disease within the last year; mean hemoglobin level of > 11 g/dL in
females and > 12 g/dL in males; mean platelet count > 100,000/mm’; spleen volume < 10

times normal and liver volume < 1.5 times normal.

Patients were randomized 2:1 to receive CERDELGA or imiglucerase for the duration of
the 12-month primary analysis period. Seventy-five percent of patients randomized to
CERDELGA were previously treated with imiglucerase; 21% with velaglucerase alfa and
4% were unreported. Patients randomized to CERDELGA treatment received a starting
dose of 42 mg twice daily, with dose increases to 84 mg twice daily and 127 mg twice
daily possible at Weeks 4 and 8 based on plasma trough concentrations of CERDELGA
at Weeks 2 and 6, respectively. The percentage of patients receiving the 3 possible
CERDELGA doses was: 42 mg twice daily (20%), 84 mg twice daily (32%) and 127 mg
twice daily (48%). The CERDELGA treatment group was comprised of PM (4%), IM
(10%), EM (80%) and URM (4%) patients.

At baseline, mean spleen volumes were 2.6 and 3.2 MN in the imiglucerase and
CERDELGA groups, respectively, and liver volumes were 0.9 MN in both groups. Mean
hemoglobin levels were 13.8 and 13.6 g/dL, and platelet counts were 192 and 207 x
10°/L, respectively.

The primary composite endpoint required stability in all four component domains
(hemoglobin level, platelet count, liver volume, and spleen volume) based on changes
between baseline and 12 months. Stability was defined by the following pre-specified
thresholds of change: hemoglobin level <1.5 g/dL decrease, platelet count < 25%
decrease, liver volume <20% increase and spleen volume <25% increase. The
percentages of patients meeting the criteria for stability in the individual components of

the composite endpoint were assessed as secondary efficacy endpoints.
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CERDELGA met the criteria to be declared non-inferior to imiglucerase in maintaining
patient stability. After 12 months of treatment, the percentage of patients meeting the
primary composite endpoint was 84.8% for the CERDELGA group compared to 93.6%
for the imiglucerase group. The lower bound of the 95% CI of the 8.8% difference,
-17.6%, was within the pre-specified non-inferiority margin of -25%. At Month 12, the
percentages of CERDELGA and imiglucerase patients respectively, who met stability
criteria for the individual components of the composite endpoint were: hemoglobin level,
94.9% and 100%; platelet count, 92.9% and 100%; spleen volume, 95.8% and 100%; and
liver volume, 96.0% and 93.6%. Of the patients who did not meet stability criteria for the
individual components, 12 of 15 CERDELGA patients and 3 of 3 imiglucerase patients

remained within therapeutic goals for GDI.

Mean changes from baseline in the hematological and visceral parameters through 12
months of treatment are shown in Table 7. There were no clinically meaningful

differences between groups for any of the four parameters.

Table 7: Mean Changes from Baseline to Month 12 in Patients with GD1 Switching
to CERDELGA in Trial 2

Imiglucerase CERDELGA
(N=47) (N=99)
Mean Mean
[95% CI] [95% CI]
Percentage Change in Spleen Volume MN (%)* -3.0 -6.2
[-6.4,0.4] [-9.5, -2.8]
Absolute Change in Spleen Volume (MN)* -0.1 -0.2
[-0.2, 0.0] [-0.3,-0.1]
Absolute Change in Hemoglobin Level (g/dL) 0.0 -0.2
[-0.2, 0.2] [-0.4,-0.1]
Percentage Change in Liver Volume MN (%) 3.6 1.8
[0.6, 6.6] 02, 3.7]
Absolute Change in Liver Volume (MN) 0.0 0.0
[0.0,0.1] [0.0,0.0]
Percentage Change in Platelet Count (%) 2.9 3.8
[-0.6, 6.4] [0.0,7.6]
Absolute Change in Platelet Count (X 109/L) 6.0 9.5
[-0.9, 13.0] [1.4,17.6]
Patients Stable for 52 Weeks, n (%)
(Composite Primary Endpoint) 44 (93.9) 84 (84.8)

MN = Multiples of Normal, CI = confidence interval

* Excludes patients with a total splenectomy.
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16 HOW SUPPLIED/STORAGE AND HANDLING

CERDELGA is supplied as 84 mg hard gelatin capsules, with a pearl blue-green opaque
cap and pearl white opaque body imprinted with “GZ02” in black.

CERDELGA 84 mg capsules are supplied as:

NDC-58468-0220-1 — Carton containing 4 packs of capsules (56 capsules total). Each
pack is composed of 1 blister card of 14 capsules and a cardboard wallet.

NDC-58468-0220-2 — Carton containing 1 pack of capsules (14 capsules total). Each
pack is comprised of 1 blister card of 14 capsules and a cardboard wallet.

Store at 68 °F - 77 °F (20 °C - 25 °C) with excursions permitted between 59 °F and 86 °F
(15°C to 30 °C) [see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Drug Interactions

Advise patients to discuss all the medications they are taking, including any herbal
supplements or vitamins with their healthcare provider [see Contraindications (4) and
Drug Interactions (7)].

ECG Changes and Potential for Cardiac Arrhythmias

Adpvise patients to inform their healthcare provider of the following: history of
congestive heart failure; recent acute myocardial infarction; bradycardia; heart block;
ventricular arrhythmia; and long QT syndrome [see Warnings and Precautions (5.2)].

Advise patients to inform their healthcare provider if they develop new symptoms such as

palpitations, fainting, and dizziness.

Administration Instructions

Advise patients:

e Swallow capsules whole, preferably with water, and do not crush, dissolve, or

open the capsules.
e CERDELGA can be taken with or without food.
e Ifadose of CERDELGA is missed, take the prescribed dose at the next scheduled

time; do not double the next dose.
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e Avoid consumption of grapefruit or its juice.

e For patients currently treated with imiglucerase, velaglucerase alfa, or
taliglucerase alfa, CERDELGA may be administered 24 hours after the last dose
of the previous enzyme replacement therapy (ERT).

Manufactured by:
Genzyme Ireland, Ltd.,
IDA Industrial Park,
Old Kilmeaden Road,
Waterford, Ireland.
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MEDICATION GUIDE
CERDELGA"™ (sir-DEL-guh)
(eliglustat) capsules

What is the most important information | should know about CERDELGA?
CERDELGA can affect the way other medicines work and other medicines can affect
how CERDELGA works. Using CERDELGA with other medicines or herbal supplements
may cause an increased risk of side effects.
Especially tell your doctor if you take:

e St. John’s Wort (Hypericum perforatum)

¢ Medicine for:

e Fungal infections

Tuberculosis
Seizures
Heart conditions or high blood pressure
Depression or other mental health problems

If you take any medicines for the conditions listed above, your doctor may need to
prescribe a different medicine, change your dose of other medicines, or change your
dose of CERDELGA. Tell your doctor about any new medicines before you start taking
them.

What is CERDELGA?

CERDELGA is a prescription medicine used for the long-term treatment of Gaucher
disease type 1 (GD1) in adults.

CERDELGA is not used in certain people with Gaucher disease type 1. Your doctor will
perform a test to make sure that CERDELGA is right for you.

It is not known if CERDELGA is safe and effective in children.

What should 1 tell my doctor before taking CERDELGA?

Before taking CERDELGA, tell your doctor about all of your medical
conditions, including if you:

e have heart problems, including a condition called long QT syndrome

e have a history of a heart attack

e have kidney or liver problems

e are pregnant or planning to become pregnant. It is not known if CERDELGA will
harm your unborn baby.

e are breastfeeding or planning to breastfeed. It is not known if CERDELGA passes
into your breast milk. You and your doctor will decide if you should take
CERDELGA or breastfeed. You should not do both.

Tell your doctor about all of the medicines you take, including prescription and

over-the-counter medicines, vitamins, and herbal supplements. See “What is the
most important information I should know about CERDELGA?”

How should | take CERDELGA?

e Take CERDELGA exactly as your doctor tells you to take it.

e Your doctor may change your dose if needed.

e Take CERDELGA capsules whole, preferably with water. Do not open, crush, or
dissolve capsules before swallowing.

e CERDELGA can be taken with or without food.

e If you miss a dose of CERDELGA, take the next dose at the usual time. Do not
take two doses of CERDELGA at the same time.

e If you take too much CERDELGA, call your doctor or go to the nearest hospital
emergency room right away.

What should 1 avoid while taking CERDELGA?

Avoid eating or drinking grapefruit products while taking CERDELGA. Grapefruit
products can increase the amount of CERDELGA in your body.




What are the possible side effects of CERDELGA?

See "What is the most important information 1 should know about

CERDELGA?"

e CERDELGA, used with certain other medicines, may cause changes in the
electrical activity of your heart (ECG changes) and irregular heart beat
(arrhythmias). Tell your doctor if you have new symptoms such as palpitations,
fainting, or dizziness.

The most common side effects of CERDELGA include: tiredness, headache,

nausea, diarrhea, and pain in the arms, legs, back, or stomach (abdomen).

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

These are not all the possible side effects of CERDELGA.

Call your doctor for medical advice about side effects. You may report side effects to

FDA at 1-800-FDA-1088.

How should I store CERDELGA?

e Store CERDELGA at room temperature between 68°F to 77 °F (20°C to 25 °C).
o Keep CERDELGA and all medicines out of reach of children.

General information about the safe and effective use of CERDELGA.

Medicines are sometimes prescribed for purposes other than those listed in a
Medication Guide. Do not use CERDELGA for a condition for which it was not
prescribed. Do not give CERDELGA to other people, even if they have the same
symptoms you have. It may harm them.

If you would like more information, talk with your doctor. You can ask your doctor or
pharmacist for information about CERDELGA that is written for health professionals.
For more information, go to www.cerdelga.com or call 1-800-745-4447.

What are the ingredients in CERDELGA?

Active ingredient: eliglustat

Inactive ingredients: microcrystalline cellulose, lactose monohydrate, hypromellose,
glyceryl behenate, gelatin, candurin silver fine, yellow iron oxide, and FD&C blue 2

Manufactured by: Genzyme Ireland, Ltd., IDA Industrial Park, Old Kilmeaden Road, Waterford, Ireland
CERDELGA is a trademark of Genzyme Corporation. ©2013 Genzyme Corporation. All rights reserved.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Issued: August 2014
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AE 2 M3 L O M E 2 77 <

122 A%

1L B

QTc MFRIERIZ OV TIE 42 4 OREFHERE 12T 2 “EHER, HElkE, 77 ERBIW
BtExt R 7 1 24— =R THET S 7z, PR, QRS B LV QTc RO N—ZZ 1 b0
7T B R IEBRE L EICHEIREEOINNFRO bivlz, PKIPD £7 U o 7IckES< L, =
U 7 A%y MIEFREE Y 500 ng/mL T PR, QRS 35 X O QTcF MifRIcZi£41 22 (26) |
7 (10) X013 (19) OFAfE (710l 5% EHEK MO _LRRME) $MRAEL 2 L FHISILD,
a7 QT MR TITh IR B2 2 2 IR 5% O i@ E O KL ETh 5 237
ng/mL 2N\ T, BT ATIERIICER D H D5V R HREICH QT/IQTc DIER A b7 b S
otz

123 FEyEhk

—EOHETIE, 2FBERE (Chd L AUC) (X CYP2D6 DIBIZ /i &b, CYP2D6
DEMBLOIM OGS, = U F ALy hORYBREITR KT CH Y . 2HIRTEEILH
BHHI B2 5 THEMNT 5, EM~D84imgl H 2 ROKERAOKREESR, =V 7 LAZy |k
DEHRBERE (AUChn) 130 H#% (AUCy.) &H#EL T, EHIRIETH 2 5o £ TN
T %, CYP2D6 D PM IZBIF DU JIL R v s OIEYBRRIIHMRIE > DRI A & Tl &
ALTVDEMIZEER PM TiE 84 mg 1 H 2 [al4% 514 D EHIRE D SR &2 T~9 5@\,

iR

CYP2D6 ® EM Ti&, f MAEHFIRE (tne) (ZEET D £ TORFEOHFRAEIZT T4 84 mg
1 A 2 B ERE D 1.5~2 K% ThH D, T2 EM D Coa FHAEIE 12.1~25.0 ng/mL
OHEFETH D, EMIZEIT D AUCy, FHMEIL 76.3~143 hr*ng/mL OHFiFH CTH D, T /L5 84
mg 1 A 2 [\l KERS I IM OERE 1 4128105 Cha B8 £V AUCy, IXENZETL 44.6
ng/mL 3 X1V 306 hr*ng/mL T ->7-, EM TIZEBIF DV T4 84 mg H[EIEG-1% DO/ A
FT A T8V T 1 TBEE R YEIEEAH O 72 DI (<5%)

PM DA, FRIED tma (CEDL DTV T AH 84mgl H 2 [HOREHRSE 3% TH D,
KT D Crax 33 & UV AUCyq, O FEIENE E 41241 113~137 ng/mL 33 L TY 922~1,057 hr*ng/mL
DHIFHTH 5,
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m HBFLH™ () PV RE >y N BB

PMIZEBWTHT A 84mg & 1 H 1[EREO#EEGT 29834 THL T e, 84mgl H 1
B & 5 ARy ENRE (PBPK) E7 /L% JHVWZ PM @ Crax 3 KX TV AUC,, D THRIEIZZ 41
ZAL 75 ng/mL 5 L OV 956 hr*ng/mL TH 5,

ST H @I L IG5 & Crax 13 15%0800 L7243, AUC IZZ kidenotz, &
W=V VAL N OSEYBREICHRNICE RO H D WBE KT S R0,

T

TY VALY Mit hOMBEER L HEEICEST D (76~83%) . MIKFTIL, EL L
TSI L, ARILERITIE A LRV, RN (IV) &5, CYP2D6 @ EM k1T 5 =
U7 NAZy bOGIMERL 835 L & 720 | IRIAVEER~ DM R S e (7 713
O#50H)

e &k

FFIVHIEEIZ CYP2D6 12 XLV F-FRE IRV DY CYP3AS (2 K CARIFAISAH S 4,
I VT T AER, =Y TNV AR Ly b OFERREIREEIZIIA T 2 A VG OBKER L &
ZDH%D 23-Vt Fu-14-X2 Y DA FH GO, £7213200 2 REOEENEE L
TERY., HBRELTEERONRBIRICLEDN AL 5, TEHEREHEDIIHR S TR,

[“C]l - U A% v b 84 mg OREAFEH, #EHAEOICEE, JRF (41.8%) BLW
fEf (51.4%) (2, E& LTREAMEDE LTt FHHBRE ~D 42 mg IV & 5:4,
CYP2D6 DEMIZHITH =Y F)V AL hORIKT VT T v ZAFH)E (CV %) 1588 L/ (8.8%)
Thotz (BT APIRAOEEDOR) , VT4 84mgl H 2 EOKERDEG%, =) 7L
AL N OFREKMBE I (Tyy) 1 EM TR 6.5 K], PM Tl 8.9 Bl T - 7=,

FFELE]

RHEH PKBEHTICEE S & BEOBBREREICI D2 Z7V A2y D PK ~DREITR
Moz, Fio, MR KRE, Fl, BEXOAEL Y Z VR v S OEYBYRBIZERIKAIZE R
DI DL N STpho Tz,
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gengyme A (=) PR 1)

FWIHIEH - fUAID 3T T TS 7 5
In vitro T/, =V 224> MNF3E L TCYP2D6 (L o T, Flf/E /175 CYP3A4
Lo TIH#HIE, TV X5 NIP-HFEFH P-gp) DEETHD S,

V7L E CYP2D6 M EH & DO

EM (N=30) (B35 ¥/ 84mglH 2L \uxtF - 30mglH LED (7
CYP2D6 [HEFH]) & OftHEG®%, =V ZNVAZ v hORHIREFER (Chyx 3L AUC,) 13
TNENTOfERB L84 FIZHEM LT,

PBPK EF L Z ANy ab—2a T, X F U d IMICBITSTY JV A4
FD Chax BE N AUC, ZZNZE 2.1 5B LT 2.3 fFITHINEE A REMEN & 5 2 & DR
e,

RaFxtF A, TIAEF T 4 (TEEED CYP2D6 FLEA]) A3 EM B LM 2B
L3 Y TNAZy FORHREREICKETREIL SN ETFRISHTWD, PBPK E7 /L
ZHWYIab—va TR, TAVET 74 VT EMIZBIT 2 JVAZ y FOD Crx B
FOVAUC,, 2 ZNEH 38 B LN 45 fFICHMSE D AREMENH D = LAVRIE S L=, IM
Tl Crax 38 £ OV AUCy, 1T 1.6 f51289N L 7=,

YT E CYP3A JHE & D FHE S
CYP2D6 ® EM 3 LT IM :

HTFH 84mgl H 2[RE S h=a) Y —L (587772 CYP3A BHEAI) 400mg 1 H 1 [Fl% fFH
5%, EM (N=31) 28T 7V ALy bORHGEFER (Cry 3K AUCy) 13 4.0
B XU 44 52U,

PBPK 7 VEZHWZY Ial—yarTid, Fhaty—aF IM B85 7L
Z D Crax BET AUCw Z TNEN 44 5B LN 5.4 fHITHMSE L AREMEN & H 2 &3
R I T,

Fhapby =l 7ra gy Yy —u (REEO CYP3A HEAD) 28 EM BLTUIM 2
BITLZUIZNAEy MORHIRGEERICKZTETILV/ NIV E TSN TWS, PBPK E
FLERNEZY I 2=y a VTR 70 aF Y —UIEMIZBIT DT Y Z)VZAH » RO Cha
BIXOWAUC ZZFNTN 28 B L3222, £7- IM TIXZNTH 2.5 5~2.9 TN &S
B HAREMENH D Z L BRIB I NI,
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m HBFLH™ () PV RE >y N BB

CYP2D6 @ PM :

PM (23517 % CYP3A HEAIDOT Y Z/V AL v N DA ENEEE ST 2 /ERILERRBR IS
WTEHMli STV, PBPK Z W= 2 2 b—3a Tk, 7 a3 Y — LI PM YT
77 84 mg 1R LEEHRMFEGSNTGE, = U Z VAT Y O Cra 3 LT AUCo4 & 4.3
BB LD 6.2 FICHMEELAREMENH D Z LRI LTz, PBPK 7 V2 HWZY I =
L—a rTld, Zva =370 84mgl A 1A EEAFG Shizsa, =V 7L
A5 RO Crax B LN AUCo 4y & ZNZEN 24 BB L O30 FICNS D /RN HH Z &
DIRE I T,

VT E CYP2D6 L CFCYP3A D jdjlH 7 & D ff 5

PBPK ET VZHWe I 2 b—a Tk, 740 84mgl H 2R ENmXEF L
O hary = EOffFHEGIE, EMIZBIT 5T LV AH o~ O Chax 38 LY AUCy, & &
NZEN 16T B L O 242 (FIZHIN S L AIREEN B D Z E BRI N, IMIZBIT 5 7
VA B N D Coax 3 X N AUCy, O THRMEIZZ 4L 7.5 53 LTV 9.8 fFlHgn L 7=,

PBPK EF V&AWV R ab—va Tk, 744 84mgl H2EETAETFT 4 8
FO7vary =L offHEEIZ EMIZB T 22U VAL > RO Chax 3 LT AUCy, &
TNEN 102 FB LV 36 fFITHMSE L WEEMNH D Z LRI IMIZB T 5=
TIWAL s bD Coax 3 LTV AUC,, D THINEIZZ N EH 4.2 f5~5.0 FFITHEIN L 7=,

CYP3A FF&py DT 1) 27X 4 o | PK ICH 75 75
BT 12Tmgl H2[EE U 77 Ay (FR))7: CYP3A FHEME) 600 mg #2HIZT1H
1EZPFAEG % EMBLIOIMIZBIT 5= ZVA K v b OLHIRETE & (Crax 38 L OVAUC,)
13K 0% Lz, T AT OEKRHAREIZ84mg DA THD, PMICBITHVT /L4 84mg1l
H2[EED 77 AE600mg#RHIZTCLHLEIZJFHEG®H, =V 7VRE Y NOREEE
HITH 95% 3 L7z,

OATP (FHET =2 gikas UV X7"F F) JHEFIDT J 27X 5 > fPK ST 5 #25
WeBRE D CYP2D6 B AR b =) VLR ¥ v hOLFRERIT. U 77 AL (OATP

D58 JIBHEH) 600 mg O HE] IV &5 OFHOF 6T, RHETH-o T,

P-gp M ZHIDT J 2 X % b PK (4T3 225
P-pg FLEAIOT Y 7V A X N EHIRTR BT 5 LR AICHFZE STV 720,
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W HBFLH™ () PV RE >y N BB

B pH FHEH D ) 27 X 4 | PK (ST S B
H pH FH2H4] (Maalox®, Tums®, Protonix®) (., — U Z /L2 % v MEEE &I L CEIRIIC
BEROLHDEBEE RIT S0,

FEWH A LEH - VT T DAY PR IZX) T 5 5

T Y ZIVAH y MEP-pg B L CYP2D6 DILEHRITH D, #?wﬁlmnm152@®ﬁ
BG5#%, A M7 rr—L (CYP2D6 OIEE) Zxd 2 BHIEFERE (Chx B LT AUC) |
N7 e a— VHEFE G AT L7, Chax 3 XY AUC OFEEJEIZ, EM IZBWTENE
VLTI OR23FITHML, IM TIEENEN L2 5B LN L6 FITM Lz, YT AHTD

RHEIL 84 mg DA TH D,

EMBIOIMIZBITAH T 127mgl B 2 BIOKEHRG%. BLXOPMIZEIT 5 84 mg
1 H2BDOKE®RGHIZ, I (Ppg OFREE T, IBEEZITED) (x5 2T iREE

(Crax BELVAUC) 127 T2 DHEFIHE BT A THINN L7, Corax 38 & OV AUC O SEHfE I
ENEN LT BB L O L FICHEM LTz, YT AT ORGBHEIL84Mg DA TH D,

Invitro Tix, =V 7L A% > MICYP3A D5 /IBHEFEAITH S, 7/ 84mgl H 2 [E]D
KERGICED /7 rv2F o Fay (10mg) BLO=F= 1= 74—/ (0.035mg) 2
T HEHBEBEEDOEITIA LN hoTe, - T, BT AHIE/ VT FarBLO=F
ST AN UA =N EEET DRABIEEO AN L RO NT UK L THREL R
WETRISD,

13. FEEERFME<NONCLINICAL TOXICOLOGY >
131 FmtE, BRFEME, AJHEEORIE

TN L DIFEDORTRENEIL T v P X~ 7 X Z W e 2 FR O3 RER CHREN =
N 7=, Sprague-Dawley 7 v h Tix, = VU Z /A% v MIMEITHEE T 75 mokg/ B (RFEHEFEIC
KO e, B MEELIHETHS 84mgl H 20K 3.6 f5) . MEIZIX 50 mglkg/ H (R fE
IZEES< e MER 1 HEOK 24 %) [ CRlRDERESh/z, CD-1 vV ATIE, =V 7
VAL sy MIMEREIZ A= T 75 molkg/ B (AR mEAEICE S &b MEE 1L AEOK 1.8 %) T
BEICEG SN TR SN, 2V A2y MET v FBLUOS 7 Z2OWTFRIZEW T HIR
BT A & AL U SHE TV,
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g E , E YFH™ () A E -y ) TRV

PAL:Y AP
T Y TN AK y NIz — AR R, b NI o oSERICB T D YRR R, v 7 A
U LB S TR AE BB B L O O & 5~ 7 20 invivo /MERBR TRt Th - 72,

AFERED P

Z v M EHOWZATERER L ORI ARBR TIE, =V 7V A ¥ v I 30 mgkg/H (5%
EFEICHES< &b MERER OO 1.5 %) XL TVV100 mgkg/H (BEREBHICES L b
HELER O B0 5 fi5) THEKRAMER LIS,

R~ 7 ATlE, =V ZOVA X ME 200 mglkg/ H (REEAEICHESL< & v MEER O A
RO 10 f5) T, FEPERE. S (AAEMINEEE) | 3 X ONE R HRO ISR x5 Al
WEORIER &2 5 Uiz, BREH =27 A4 L TiE, 72 mgkg/ B (REREREICE S &b MR
FOMAEOR T T, kT 280 LB o niehodz,

=1

14. BEPRRR
YFNA OFIEL T =5 1 BB E 255 & U BaRaRER 3 F Calfii S huiz,

141 SHARBRERO GD1 BEITRIT T AN - BBk 1

FRBR 103, MRE RS KON AR B E A BEIC A 3 2 4R 16 7Ll b (Rl h B 1 30.4 %) O
ZHRARREER CD1 BE 404 265 & L, EiERfb, “HEMR, 77 v A, 2 htisx i F
KRR T 5, BEITIEEMEA(LRTD 6 7 A LAINICE T 2 EMHREE 7213 9 » HUNICBIT
% ERT OWTHDOER LR L TWRWLERSH Y | AR CITEE 5 4 2R REBFITA
WIER 2o T, BFIIN—AT A LV OMERNE > TEhb s (EFEOREE [MN] )
=20 £7213>20) . 9 » A~ IR D722 T AT E 1T T 7B RO~ 1!
1 OETEREALS -, VT ATIEERIL IM (5%) . EM (90%) X URM (5%)
DEF TR S NIz, TV TIRFRICEER LSBT 42mg 1 B 2 BIOBRAEH &% &5
AL, HEIEE 4B, F2BICBIT 208 N7 ZIREICEKESWT, AlE72 84mgl H 2 B[~
WEshiz, BEOKY (174 [85%] ) 1IF 4MIc84mgl H 2 [EE THEA &I, 3
% (15%) X9 » AMOEHR— KM HIM A28 L T 42mg 1 H 2 [FEIO#HG- 2k S 117,
TIAR V= RARA L MIL T T ERERB LIER—RAT 4 )5 9 » A% E TOME
O (MNIZBITD) Bl ThoTz, BH XY = RRA v ME, 77 R EHEKE L
N—=ZFA N5 97 A ETONE V1 B VIO Bl AFARED (MNIZE T %)
AR, BL O/ IME DB R L Sk,
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genzgyme

BFIH™M () S RZy N BB

NR=ZA T A BT, BMEREEHHEIT T 7 B RB LY T AHETENEN 125 BXI W
13.9 MN. AR EHEIZWERELILIC 1.4 MN ThoT-, ~EZ o B UVBEOEHEITFNEh

128 BL 121 g/dL, F 7= M/ IMREKIZF N2 785 B8 LN 75.1X10°%L Th-T-,

9 » AO—RIF IR, T AHIE, £6I1R-T LI, ETHOTIA4~—8
JOED o FY) — 0 RRA v 2T T BRI THREFIICAE BICE ST,

£6:RBR1LTHTATICLDBREZIT -, ZEREEBRO GD1L BEHEIZBIT 5
R=Z2F5 405 97 AT TOE

[95% CI]
AR MN DL (%) 23 978 [3&?2&& <0.0001
Hé!ﬁ(ﬁif@ﬂﬁﬂ:%ﬁ’@iﬂlﬁ 0.3 37 53201 NA
;%;Z%m( ;;j\i)‘zb%rgmgm% 05 0.7 06 101 0.0006
HFECRE MN D% (%) 14 52 Cii41g | 00072
ﬁtﬁﬁ@%{h%ﬁ@iﬂﬁ 0.0 01 [-o.'g,'tm NA
MO LR (%) 91 320 [24.?)?'518.2] <0.0001
%’iiﬁiﬁ?ﬁm%ﬁﬂﬁ 72 241 [18.?'23.8] NA

MN=EFHEDEE., CI=FHEKXM. NA=ZY%E7

* HEEER L p EIX, RERE, X— A7 4 OB EIEERE (20 MN, >20 MN) 8 XU —
AT A DINT A —FENE £ D ANCOVA ET VT HSL,

ZRATEER GD1 B (T4 2 I EABR Tl MARB JUNTAR. ~E7 B ViR,
B RO/ IMBIZ BT D801 4 £ ORI 208 L Tkt L7,

142 BEBR@WABEDLOYT AT~ X -BE - B2

ARBR 2 1%, BERMAREIC L DIGEEN SV (Z3FEORERMTEIE. FaiD 9 » AMOD
HA7p &b 6 4 HHIE30-130 U/ HIZTHRE) | X=X T A LNZBWTHEANIHE Lzib
W AR &2 2R LT GDL B 159 41 (Rl Rl 37.4 75%) 22, T AT OHBMEL
BEMEA I TN T —8 L ik U CIHT 2 MIEA L, JEEMR. FIEMIR, LM, Sk
R TH D, FANTHE LI —A T4 U OIREHEIITILLTRE EN5 bk 1FERIC
BOTEZ U —E2 L JEGEEOBRER L ; ~EZ 1 v R EEEA otk T=11 gdl
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m HBFLH™ () PV RE >y N BB

BLOFEMET =12 gldL ; 1f/MEECEEIE = 100,000/mm® ; RS AN IE FE D < 10 736 L OWFEA
TR EHED <15 %,

BEIT 12 7 AMO—KFTIRIC D2 T AT ETIIA I 7T —EOREIZ 2: 1
THEEALI N, T TNATITEEZILSNTZBED 75%I124 I 7t 7 —BIZ X HIRFEE
W oTz, 2L%IERNT TNt T =BT N7 7 ICLDEEBERD V. 4% IFRRETH -7, W
TOVIIRIRIC AR Shic i 42mg 1 B 2 OB HEZ &G S, FAEIE, F4HEEH
HIZENZENFE 2B LOE 6 HOYT VA OIS ~ T 7REIZESWT, AlHEZ: 84 mg 1
H2RFBELW127 mg 1 H 2 B~HEINZ, BT VT OnRE/ 3 HEZ &G INIZBEEOK
FiX:42mg1l H 2[H (20%) . 84mgl H 2[E (32%) L1127 mgl H 2[E] (48%) &7z~
Tzo BT IVITBRIFEREL PM (4%) . IM (10%) . EM (80%) B XLT'URM (4%) DEFE THE
B S Az,

NR=A T A UNZBNT, MR EHMEIEA I /N7 — BB LTV TENT 2.6
BELU32 MN, HFARIZEAELLIZ 09 MN Thoto, ~EZ 1 EUVREOEHEIZENZEN
138 B LN 13.6 g/dL. F 7~ i/ MBI T Z L EH 192 35 LTV 207 X 10°/L Th - 7=,

TIA= )BT RRA LV b T, RNR—=Z2T A4 005 12 » A ETOEREICHESL
4 BEROETOMER (~NEF 7 ERE, /ML AR, BLOMAR) T8 2REN
FoREN T, BEIZLL FOFRNIHE LI B B&BEEIC L > TER SN ~E/ m BV RE
DD EN <15 gldL, I/ MRELDIBAD 2RI <25%., FFEFEDBENNRN <20% 5 L OMAFE D
BAINERD <25%, AT RARA v M OFER CLEDEMEL - LI BRE ORIL, Ao
T F )= RARA & L TRHMi S L7,

T TNHIREOREDHFIZENTA I 7T —BIZx L CIHELETH D LS T
LIELGT- LTc, 12 » AMDIRR%E, 774~V —HET L RRA v MeER LIZBEED
I T VAR T848% Tho7=DIZK L A I/t 7 —EHETIL93.6% CThHo72,8.8%
70 95% Cl O FRIETH 5-17.6%1%. FANIHE LI LM~ — 2 2 D-25% OHPAN T
bole, 12 7y Ak, HHT U FARA » FOBER CTREDKEELR - LI T A HE LOA
SN T —PREOBEDLRIT  ~F 0 BB 94.9%3 KT 100% ; i/ REL, 92.9%
B EUVN100% : MHAFE, 95.8%35 L UN100% ; JTAFE, 96.0%3 KT 93.6% CTh o7z, HEFED
REDIEREE - ST BEDI L VT ATEF LT RABLOA 27T —F
B 34T 341%. GDL OB BEOFPHN & #ERF L7,

12 % H M OMWEHFIRNC BT 2 M3 LOAERIE D/ XT A =X DR—=ZF 4 U NHO
AL ETVEE R TITRT, 4 DDO/RXT A—ZONFT BN T HEE CHEARMICERDO H 5
R IT o7z,
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W HBFLH™ () PV RE >y N BB

HT7: BB 2B BT H~T YL~ GDL BED
R—=2 T4 Db 12 » A TCOELEFEHHE

AI Tt T—F YTV
(N=47) (N=99)
EHfE EHE

[95% CI] [95% CI]

JRZEFE MN O &L (%) * -3.0 6.2
[-6.4,0.4] [-9.5, -2.8]

JRSFE OB L&A HE (MN) * 0.1 0.2
[-0.2,0.0] [-0.3,-0.1]

NE T T PO R HE (gldL) 0.0 0.2
[-0.2,0.2] [-0.4,-0.1]

&S MN O LR (%) 3.6 1.8
[0.6, 6.6] [-0.2,3.7]

PR O L HE (MN) 0.0 0.0
[0.0,0.1] [0.0, 0.0]

/MR DR (%) 2.9 3.8
[-0.6, 6.4] [0.0, 7.6]

M D2 B faset il (X 10°%/L) 6.0 9.5
[-0.9, 13.0] [1.4,17.6]

52 W CzE LI-BE, BER (%)

(S5 4+ ) AT Roif o 1) 44 (93.6) 84 (84.8)

MN=EFEDEE., Cl={5HEXH
* R 22 T T EBE TR L,

16. MG/ HRER L OB FEE
YT, Fx v TR REHR =V Fikfs BT 4 DARERR =LA T [GZ02)
EETHIT SN, 84mg AVEETF o7 E LTSNS,

BTN AT 8Amg I T EVTEL T O L OIS LD ¢
NDC-58468-0220-1 - 4 58D J1 7 IVIS A -T2 RFE (BFFT56 77 tL) . #1407 %
JVAD T Y A E—J— R 1 # L JEAE @R (Wallet) 182 BRLS .
NDC-58468-0220-2 - 1 Fi D W 7R AN ASTZKRF (BRIT1U4 L7 RNL) . FRIT 1D TE
VD T Y AL —Jp— K 1L # L EAR OmEER (Wallet) 1HABRED,
68°F~77°F (20°C~25C) TPrfrL. #FALEMREIL 59°F~86°F (15C~30C) L4252 &
[USP Controlled Room Temperature : USP |Z X 2 RIREHAZEBMOZ L]

17. BEHIT Y VTER
FDA 23K L7- g m T EHE N #E R (Medication Guide : #3574 F) ZFite X 5 BEICH)
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m HBFLH™ () PV RE >y N BB

952 L,

WA

HHPHN=THYTY AL FREH I VTGO BEPIA L TV D ETOHEAIZON
THRAOEFRERE LFE LAY LOBBICYMET L2 (8 @) BXOEDHLZEN (1)
e SR

DM DOZAL & AFEARD AIEEME

UToFEZBEOEREREICHOED L )BEITHETLI L 9 oL E; Kkix
DEMEOFHEZE IRk ; D7 vy 7 DEMEARIENR ; B L0 QT IERIERREORBEE [ B4 L
OMEH LR 62) ZR]

BE, JKthds L ONREMED E 2 ST ARSI LI 56 (3B E O R A 12 5
L& OBEICHETDH L,

FEICET S HER
BEHE~DE
o NTRMINITEL, TELHRTKEMITHT L, TNV ZMNZY, BRELIZY . B
Fzh LipnZ &,
o YT AAFIAFELIHIRAL THEBEIFIIRAL TS XUy,
o YVFNAT 1LEIGDORBZND B> TH REIOFERMRHIIZASG Sh - HEZRA L.
ROMEZE 2fFIZ LN &,
o JTL—TIN—IRTL—FTN—Y 2 — ZAOERITETH L,

o (I NET—F, RGNVt T—EBTINT7, FLFEZVINAET—ET LT 72T
BT O BEDOLGE . YT AT IIFERIORELEMITELE (ERT) O&EGO 24 Kb
‘iz Tx 5,

TR

TANT v RY = P A 2RS4
IDA Industrial Park,

Old Kilmeaden Road,

Waterford, Ireland
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ANNEX'I

SUMMARY OF PRODUCT CHARACTERISTICS



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

1. NAME OF THE MEDICINAL PRODUCT

Cerdelga 84 mg capsules, hard

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each capsule contains 84.4 mg of eliglustat (as tartrate).

Excipient(s) with known effect:
Each capsule contains 106 mg lactose (as monohydrate).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Capsule, hard.

Capsule with pearl blue-green opaque cap and pearl white opaque body with “GZ02” printed in black on the
body of the capsule. The size of the capsule is ‘size 2’ (dimensions 18.0 x 6.4 mm).

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Cerdelga is indicated for the long-term treatment of adult patients with Gaucher disease type 1 (GD1), who
are CYP2D6 poor metabolisers (PMs), intermediate metabolisers (IMs) or extensive metabolisers (EMS).

4.2 Posology and method of administration

Therapy with Cerdelga should be initiated and supervised by a physician knowledgeable in the management
of Gaucher disease.

Posology
The recommended dose is 84 mg eliglustat twice daily in CYP2D6 intermediate metabolisers (IMs) and

extensive metabolisers (EMs). The recommended dose is 84 mg eliglustat once daily in CYP2D6 poor
metabolisers (PMs). If a dose is missed, the prescribed dose should be taken at the next scheduled time; the
next dose should not be doubled.

The capsules may be taken with or without food. Consumption of grapefruit or its juice should be avoided
(see section 4.5).

Special populations

CYP2D6 ultra-rapid metabolisers (URMs) and indeterminate metabolisers

Cerdelga should not be used in patients who are CYP2D6 ultra-rapid metabolisers (URMS) or indeterminate
metabolisers (see section 4.4).




Patients with hepatic impairment
Cerdelga has not been studied in patients with hepatic impairment. Therefore, no dose recommendations can
be made.

Patients with renal impairment
Cerdelga has not been studied in patients with renal impairment. Therefore, no dose recommendations can be
made.

Elderly patients (>65 years)
A limited number of patients aged 65 and over were enrolled in clinical trials. No significant differences
were found in the efficacy and safety profiles of elderly patients and younger patients.

Paediatric population
The safety and efficacy of Cerdelga in children and adolescents under the age of 18 years has not been
established. No data are available.

Method of administration
Cerdelga is to be taken orally. The capsules should be swallowed whole, preferably with water, and should
not be crushed, dissolved, or opened.

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

Patients who are CYP2D6 intermediate metabolisers (IMs) or extensive metabolisers (EMS) taking a strong
or moderate CYP2D6 inhibitor concomitantly with a strong or moderate CYP3A inhibitor, and patients who
are CYP2D6 poor metabolisers (PMs) taking a strong CYP3A inhibitor. Use of Cerdelga under these
conditions results in substantially elevated eliglustat plasma concentrations (see section 4.4 and 4.5).

4.4  Special warnings and precautions for use
Initiation of therapy: CYP2D6 genotyping

Before initiation of treatment with Cerdelga, patients should be genotyped for CYP2D6 to determine the
CYP2D6 metaboliser status (see section 4.2, Special populations).

Drug-drug interactions

Cerdelga is contraindicated in patients who are CYP2D6 intermediate metabolisers (IMs) or extensive
metabolisers (EMs) taking a strong (e.g. paroxetine, fluoxetine, quinidine) or moderate (e.g. duloxetine,
terbinafine) CYP2D6 inhibitor concomitantly with a strong (e.g. clarithromycin, itraconazole) or moderate
(e.g. erythromycin, fluconazole) CYP3A inhibitor, and in patients who are CYP2D6 poor metabolisers
(PMs) taking a strong CYP3A inhibitor. Under these conditions both major metabolic pathways for eliglustat
metabolism are impaired, with predicted substantially elevated eliglustat plasma concentrations (see

section 4.5). Although no significant QTc increases were seen in a thorough QT study in healthy volunteers,
based on PK/PD modelling, eliglustat plasma concentrations 11-fold the predicted human C . are predicted
to cause mild increases in the PR, QRS, and QTc intervals (see section 5.1, Electrocardiographic evaluation).

For use of Cerdelga with one strong or moderate inhibitor of CYP2D6 or CYP3A, see section 4.5.

Use of Cerdelga with strong CYP3A inducers substantially decreases the exposure to eliglustat, which may
reduce the therapeutic effectiveness of eliglustat; therefore concomitant administration is not recommended
(see section 4.5).

Patients with pre-existing cardiac conditions

Use of Cerdelga in patients with pre-existing cardiac conditions has not been studied during clinical trials.
Because eliglustat is predicted to cause mild increases in ECG intervals at substantially elevated plasma
concentrations, use of Cerdelga should be avoided in patients with cardiac disease (congestive heart failure,




recent acute myocardial infarction, bradycardia, heart block, ventricular arrhythmia), long QT syndrome, and
in combination with Class IA (e.g. quinidine) and Class Il (e.g. amiodarone, sotalol) antiarrhythmic
medicinal products.

Monitoring of clinical response

Some treatment-naive patients showed less than 20% spleen volume reduction (sub-optimal results) after
9 months of treatment (see section 5.1). For these patients, monitoring for further improvement or an
alternative treatment modality should be considered.

For patients with stable disease who switch from enzyme replacement therapy to eliglustat, monitoring for
disease progression (e.g. after 6 months with regular monitoring thereafter) should be performed for all
disease domains to evaluate disease stability. Reinstitution of enzyme replacement therapy or an alternative
treatment modality should be considered in individual patients who have a sub-optimal response.

Lactose
Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or
glucose-galactose malabsorption should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Eliglustat is metabolised primarily by CYP2D6 and to a lesser extent by CYP3A4. Concomitant
administration of substances affecting CYP2D6 or CYP3A4 activity may alter eliglustat plasma
concentrations. Eliglustat is an inhibitor of P-gp and CYP2D6 in vitro; concomitant administration of
eliglustat with P-gp or CYP2D6 substrate substances may increase the plasma concentration of those
substances.

The list of substances in section 4.5 is not an inclusive list and the prescriber is advised to consult the SmPC
of all other prescribed medicinal products for potential drug-drug interactions with eliglustat.

Agents that may increase eliglustat exposure

Cerdelga is contraindicated in patients who are CYP2D6 intermediate metabolisers (IMs) or extensive
metabolisers (EMs) taking a strong or moderate CYP2D6 inhibitor concomitantly with a strong or moderate
CYP3A inhibitor , and in patients who are CYP2D6 poor metabolisers (PMs) taking a strong CYP3A
inhibitor (see section 4.3). Use of Cerdelga under these conditions results in substantially elevated eliglustat
plasma concentrations.

CYP2D6 inhibitors

In intermediate (IMs) and extensive metabolisers (EMs):

After repeated 84 mg twice daily doses of eliglustat in non-PMs, concomitant administration with repeated
30 mg once daily doses of paroxetine, a strong inhibitor of CYP2D6, resulted in a 7.3- and 8.9-fold increase
in eliglustat C.x and AUC 1, respectively. A dose of eliglustat 84 mg once daily should be considered
when a strong CYP2D6 inhibitor (e.g. paroxetine, fluoxetine, quinidine, bupropion) is used concomitantly in
IMs and EMs.

At 84 mg twice daily dosing with eliglustat in non-PMs, it is predicted that concomitant use of moderate
CYP2D6 inhibitors (e.g. duloxetine, terbinafine, moclobemide, mirabegron, cinacalcet, dronedarone) would
increase eliglustat exposure approximately up to 4-fold. Caution should be used with moderate CYP2D6
inhibitors in IMs and EMs.

CYP3A inhibitors

In intermediate (IMs) and extensive metabolisers (EMs):

After repeated 84 mg twice daily doses of eliglustat in non-PMs, concomitant administration with repeated
400 mg once daily doses of ketoconazole, a strong inhibitor of CYP3A, resulted in a 3.8 and 4.3-fold
increase in eliglustat C..x and AUC, 1,, respectively; similar effects would be expected for other strong
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inhibitors of CYP3A (e.g. clarithromycin, ketoconazole, itraconazole, cobicistat, indinavir, lopinavir,
ritonavir, saquinavir, telaprevir, tipranavir, posaconazole, voriconazole, telithromycin, conivaptan,
boceprevir). Caution should be used with strong CYP3A inhibitors in IMs and EMs.

At 84 mg twice daily dosing with eliglustat in non-PMs, it is predicted that concomitant use of moderate
CYP3A inhibitors (e.g. erythromycin, ciprofloxacin, fluconazole, diltiazem, verapamil, aprepitant,
atazanavir, darunavir, fosamprenavir, imatinib, cimetidine) would increase eliglustat exposure approximately
up to 3-fold. Caution should be used with moderate CYP3A inhibitors in IMs and EMs.

In poor metabolisers (PMs):

At 84 mg once daily dosing with eliglustat in PMs, it is predicted that concomitant use of strong CYP3A
inhibitors (e.g. ketoconazole, clarithromycin, itraconazole, cobicistat, indinavir, lopinavir, ritonavir,
saquinavir, telaprevir, tipranavir, posaconazole, voriconazole, telithromycin, conivaptan, boceprevir) would
increase the Cx and AUC .y, Of eliglustat 4.3- and 6.2-fold. The use of strong CYP3A inhibitors is
contraindicated in PMs.

At 84 mg once daily dosing with eliglustat in PMs, it is predicted that concomitant use of moderate CYP3A
inhibitors (e.g. erythromycin, ciprofloxacin, fluconazole, diltiazem, verapamil, aprepitant, atazanavir,
darunavir, fosamprenavir, imatinib, cimetidine) would increase the C .« and AUC, 4 of eliglustat 2.4- and
3.0-fold, respectively. Use of a moderate CYP3A inhibitor with eliglustat is not recommended in PMs.

Caution should be used with weak CYP3A inhibitors (e.g. amlopidine, cilostazol, fluvoxamine, goldenseal,
isoniazid, ranitidine, ranolazine) in PMs.

CYP2D6 inhibitors used simultaneously with CYP3A inhibitors

In intermediate (IMs) and extensive metabolisers (EMs):

At 84 mg twice daily dosing with eliglustat in non-PMs, it is predicted that the concomitant use of strong or
moderate CYP2D6 inhibitors and strong or moderate CYP3A inhibitors would increase C.x and AUCq.1, up
to 17- and 25-fold, respectively. The use of a strong or moderate CYP2D6 inhibitor concomitantly with a
strong or moderate CYP3A inhibitor is contraindicated in IMs and EMs.

Grapefruit products contain one or more components that inhibit CYP3A and can increase plasma
concentrations of eliglustat. Consumption of grapefruit or its juice should be avoided.

Agents that may decrease eliglustat exposure

Strong CYP3A inducers

After repeated 127 mg twice daily doses of eliglustat in non-PMs, concomitant administration of repeated
600 mg once daily doses of rifampicin (a strong inducer of CYP3A as well as the efflux transporter P-gp)
resulted in an approximately 85% decrease in eliglustat exposure. After repeated 84 mg twice daily doses of
eliglustat in PMs, concomitant administration of repeated 600 mg once daily doses of rifampicin resulted in
an approximately 95% decrease in eliglustat exposure. Use of a strong CYP3A inducer (e.g. rifampicin,
carbamazepine, phenobarbital, phenytoin, rifabutin and St. John’s wort) with eliglustat is not recommended
in IMs, EMs and PMs.

Agents whose exposure may be increased by eliglustat

P-gp substrates

After a single 0.25 mg dose of digoxin, a P-gp substrate, concomitant administration of 127 mg twice daily
doses of eliglustat resulted in a 1.7- and 1.5-fold increase in digoxin C.x and AUC ., respectively. Lower
doses of substances which are P-gp substrates (e.g. digoxin, colchicine, dabigatran, phenytoin, pravastatin)
may be required.




CYP2D6 substrates

After a single 50 mg dose of metoprolol, a CYP2D6 substrate, concomitant administration of repeated

127 mg twice daily doses of eliglustat resulted in a 1.5- and 2.1-fold increase in metoprolol C,.x and AUC,
respectively. Lower doses of medicinal products that are CYP2D6 substrates may be required. These include
certain antidepressants (tricyclic antidepressants, e.g. nortriptyline, amitriptyline, imipramine, and
desipramine), phenothiazines, dextromethorphan and atomoxetine).

4.6  Fertility, pregnancy and lactation

Pregnancy
There are no or limited amount of data from the use of eliglustat in pregnant women. Animal studies do not

indicate direct or indirect harmful effects with respect to reproductive toxicity (see section 5.3). As a
precautionary measure, it is recommended to avoid the use of Cerdelga during pregnancy.

Breast-feeding
It is unknown whether eliglustat or its metabolites are excreted in human milk. Available

pharmacodynamic/toxicological data in animals have shown excretion of eliglustat in milk (see section 5.3).
A risk to the newborns/infants cannot be excluded. A decision must be made whether to discontinue
breast-feeding or to discontinue/abstain from Cerdelga therapy taking into account the benefit of
breast-feeding for the child and the benefit of therapy for the woman.

Fertility
Effects on testes and reversible inhibition of spermatogenesis were observed in rats (see section 5.3). The

relevance of these findings for humans is not known.

4.7  Effects on ability to drive and use machines

Cerdelga has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile

The majority of adverse reactions are mild and transient. The most commonly reported adverse reaction with

Cerdelga is diarrhoea, in approximately 6% of the patients. Less than 2% of patients receiving Cerdelga
permanently discontinued treatment due to any adverse reaction.

The most frequently reported serious adverse reaction in clinical studies was syncope (0.76%). All events
were associated with predisposing risk factors and appeared to be vasovagal in nature. None of these events
led to discontinuation from the study.

Tabulated list of adverse reactions

The overall adverse reaction profile of Cerdelga is based on pooled results from the primary analysis periods
of two pivotal studies and one 4-year, long term study, with a total of 152 patients who received eliglustat for
a median duration of 51.9 weeks (range 0.1 to 210.9 weeks) and between the ages of 16 - 69 years.

Adverse reactions are ranked by system organ class and frequency ([very common (>1/10); common (>1/100
to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000); very rare (<1/10,000)]). All
adverse reactions reported in >2% of the patients are presented in Table 1.Within each frequency grouping,
adverse reactions are presented in order of decreasing seriousness.



Table 1: Tabulated list of adverse reactions

Nervous system disorders

Common | Headache*

Gastrointestinal disorders

Common | Nausea, diarrhoea*, abdominal pain*, flatulence

Musculoskeletal and connective tissue disorders

Common | Arthralgia

General disorders and administration site conditions

Common | Fatigue

A cut-off of >2% was applied
* The incidence of the adverse reaction was the same or higher with placebo than with Cerdelga in the
placebo-controlled pivotal study.

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.

49 Overdose

The highest eliglustat plasma concentration observed to date occurred in a Phase 1 single-dose dose
escalation study in healthy subjects, in a subject taking a dose equivalent to approximately 21 times the
recommended dose for GD1 patients. At the time of the highest plasma concentration (59-fold higher than
normal therapeutic conditions), the subject experienced dizziness marked by disequilibrium, hypotension,
bradycardia, nausea, and vomiting.

In the event of acute overdose, the patient should be carefully observed and given symptomatic treatment and
supportive care.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other alimentary tract and metabolism products, Various alimentary tract and
metabolism products, ATC code: A16AX10.

Mechanism of action

Eliglustat is a potent and specific inhibitor of glucosylceramide synthase, and acts as a substrate reduction
therapy (SRT) for GD1. SRT aims to reduce the rate of synthesis of the major substrate glucosylceramide
(GL-1) to match its impaired rate of catabolism in patients with GD1, thereby preventing glucosylceramide
accumulation and alleviating clinical manifestations.

Pharmacodynamic effects

In clinical trials in treatment-naive GD1 patients, plasma GL-1 levels were elevated in the majority of

these patients and decreased upon Cerdelga treatment. Additionally, in a clinical trial in GD1 patients
stabilised on enzyme replacement therapy (ERT) (i.e. having already achieved therapeutic goals on ERT
prior to initiating Cerdelga treatment), plasma GL-1 levels were normal in most patients and decreased upon
Cerdelga treatment.

Clinical efficacy and safety

The recommended dosing regimens (see section 4.2) are based on modelling, either of PK/PD data from the
dose-titration regimens applied in the clinical studies for IMs and EMs, or physiologically-based PK data for
PMs.



http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Pivotal study of Cerdelga in treatment-naive GD1 patients — study 02507(ENGAGE)

Study 02507 was a randomized, double-blind, placebo-controlled, multicenter clinical study in 40 patients
with GDL1. In the Cerdelga group 3 (15%) patients received a starting dose of 42 mg eliglustat twice daily
during the 9-month primary analysis period and 17 (85%) patients received a dose escalation to 84 mg twice
daily based on plasma trough concentration.

Table 2: Change from baseline to Month 9 (primary analysis period) in treatment-naive patients with
GD1 receiving treatment with Cerdelga in study 02507

Difference
Placebo | Cerdelga b
Cova o2 | (Cerdelga — Placebo) | p value
(n=20) (n=20)
[95% CI]
Percentage Change in Spleen Volume MN (%) ) -30.0
(primary endpoint) 2.26 20.71 [-36.8, -23.2] <0.0001
Absolute Change in Haemoglobin Level (g/dL) ) 1.22
(secondary endpoint) 0.54 0.69 [0.57, 1.88] 0.0006
Percentage Change in Liver Volume MN (%) i -6.64
(secondary endpoint) 144 5.20 [-11.37, -1.91] 0.0072
Percentage Change in Platelet Count (%) _ 41.06
(secondary endpoint) 9.06 32.00 [23.95, 58.17] <0.0001

MN = Multiples of Normal, CI = confidence interval

% At baseline, mean spleen volumes were 12.5 and 13.9 MN in the placebo and Cerdelga groups,
respectively, and mean liver volumes were 1.4 MN for both groups. Mean haemoglobin levels were
12.8 and 12.1 g/dL, and platelet counts were 78.5 and 75.1 x 10%/L, respectively.

® Estimates and p-values are based on an ANCOVA model

During an open-label extension period, patients who continued to receive Cerdelga (n=18) showed further
improvements (change from baseline) in haemoglobin level (1.02 g/dL), platelet count (58.16%) and spleen
and liver volumes (-44.61% and -11.18% respectively) after 18 months of treatment. All patients had > 20%
reduction in spleen volume after 18 months, and the vast majority (16/18) of patients achieved > 30%
reduction in spleen volume.

Long-term clinical outcomes in treatment-naive GD1 patients — study 304

Study 304 was a single-arm, open-label, multicenter study of Cerdelga in 26 patients. Nineteen patients
completed 4 years of treatment. Fifteen (79%) of these patients received a dose escalation to 84 mg eliglustat
twice daily; 4 (21%) patients continued to receive 42 mg twice daily.

Cerdelga showed sustained improvements in organ volume and haematological parameters over the 4 year
treatment period (see Table 3).

Table 3: Change from baseline to year 4 in study 304

N Baseline Change from | 95% p-value®
Value Baseline Confidence
(Mean) (Mean) Interval
Spleen Volume (MN) 18 | 17.32 -62.5% (-68.3, -56.7) | <0.0001
Haemoglobin Level (g/dL) | 19 11.30 2.27 (1.57, 2.97) <0.0001
Liver Volume (MN) 18 1.70 -28.0% (-34.9, -21.2) | <0.0001
Platelet Count (x10%/L) 19 | 68.68 95.0% (50.7, 139.4) 0.0003

MN = Multiples of Normal
®Paired t-test



Pivotal study of Cerdelga in GD1 patients switching from ERT- Study 02607 (ENCORE)

Study 02607 was a randomized, open-label, active-controlled, non-inferiority, multicenter clinical study in
159 patients previously stabilised with ERT. In the Cerdelga group 34 (32%) patients received a dose
escalation to 84 mg eliglustat twice daily and 51 (48%) to 127 mg twice daily during the 12-month primary
analysis period , and 21 (20%) patients continued to receive 42 mg twice daily.

Based on the aggregate data from all doses tested in this study, Cerdelga met the criteria set in this study to
be declared non-inferior to Cerezyme (imiglucerase) in maintaining patient stability. After 12 months of
treatment, the percentage of patients meeting the primary composite endpoint (composed of all four
components mentioned in Table 4) was 84.8% [95% confidence interval 76.2% - 91.3%] for the Cerdelga
group compared to 93.6% [95% confidence interval 82.5% - 98.7 %] for the Cerezyme group. Of the patients
who did not meet stability criteria for the individual components, 12 of 15 Cerdelga patients and 3 of 3
Cerezyme patients remained within therapeutic goals for GD1.

There were no clinically meaningful differences between groups for any of the four individual disease
parameters (see Table 4).

Table 4: Changes from baseline to Month 12 (primary analysis period) in patients with GD1 switching
to Cerdelga in study 02607

Cerezyme Cerdelga
(N=47) (N=99)
Mean [95% CI] Mean [95% CI]
Spleen volume
Percentage of Patients with stable spleen volume** 100% 95.8%
Percentage Change in Spleen VVolume MN (%)* -3.01 [-6.41, 0.40] -6.17 [-9.54, -2.79]
Haemoglobin Level
Percentage of Patients with stable haemoglobin level* | 100% 94.9%
Absolute Change in Haemoglobin Level (g/dL) 0.038 [-0.16, 0.23] -0.21 [-0.35, -0.07]
Liver Volume
Percentage of Patients with stable liver volume® 93.6% 96.0%
Percentage Change in Liver Volume MN (%) 3.57 [0.57, 6.58] 1.78 [-0.15, 3.71]
Platelet Count
Percentage of Patients with stable platelet count® 100% 92.9%
Percentage Change in Platelet Count (%) 2.93 [-0.56, 6.42] 3.79[0.01, 7.57]

MN = Multiples of Normal, CI = confidence interval

* Excludes patients with a total splenectomy.

®The stability criteria based on changes between baseline and 12 months: haemoglobin level <1.5 g/dL
decrease, platelet count <25% decrease, liver volume <20% increase, and spleen volume <25% increase.

During an open-label extension period the percentage of patients meeting the composite stability endpoint
was maintained at 87.4% after 24 months of treatment with Cerdelga. Individual disease parameters of
spleen volume, liver volume, haemoglobin levels and platelet count remained stable through 24 months.

Clinical experience in CYP2D6 poor metabolisers (PMs) and ultra-rapid metabolisers (URMs)

There is limited experience with Cerdelga treatment of patients who are PMs or URMs. In the primary
analysis periods of the three clinical studies, a total of 5 PMs and 5 URMs were treated with Cerdelga. All
PMs received 42 mg eliglustat twice daily, and four of these (80%) had an adequate clinical response. The
majority of URMs (80%) received a dose escalation to 127 mg eliglustat twice daily, all of which had
adequate clinical responses. The one URM who received 84 mg twice daily did not have an adequate
response.

The predicted exposures with 84 mg eliglustat once daily in patients who are PMs are expected to be similar
to exposures observed with 84 mg eliglustat twice daily in CYP2D6 intermediate metabolisers (IMs).
Patients who are URMs may not achieve adequate concentrations to achieve a therapeutic effect. No dosing
recommendation for URMSs can be given.



Effects on skeletal pathology

In Study 02507, the total Bone Marrow Burden (BMB) score as assessed by MRI in lumbar spine and femur
in Cerdelga-treated patients decreased by a mean of 1.1 points after 9 months (n=20) and 2.15 points after 18
months (n=18). The percentage of Cerdelga-treated patients with a significant reduction of at least 2 points
in the total BMB score increased from 26% (n=5) after 9 months to 44% (n=8) after 18 months.

After 18 months of Cerdelga treatment, the mean (SD) lumbar spine bone mineral density (BMD) T-score
increased from -1.06 (0.82) (n=17), to -0.91 (0.88) (n=15).

Results of study 304 indicate that skeletal improvements are maintained or continue to improve during at
least 4 years of treatment with Cerdelga.

Electrocardiographic evaluation

No clinically significant QTc prolonging effect of eliglustat was observed for single doses up to 675 mg.
Heart-rate corrected QT interval using Fridericia's correction (QTcF) was evaluated in a randomized, placebo
and active (moxifloxacin 400 mg) controlled cross-over, single-dose study in 47 healthy subjects. In this trial
with demonstrated ability to detect small effects, the upper bound of the one-sided 95% confidence interval
for the largest placebo-adjusted, baseline-corrected QTcF was below 10 msec, the threshold for regulatory
concern. While there was no apparent effect on heart rate, concentration-related increases were observed for
the placebo corrected change from baseline in the PR, QRS, and QTc intervals. Based on PK/PD modelling,
eliglustat plasma concentrations 11-fold the predicted human C . are expected to cause mean (upper bound
of the 95% confidence interval) increases in the PR, QRS, and QTcF intervals of 18.8 (20.4), 6.2 (7.1), and
12.3 (14.2) msec, respectively.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with Cerdelga in
all subsets of the paediatric population in Gaucher disease Type 2 (see section 4.2 for information on
paediatric use).

The European Medicines Agency has deferred the obligation to submit the results of studies with Cerdelga in
the subsets of the paediatric population from 24 months to less than 18 years in Gaucher disease Type 1 and
Type 3 (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption
Median time to reach maximum plasma concentrations occurs between 1.5 to 3 hours after dosing, with low

oral bioavailability (<5%) due to significant first-pass metabolism. Eliglustat is a substrate of the efflux
transporter P-gp. Food does not have a clinically relevant effect on eliglustat pharmacokinetics. Following
repeated dosing of eliglustat 84 mg twice daily, steady state was reached by 4 days, with an accumulation
ratio of 3-fold or less. Oral dosing of 84 mg eliglustat once daily has not been studied in CYP2D6 poor
metabolisers (PMs).

Distribution

Eliglustat is moderately bound to human plasma proteins (76 to 83%) and is mainly distributed in plasma.
After intravenous administration, the volume of distribution was 816 L, suggesting wide distribution to
tissues in humans. Nonclinical studies demonstrated a wide distribution of eliglustat to tissues, including
bone marrow.

Biotransformation

Eliglustat is extensively metabolized with high clearance, mainly by CYP2D6 and to a lesser extent
CYP3A4. Primary metabolic pathways of eliglustat involve sequential oxidation of the octanoyl moiety
followed by oxidation of the 2,3-dihydro-1,4-benzodioxane moiety, or a combination of the two pathways,
resulting in multiple oxidative metabolites.
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Elimination

After oral administration, the majority of the administered dose is excreted in urine (41.8%) and

faeces (51.4%), mainly as metabolites. After intravenous administration, eliglustat total body clearance was
86 L/h. After repeated oral doses of 84 mg eliglustat twice daily, eliglustat elimination half-life is
approximately 4-7 hours in non-PMs and 9 hours in PMs.

Characteristics in specific groups

CYP2D6 phenotype

Population pharmacokinetic analysis shows that the CYP2D6 predicted phenotype based on genotype is the
most important factor affecting pharmacokinetic variability. Individuals with a CYP2D6 poor metaboliser
predicted phenotype (approximately 5 to 10% of the population) exhibit higher eliglustat concentrations than
intermediate or extensive CYP2D6 metabolisers.

Gender, body weight, age, and race
Based on the population pharmacokinetic analysis, gender, body weight, age, and race had limited or no
impact on the pharmacokinetics of eliglustat.

5.3 Preclinical safety data

The principal target organs for eliglustat in toxicology studies are the Gl tract, lymphoid organs, the liver in
rat only and, in the male rat only, the reproductive system. Effects of eliglustat in toxicology studies were
reversible and exhibited no evidence of delayed or recurring toxicity. Safety margins for the chronic rat and
dog studies ranged between 8-fold and 15-fold using total plasma exposure and 1- to 2-fold using unbound
(free fraction) plasma exposures.

Eliglustat did not have effects on CNS or respiratory functions. Concentration-dependent cardiac effects
were observed in nonclinical studies: inhibition of human cardiac ion channels, including potassium, sodium,
and calcium, at concentrations > 7-fold of predicted human C.«; sodium ion channel-mediated effects in an
ex-vivo electrophysiology study in dog Purkinje fibres (2-fold of predicted human unbound plasma Cax);
and increases in QRS and PR intervals in dog telemetry and cardiac conduction studies in anaesthesised
dogs, with effects seen at concentrations 14-fold of predicted human total plasma C ., or 2-fold of predicted
human unbound plasma C .

Eliglustat was not mutagenic in a standard battery of genotoxicity tests and did not show any carcinogenic
potential in standard lifetime bioassays in mice and rats. Exposures in the carcinogenicity studies were
approximately 4-fold and 3-fold greater in mice and rats, respectively, than the mean predicted human
eliglustat total plasma exposure, or less than 1-fold using unbound plasma exposure.

In mature male rats, no effects on sperm parameters were observed at systemically non-toxic doses.
Reversible inhibition of spermatogenesis was observed in the rat at 10-fold of predicted human exposure
based on AUC, a systemically toxic dose. In rat repeated dose toxicity studies, seminiferous epithelial
degeneration and segmental hypoplasia of the testes was seen at 10-fold of predicted human exposure based
on AUC.

Placental transfer of eliglustat and its metabolites was shown in the rat. At 2 and 24 hours post-dose, 0.034 %
and 0.013 % of labelled dose was detected in foetal tissue, respectively.

At maternal toxic doses in rats, foetuses showed a higher incidence of dilated cerebral ventricles, abnormal
number of ribs or lumbar vertebrae, and many bones showed poor ossification. Embryofoetal development in
rats and rabbits was not affected up to clinically relevant exposure (based on AUC).

A lactation study in the rat showed that 0.23% of labelled dose was transferred to pups during 24 hours
post-dose, indicating milk excretion of eliglustat and/or its related materials.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule contents:
Microcrystalline cellulose
Lactose monohydrate
Hypromellose

Glycerol dibehenate

Capsule shell:
Gelatin

Potassium aluminium silicate (E555)
Titanium dioxide (E171)

Yellow iron oxide (E172)

Indigotine (E132)

Printing ink:

Shellac glaze

Black iron oxide (E172)
Propylene glycol
Ammonium hydroxide 28%
6.2 Incompatibilities
Not applicable.

6.3  Shelf life

3 years

6.4  Special precautions for storage
This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container

PETG/COC.PETG/PCTFE-aluminium blister

Each blister wallets contains 14 hard capsules.
Each pack contains 56 or 196 hard capsules.

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

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

7. MARKETING AUTHORISATION HOLDER

Genzyme Europe B.V., Gooimeer 10, 1411DD, Naarden, The Netherlands
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/974/001

EU/1/14/974/002

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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BB DOEIGT 87.4%&ERF L1z, 24 » Al Zi@ L TIHIEAMR. ITIATE., ~F 7 1 Bl fi/hk
BDBIRBO/INT A—F = TLE LT TV,

CYP2D6 7T A X ARTZA Y — (PMs) FOUN T Ty RAZKRTAH— (URMs) Zxtgl Uizl
PRAEBR

PM 3% URM & Z KRG & LI 7 /L TR ORBRITIRE ST\ 5, ERREER 3 35RO =2t
MR, PM B3 EE 5 Bl URM BE G 5 BN T A b2 #&E Sz, PM BEIZVWI bl 7L 2
Ay hd2 mgZx1H2EEEE, 2055 446 (80%) (ZHEERERIKKIGCH D Hitl-, URM B3
DKERSy (80%) 2SHEMUEIEICL Y =Y VA% » h 127 mg % 1 B 2 A5 S, ZO2FIZwEY)
TRESRSOS MRS BTz, 84 mg & 1 H 2 [FIE 5 4172 URM @ 1 Bl 72 KOSERR D Hivie o7z,
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PM BFIC=Y VLV AZ > k84 mg & 1 A 1[EIHEE LEGAEOTHEEEEIL, CYP2D6 A & — X
TATZ—=RAZRTAHF— (IMs) [Zx=V FL A% > 84 mg% 1 H2EHRS LIEGEITEBIE S L7z
BEREHELHLTWD ETHISND, URM EBFITEFEIR LD T DICHE U R2REICET 2 2 21320
b Lty URM BFEITRT 2SI &I TR TE R0,

BRIRHEL A~

02507 #BR Tl YT VAR A T T2 B3 DIEMEL OKRBRE O MRI 2 X0 i L 7B faHE 2 =
7 (BMB) OAFHEL 9 » HRIZFEE 1.1 RA vk (20 ) | 18 » H#IZ 215 KA >~ (18 #l) KT
L7z, BMB &&t A a7 2 2 R A v ML EFEICEAD Lo 7V IEREE OEIEIE. 9 » HED 26%
(5 ) 726 18 » H#ED 44% (8 i) ~& LA L7z, 18 » ADH T A HiakME %, MM %
(BMD) ®-¥) (SD) T A= 7%-1.06 (0.82) (17 %) »25-0.91 (0.88) (15%)) ~& EH L7,

304 FBROFER T, &K 4 FE OV T VTR P ERSR OUCEITHERF S 5 SUTEE Lt % 2
EDPIRREN TV D

DB % V72 5

675 mg ETHOTY V)L AKX v FHEEHEEIZBW T, BRMICAE: QTc R IIBE I N2>
72, Fridericia V512 X 0 DMAECCTHIIE L 72 QT [Mk@ (QTcF) A i oS 47 flxt g e Ak, 77k
REHE (BEXT 77Xt 400 mg) ¥, 7oA A — N— HREGRERIC TR L7z, Z OB

TIINE R BRI T 2NN DD EmSi, &R, 77 BRMIE, N—2 7 A UAHIE QTcF @ /il
95% (E HE X [H] D _LBRIZHH Y B3 B L &2 FFOBIMETH 5 10msec Aiiii T - 7=, DAERIZ x5 520
IR T2 v 7278, PR, QRS. QTc MO 7 7B RMIELIZR—Z2 T A b OELEICE N T,
REMEMNO ERPBE IR, EYpBe, N7 ET Vo 72 RKIcTse, #HEINDE MEXG
& L72 Chax @ 11 fFIZH 72 S iffEF = Y mv;«& v MREMNFINT, PR, QRS, QTc @ENZENZEh
¥ (5% EHEIXE o EBR) 18.8 (20.4) . 6.2 (7.1) . 12.3 (14.2) msec LR TAHZ LN TFHIEN D,

/NRAER
BRI [ S PP 2 — > =9 DR o/ NREM OV 72 v oW T, 7L ORGSR O
SIXEA Lisno Tz UNE~OFHIZEET 215 4.2 THSR) |

BROMEESES 71T 24 - HLLE 18 iR D 2 — 2 =i 1 R MR O/NEEROY 7% v MoV T,
TN ORGSR IR H OFH 2 LTz UNE~OERICEET 2 1E8IE 4.2 HSH)

52 EKyEhertt
I

B M A TR P |25z A BRI O th Rl 13 5205 1.5~3 BRI TH Y . A EROEEEHIIC X 0
OAEDZHFAENEY (5%) . U AVAZ Yy NI P HEA NI VAR—Z—DEETHSH, &
W=V VA K o N OEWBENEEICK LT, BRIICEI#ET D BEZ RIF SR\, U JILAH v |k
1$84 mg % 1H2MRIKEHRSGLTABRICEFREIZEL, SMIX3IMFU T TH-o7, CYP2D6 7
TAZRT AP — (PMs) Zxf%RE LIZRABRICBNT, =V 7V 2%y h84mg1H 1EEED&FSIIMm
AEES TV,

AR
T Y ZNVAKy NIk MIEEAEICHREICHES L (76~83%) . EIZMHFEZHAAT 5, #HIRN
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5%, DAL 816L TH V., b MAKKIIAS O Lz Z LR s iy, FEHEERRICLY, &
BZaifkico U Z 2 s oy "BNIES AR LT Z E R ENT-,

AR ZEAL

T U TNVAK y MIHARIZ CYP2D6, ZLIFN Tl CYP3A4 (X > TEWI U T T o A TRIRITI
Shd, TUITNAK y NOFERZAEIRIEIL, 47 % A NVOEMLITHEX, 23-VE Re-14-0 V'Y
Z % 2 OFNLONE TR XUTRREE OFE A2 L 0 FRb SN DR T, BEOB(LRSM % £k 5,

Pl

BEOPEH%, BEEOIIIRT (41.8%) KOFEH (51.4%) (ZEIRHEE LTt NS, §#k
Wi Ht%, =V VA Y D 2527 VT 7 AX86LUN Thotz, =V VAKX F84 mg#%1H2[A
KEROB %, =V 7V A% sy N OEIERETIE PMs (2 TR 4~7 BFfE. PMs (2T O BRI CTH -7,

FERIE FH DR
CYP2D6 ##7 7%/

IR T REEICESWT PRS2 CYP2D6 £HAL, HYBREL BN i b WA Z KT T EHE /K1
T b Z LN REMEMBIREMITIC LV RSz, CYP2D6 77 A X ART A P —IZ Pl 5 RE
ZHETHH (REMDOK 5~10%) 1X. CYP2D6 DA v X —AF 4 T— M A X RTA P =T s R
TUVTABZRTA =L @Y Z VR E y MEEZRT,

PER, (KHE, Fhy, A
RHEEMSEYEhREAENTIC L B &, MR, K, Fip, AR Y J VA X v NOEYEIREIZ 5 2 5%
BT, ERES LTV D,

53 FERKREEMET —F

T U T NARE y MEERBRICK T 2 EERENESRIT. 7y FOEEE. U U RERE . L O
Ty NOEFEEGTH D, BERBRICBIT 22 ZVAX v NOREII MM T, T OBESCHE O
TET URITIRENG o T, Ty MRS XERAWEESRBROZ &R IREE A FH L
T8 D 1515, FERES GEEBEAY) Mg IREEZ M L T 1~2 5o Th - 7=,

T Y TV RSy MIHARARE R K O REIC B 2 5 X Te o 7o, BLUT Ol 0 8 BE AR A7 0 Dl
DB R LR TBIE LT-, THISNDAE b Cox @ T IEE2BZDBEIZB TS DY) 7, F b
VoL, AN LREE NOEA 4 F ¥ 1rVOE, A X7 Vx i (FHlshvs e NER
AIMIEF Crax D 2 fi5) ZXH E L7z ex-vivo BRAEFLZLARBRIZEBW T, T U AL 4 F v RN
SHELTREB, LA k) — R OAEHERB TR T DA X5 T FRENS & MAMIE Crpe 14
15 K OFEFI S I Crax D 2 fEDOPRE TR ON DB L LT, QRS - PR IfRDIEE,

T ZNARL y MIRER R BImEERROMS G DR ICB W TERFEZRBO T, v~ 7 2AKD
7 v NIRRT DIRMER R AP T 2 3A AT v A THAFMII RS- Tz, BAEMERBRIC
B oBERIT, TSN MR Y 7V y MRIVEPIRER LD~V AROT v P TEN
T 4RO 3 fism < FRIL S mAERRER 2 HV 5 & LS ICi7e o T,

FREAED » BT, E2FIICHEERETER LIZHR, B0 A =2 —IZEB IR o T,
RO AUC IZESE TFHISZE MEEED 10 5T, 7 v FORFIEIZ OWTHRiED
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FERRO NI, T v MEERGENRBTIE, AUCIZESE PRI/t MREERED 10 5 THE L
B DM K OV Bt DR 7 BTz,

T U TNVAZ y R OEDOREDOIEERBITN T v N TRENT-, E#EIL7-HED 0.034% &)
0.013% N FINZF L& G5 2 RifE f OF 24 BRI IR AR TR S 7=,

7 v b ORI TR ISR, B 2E - B &S WEE TR b, 280
BEPANtDRElbErRm LIz, 7y BROU X0 - JBfrali&id, BRRICEE I 5iEERE (AUC 12
o) FTREEZ T ol

Z v b OFFHEER CIE, HEFERINT-HED 0.23% 03 &E506 24 Fiffth F TITFITBIiTL, = 7
JVAH s XAT OBHEYE O HE RO ST,

6. FHIRE
6.1 WiHmo—&
B LVNEY)

ks LT —

Z 7 h—AZ KT
Ea Aa—2A

VDN IV AN Sl

T e VR

vIF

AT VI = LY 7 (E555)
“ER{eF > (E1T1)

wmampbek (E172)

Ay ahnI v (E132)

FiRIAA >~ 7 -
VT = A

BRampibek (E172)
Javr Y a—
TUE=ULAE FEFY R 28%

6.2 BlAZR

ML,

6.3 FRIEHAR
3 4[]

6.4 HRECETORBILER
ARER T, R RAPRIEZ LB L L7220,
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6.5 AECHBERVUHNE
PETG/COC.PETG/PCTFE-7 /LI = A » 7 U A K —/A)4E

BTYRZ— - T Ly M T B A FIRAD,
%%y 712 56 A UL 196 IO TE L IRAD,

FTRTONy 7Y A ZARLT LHHIRES LD DT TIERY,

6.6 PBEEICETLIRILEER
R OB SUIFEFEYIL, YISk O B C Lz THEET 5 2 &,

7. BRGEARDEE
Genzyme Europe B.V., Gooimeer 10, 1411DD, Naarden, The Netherlands

8. JRFEAGEEST
EU/1/14/974/001
EU/1/14/974/002

9. BAOARIEERB - AFRESH
B OAREBAREA H

10. AXEOHETEHA R
AE S EE T 2 2 22 5 5 IR B 3R 5L T D AR — A ~— http://www.ema.europa.eu CAFTE 5,
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HTFILHH THEIL 100mg
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1.7 BERMAE—E

Genz-112638 - T LA A v FEGEEIE

RERIMm—ER (1.)

— kB4 R TVJTILRE Y MEREE 12N E5—F (GEEEFHERR)
ARFT A HTILH A THEIL 100mg T LYo LFERA 400 B
21t A DY L DenvkRKEed IS L DUk ett
AKERFEAR - FR23F1A19H
BEEZEA - 104 (19984 3 A 6 H~2008 4 3
A58) . ELYFALFTF200U0&ELT
RHX 5 - AYBERRG. BIE LA EAERER
EER E MelRmRiESFERICEETSE
(RE) . CONADREBIZEY F v 4 =—X/N\L
L e | RE—mREBmTEESAE RS
e L e T 3L TR — R ST U A
A : B-HS5U bV B—ERUAFYH I
(C23H36N204)2 - C4HBOB A —FOBEZMNEB(ZL Y EEEKIEE
Y2/ —RITLEZ497TEADT = / B5%
# (C2532H3843N6710711816; 7 F
£:55509) Mo HBEERE (HF
= : $960,000)
Aifz - & 1ATERLPIZTVTILAE Y MER |1 R4 TILRIZA I TLE5—F G&

f&1E 100mg (T ILREy &L
T 84mg) #&H

nFHEfZ) %400 BluEH

S - SR

d—L o iROFEER (A, Mm/RE
DE. FERERVEER) OXE

d—Y o ROFBER (B, /R
DiE. FEERUVEER) OXE

REF T RICEIET D

FRLOIE

(M AFFT—LzREBEEZHSN
“BEICOAMERT S &,

2)dT—YxRIBRUOMEIZHNT S
AFDERRERIELZ =, FHT S
eI, BEICHAHBALIZLET. A
BENYRYELRES EHH SN D5
BIZOHTEETDH L,

(@) I—Y 2 mDHFERIZHT 5K
FIOMRITHAFTEEL,

D ARFIET—> oR/ITB T HEER
DABFITHY .. ZOFEAICH--T
[X. =Sz REDZWAEILLI-E
EERNFRET B,

QAFOIT—rFIBRVME S
FIZBITA53—L o ROFEER (FIC
FHERK) ITRTHHRELTLE+5
BAMENATRIN T,

@ AFID T — 2 T RO FRERER 1%
T HBEIMEFHEL L TLVELY,
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1.7 BERMAE—E

Genz-112638 - T J LA A v MBEREE

RERMm—ER (2.)

—RH % R ITYSTILRE Y MERERE 135 Lt5—€ GEEFHE
=)
B - B= B%E. CYP2D6 Extensive Metabolizer R | 4 S ILt5—+¥ GEBIFM

Intermediate Metabolizer LA ([T 1) 5L
ARy MBAEIEE LT1E100mgZE 1H 2
BEREOFEST S, GH. BEEOKREICKELT
HEHEEY 5

#z) &LT, 1[EKE 1kg
L=V 60 A ZEfmE. 1~2
R T TRIBFTT 50

XIFBEGRAEZE 1 Bfi/kg/
NEBABTVEIARETERE
ERSR

BREICY=->TITARKR 1/N1
7ILEEERK 10.2 mL TE
L., 1/\1F7ILHT=Y 10.0
mL #3095, RELERSE
FHEBRIERTERL, B
AE1E 100~200mL & T 5,

BH. EROEBEICLVER
BT 5,

Tz, —TEHERE L&A
BNRFHEL., BIFGRE
KENEFHRELTHONTZEE
IZ1E., #FREL LTUHE
KYRBELTEL, AEDHE
FIERCEBE LGNS 3~6
HBDORMRTESICHEEFTT
2TH &KLY

Property of the Sanofi group - strictly confidential

Page 3




1.7 BERMAE—E

Genz-112638 - T J LA A v MBEREE

— BB FR

IYTILRE Y MNBEREEE

ALt 5—F GEIEFHE
=)

Ri&-REICEEY A
toEE

(1) AFE ARFIZ (X5 (2% > T CYP2D6
BEEFRERRTIL, [ IEWERE] O
ESHE]

(2) BrFT S FEHIA CYP2D6 X CYP3AH
EERZET HRAEZET HONHEEL.
TRESEIC.AE-REDREZITS L,

[ Tz TEREGEREIE] . MEEE
Rl . TEHEE] OEBESE]

CYP2D6 CYP2D6 IM
EMo it )58

CYP2D6 [ &
fERERT L3
%1 & CYP3AJL ke e
EHEHEAET S e e
IRAN O J7 %P
H
CYP2D6 ffﬂ j:'i 1[A1100mg 1/E1100mg %
EREATLR o fm 1H 1
7l % F
CYP3A FLE{E
peaT s | 1ome e
%

CYP2D6BEF M & 477 % JH & CYP3APLE R 2473
LHEAFNCHOWTIE THEMER) omEESR L, #ROFE
ERZHT 2O XIIFREOREEREZFT L0
HUT L EHERTH L,
(3) CYP2DB EM R U IM DB & LS (X, T
RESEICTLHIE, [[EZ) . MNEFEH
5. TEEGEKRMEE) . HHEERA] .
[EMEIRE] DIESE]

- CYP2D6 PM M EEIZIX, AFIOMApERE

NERTE-DREEERITHZENEZEFELL
N, B’ETBH5AE. 1E 100mg 1 B 1 [EH
5EZ#EZREL. BEIIRET S &,

- CYP2D6 Ultra Rapid Metabolizer (URM)
DEETEAFIOOPREMEC Y, TR
NEBETIEENLDHLH=0. E5ZEE TS
CEMNEFELLY,

- CYP2D6 &z FEIZ &k Y CYP2D6 X #taE
MBI TREDBEICITREEETEH I ENE
FLLY

(4) FAEDBRAZESN=BEE, 1ETER
DRRAFEICRAL. —EIC2B2ZRAL
BWKSBEICHEET S &,
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1.7 BERMAE—E

Genz-112638 - T LA A v FEGEEIE

— BB FR

IYTILRE Y MNBEREEE

ALt 5—F GEIEFHE
=)

gL

=
nn

1. RFN DS 3 LBBIEDBREEDH S E
&

2. RIHBIFHBE [(AFOMAREMNKIEIC

ERTLEENAHS. THE- AEICEE

THOEALDERE]. EEGERMIE] .
MEEERI . TEYBE OESE]

1) F b4 B—.L P450 (CYP) 2D6 Extensive
Metabolizer (EM) D#EE T, CYP2D6 [HE
EREZETHEHKE CYPIAEERREZET
HEROWMAEFERAPOESE

2) CYP2D6 Intermediate Metabolizer (IM)
NDEET. CYPAHZEERAZE T XA %
FERYOESE

3) CYP2D6 Poor Metabolizer (PM) D && T,
CYPIAMREERZA T HEFNEFERATDR
&

S.QTERDHHEE (XM QT ERIER
BE [ TE9aE 0BESE]

4. 95X IA(F=20 . TAAA VT I RE)
RUOOSRN(7AFOr ., vEO—)LE)
DMAEREX(FRT Y DILIERIEZHERAS
DEE [ THEEER] OBESE]

5. WM ITIEIRL TL S ATEEED & B A
[ 3385, ESR. REGFADIRS] DES
]
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1.7 BERMAE—E

Genz-112638 - T LA A v FEGEEIE

RERMA—ER (3.

— BB FR

TVJTILREy MNEREE

A2t 5—F (GEEGFHEERZ)

FRLEDIE

1EEHRES (ROEEFIZITEEZICKRS
T5IE)

(1) MEE (5 -mELFL. EmtE
MERE. DHE. BRIk, DIRv Y.
FEEGLDEMTER) OHDEEXIE
KEDBREOHDEE [[EELEXR
FEE] DOIESE]

(2) FFeeEE D H L EE [(ERARR
MO REOmMPREENA LR T S
BTN HB]

() BHEEEZEDNDH L EE [(FHRR
ML

(4)CYP2D6 PM M EE [ EMENRE)
DIESE]

1EEHRES (ROEFIZITEEZICKRS
T5IE)

@ FFHT DMEEELAH DN
CEDHBHEE. RIEAKFIH L T:@E
BUENRE L -BE BREE TITEHA
EREL. hWkREZERL-EF
341 61D 5 5. #) 15%I- K 5 FAIRE 1
FLRIC IgGC IEDEELH LT,
I9G ADELE(FX, 6 H ALAIZH L
NHBENS 1 FERBIHEM
ROEEFENTH D, I9G lkH' R
HENBEDS L. $46%AEE
EREELT=, ]

Q kIZHEPETHH I ELT—REE
BELEEE . BIZELT—XEITH
RELXBAHIEETELT—RE
[T HBBENKELI-CEDHD
BHE,
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1.7 BERMAE—E

Genz-112638 - T LA A v FEGEEIE

RERMm—EX 4.)

— BB FR ITYTLREy MEREEE A2t 5—F (GEEGFHEERZ)
FRLOIE 2. EEREXRKTE 2. ERLGEARMER

(1) CYP2D6 X% CYP3AFREER %
BYHERNELHALIZEZE. KED
NP RENSELGLIETNLH ST
&, REOFEAICH->TIE. ROR
ZREIHEETSLHILE, [ TEER].
TH% - AEICEEYT 5FERALDE
Bl . THEM®EA) . TEYEE O
HBR]

BEHA—FEFEFL. thORE®
EZFEMRAITBHEEIZE. REOFER
EART. EREMXITERERICEZ D
_ &,

- BENRTAIITIARTOEERSE
(CYPIHERAZEIT IBRVY T
JADPZED) #HLAEMICEA S
iy

(2) BEMNBAT HFERIICDONT,
CYP2D6 XL CYP3AREEREHT
LERNTHLIOMIERL. BEIZIEL
TREBEZ~DYE 2 OAF R EDOH
EZET528, [TERI. TRHE-
BA=IcEET5FERLDEE]. 48
BER1 0ESE]

() AFlDMAPREAKIEIZEF L=
H&. QT . PREMR. QRS [HiE
DERDEENAHAHDTIMERE(D
MDA E EMmEEE., DRE.
Rk, DAYy, EEGDLDEHRE
iK) DH2HEEXEERBDEEDH S
BETEBEEZEHITHIENEFL
L, [ MEE®RS] . TEYEBE] O
HSR]

@) AFDOmMFEENKIBIZEF LT
1ZE. QT EiiE. PREMR. QRS HEiE
DERDEETNLHSDT., KFIZRES
FRRER MRS HIXELNIC 1258
DER(WMEICKE CTHRILEZ—DER)
FHEL. EENBOONIGEICIE
WHEIZIE CTARFID®R S ZHIEL., &
UGREZETSIE, [TERL. TE
BEREl . TEYZRE] OESE]

@ RElZxT DIMAEELAHBND
BEE., BBERIGHHHNPTL,
L > T . AFIZH/RELTWEEE
(XEHMIC IgC AR EZTHES Z
&, T, BEUERRNH OG5S
X, BUIGLEDE. FEKRFKETRD 2 BF
BLURIZR) T2—EEEDRERV
HIREH LSRR RICTA SIS —
+ GEEFHEEEZ) (T HARE
Df=-HomEY > FTILEER L .-20°C
UTTRELTHELCZE, (TEXR
Bl{ER] DIESHE)

@ AEREIC X YBBIENRIET S
CEDHD BRLEERGERNSH S
bnfZEICIEEE5EFub L. @5
NEDR.BAZRLGNCERZERE
T5ZE HERE I UEIDRIRER
REREZTIF2FOMNEIZLY . K
KOBENREARETHo12) o

Q@ FHzHREHPDEET, AMD+
DERENRET S -DITBEYGEHF
DFEHBETI &,

@ RFEX., BILANDORARBICHS
RiFmEFEZFEA LTS, ZoMmiEE.
BMELBHEEETCHAEIN. XEE
BEADREICKYERTHD LHER
NzAF T RVKREEDD L OBFHL
HEIMEINTIVD, xBEEKICIFRK
SIFEEFTLTULEL, LALEDLS,
1EE S EBHRIRINE(TSE)DEIED ) R
DEREICEETERNI EMD K
ROABRLODLERZ+HITKRETD
E. XBZE®RET B L, T, D
EEEEARBETEIEEFEETDHC
L, BB, REI®EIZKY TSEME
MZIGE LT & DF|E XA,

G BEIZHI->TlH. KFlOIT—
TR IBRUVME (T BHEICDULY
Tk BT LETDBRIES L SINT
WEWZ EZBEHICHDICEHBAL, 1
VIr—LFK-a eV NERBIE,
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1.7 BERMAE—E

Genz-112638 - T J LA A v MBEREE

— BB FR TVJILRE Y MEREE A2t 5—F (GEEGFHEERZ)
—RREIR R TYTILARE Y MEREE A2Vt 5—F (EEFHEERZ)
FERLOEE (6) EELGHHEEEZHISBET

FARFOMmMAREN LTS HEENN
HE-H . BEZERITEHENEFL
A

(6) BRMRERELDHAICET SE
IR UVREMFIHEIL SN TG,

(M BFEVNERHOONDZELHD
DT, BBEDEGLE., GREF O
WOBREIREBTIRICITEESED
_ &,

B) HEMAFRRLTWBEEIE, BN
THRLHEDREGL-OIC. K7D
wRETO L,
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1.7 BERMAE—E

Genz-112638 - T J LA A v MBEREE

BRI Mm—E % (5.)

—ARENR TR ITYSTILREy MERERE 12Tt 5—+t GEIEFH
#az)
FRLOEE 3. tBE%EH

FHIL, £ & LTEDRBBESR CYP2D6 XU ES
HIIZ CYP3A4 TREIS NS, Tz, KAITPHES
VNVBEDEETHD., [ TEMBE OESE]

=1, THZE-AEICEAYTSERLDEE] .
TEELGERIE] RU MBEMERI 128115
CYP2D6 X I CYP3ATREEREH T HLEZ L
NEZRFNDEFBE, TROERLY,
PiES

1) RV CYP2D6BHEAE % A3 % 3K
Sa Xk F KRR KT (X% L)

EEY“;?’?EH TF AR MR (L7 RT)
wtn | TVET T4 VR (TS V)
| 2) HFRE OCYP2D6BHEE A & 47 3 % FAl

T andbeFUHEEBE (VA1)
TRy (RE=R) %

1) BWCYP3APLEIEH 2 4 2 FH
77V AuvwA vy (77U R)
A hTalFy—n (L FU =)
ATV AL Y~ (AZ U ELFR)
A VT ERBE T 2 ) — A (7 ¥
RyV)
UbhFen (V—E7)

CYP3AML| F57Lven (F5Ev72)

EER%E Ryary—n (FA4 7= k)

A5 FIVT 4 FENAVLERE (ET®7 1)

#l PR FENRAVEE (T —8) &

2) FFEFE DCYPIAMLENEH 249 5 3H
) Aap~vAfTy (m)R2ry)
TafFS = (PTNT )
T HPF RIS (LA T X )
YrmaARY Y (BrTF4Iay)
TTLERZ R (L AVR)
ONFT B LEBE (S yh—)

1) MOEEER G 234 AUCESIELL L LR UZ2 V7 5 2%
/SR Jdirb
PR OB 243 258540« AUCE 265 DL ESfEAfC E5 X%
70T T AR 2KRM/SLL EIZi
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1.7 BERMMR—E
Genz-112638 - T J LA A v MBEREE

— B2 FR TVJTILRE Y MNEREE A2t 7—F GEETFH

=)
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EELZBZNAD | ESND, -
%, 4. BIfEA
7 5 Alaf RHENRHE BEAIC & v QTIEE | BEAIC L v QT EINATHME S e T — = TS Z x5 L LI
=V . TuhA 7 | ERELLBEAN | BREMANHMBIC ILFE R OB IIAR PR SRR (2B W T, HARAN 10 B2 &t
N b5, BT S L EZL

7 7 ATIHAE RS
TIAFOr Y Eu—
IV

7Y VIR

o,

@ HHRATEE GHRCEET L)

<BEEE>

AL

AR - BT

BEFF - Rk T

TL—=TTN—=Y Y 2—
S

AHN Ot RS
L. AKROERR
Wi hdBEhN
bbb, RADNRH T
X7 v—=770—>
Va—AEMMH LA
WEOHEET D,

TL—TTN—=
Va—RAZEHEEN
5% 5 B CYP3A %
fRET 2 Z ik
Y ARFKI o i s
BERFTLIBEN
Nb b,

CYP3AFHEIE (V77 v~
B IR B,
Tz ) )L EH—)L
Tx= M V)

AR O 1 R EE A3 E
F L. ARAIOBRD
e BTN bH
5 (TEEmEE) O&
M),

b oA
CYP3AFEIEH T
X0 AFIORH
REINDBZEN
N b,

vt hVa—rXU—}

AR O 1 v EE A3 E
L. AAEIOZHER)R
Rl AP SR (NY:
5o AF O FIZ

trrYa—r X
U — b ORI
FFEEMICEY .
K O ARG AN R it

V. AEHNT U, T
= kA 5)

BEFRTDZ L
HEInTns, A
THHEE. Thb
DR O BITER
THZ &,

T hVa—r R | ENHBENALRDL
U— FEER LW | D,
LOEET 2,
PHE S L X BOREIRE | AFOHRICL Y ¥ | KEIBPRE & 3
(Yaxyy, aieF | IxRroomPiEE | 7ExRET S 2

LIZEY ., Zhboo
FEH D i R EE 3
LRI EAN
H5,

CYP2D6DEH (A b
Froua—)L, =ZBRAH O
K (U NI TFY
TINVTFU U, A3
TIIV) T2 ) TFTY
VREEFA, 7 T AL
IR (e 7=,
TUhA=R) %)

AAENOPFAIZ LY A
r 7o u— Lo
WREREATHZ &
BEEENTNE,
AT 2561%. 2
o DI ORI
HEETHZ L,

A Al 23 CYP2D6 %
ET 22 &k
D, b DFEAD
i o Y B
LBRENDH D,

393 BT AFIR B & SdvTe, 393 B, BITEF A Sh
TIEBNE, 159 1 (40.5%) Th o7z, EREIWEMIL, 8
I 2101 (5.3%) . TFEMED EV 1841 (4.6%). FH#iI 17

Bl (4.3%) . HILRE 16 il (4.1%) ThoTz,

HAN

10 Bileh | GIE DS ST IERNE 2 B, 5 T o7z,
Wt SACRIEINIED, Wark, Zefh, MR, X

JERDBE LT -
(1) EXZ2EIER

7=o (HHEERR)

1) R (L%ARIED) : KMRHEN5 Z ENHDHDT,
BEz 3TV, RERR LN A IR
kg 5 7 CHU LB ETO T &,

) EASMEAR BRI K 0 ST L7,

(2) =D BEIER

5%LL 1~5%
R, AL R B, (BRSO, EIEERE.
HiLas Mg, ATE W, B, B
15
KRR | B D W
PHIEE W7
A R R 9
5. FE~DRE

— A En A T AEPERE DR T LTV A Z LB Z N
DT, EEIIERG T2 L, @inEICT b LM

S LTV,

6. {LiF. PER. BILRE~DOEE
D) R TR L T2 ATREVED & 2 I NS iT e 5 L7
WZ &, (@R (7 v ) 2B\ T, IBEOEHKE
W R OMERILIE SRR HN TV 5]
2) BILHPOIRANEET LA, #HLEPIEESE2
ZE, [BWER (7 b)) THLHBITRARDLATY

%]
1. /NRE~DOERE

IERHARER, AR, LR, DRSG/NRITHT 2
RRMEIIMESL L TRV, [ ARRERA 72 00]
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8. BEHKE
(1) #ufpe, IR - WEEE 25 & L8 [R5
EWFRBRICEV T, HEHEOR215 2R LTz
PR T AHN D fc i MU PR BE A3 8 H O Ia R S
FVBIRFIC B LIzl C, SR 2L D D FE

IRIME, BRAR, EO LIRSS ST D,
(2) WLE  @ERE & Ro B/, BEZEREL
B L, AERELOERELZFETDHZ &,
9. HWHLEOEER
PUFOSICOWTHRE S5 2 L,

AANIPTPY — F BV H L TRAT 22 &, [PTP

= RO LD | BEOELA AN BRI A~ L

ISR AL & Z U CRERRIA R S5 O BB 7 A OHE 2 0F 58

THZERMEEINTND]
10. ZDMMOBER

(1) BFEBRICBNT, T v MEEAERERE~ DB )R

bR TWVWD,

[FEmEE]

1. ke

(1) HE#RE »
ARANT = =i I RBHFICT Y I V25 MEARE
150 mgZ HAEIRE 5. L7z & & OIRYBIE T A —
ZIILTFOLEBY Thojz, Ty CEXIME - ITHERZE)

FIMEOEMOEH T, £1£h7.6210.2995 1'8.18

+3.91f CTH o 7=,

AANT = =i 1 BB ICAHIS0 mgZ BRI O e 5 L7z & &
DY JNVAZ Y hDIEMENGE T A —H

N AUC
CYP2D6 | N | Crax (NO/ML) | Toax () (ngehimL)
M 3| 192+160 153 150 + 140
22160 1 (150, 6.00) *
1.25
EM 6| 7582422 | (5op 10| 400%242

H + Y
a) PR (R/IMiE, HORfE)
T ARFIOKGRME « AL 1E 100mg 2 1 A 2 [ETH 5,
(2 kE#RE
HARANT—> =i | B ) VA% MEATE
550 mg, 100 mg X 13150 mg% 1 H 2RO &5 L

Te L EOHEPBEARTA—ZFUTDOLEBY ThHoTz,
AARN A= =95 T BB ICAK50 mg4 1 A2 KR N5 Liz b

EOTY TNAE Y S OEYEHENT A—F

e B | WY w | AUCos
(mg) Gy |CYP2DB| N | Cox (ng/mL) | Trae () | ooy
2 IM | 3| 226%407 | g 417'52 00y | 152459
%0 1.24
2 EM | 6 | 121£981 | (4 5y o3 [60:4£432
100 13 EM |1 36.8 1.00 217
150 13 EM | 4] 662£551 | 5%'93 00y | 310+ 258

S AU

a) 1[El&H7=0) Ofh &

b) HfE (FeME, R ME)

T AFIOARALE - AEIZ1E100mg % 1 A 2[ETH 5,

(3 BRFOEE VMEAT—F) 2
SMEEEERL A (24451) (=) ZLRZ v ML IR
300 mgZ o fy T XL m MR A BRI I HERE O 5
L7c & &, M Fioxtd 2 mlslhi e iE ms o m i h
ZEALARIEE O Crnax & AU Cotast DA FEHME DO H (£
BIMET) &2 D0%FHE XL, 0.85 [0.68, 1.07]
K U1.05 [0.89, 1.23] Thotz, HEETROEMRELE
FBEAZIZB T D tmax (PIE (R Ml, BKMH)) 1322.00
(0.95, 4.00) & 1*3.00 (1.00, 6.00) I TdH -7z,
T AFIOARALE  AEIX1E100 mgz1A2ETH 5,

(4) CYP2D6MEIRFEFIDIEMEIRE
T— =i [ RUBE IR YRR DWW TR
SEENRERRAT 2 IOV TG LR, =YV 7 vz &
MEAEEHE100 mgz 1 H 2RI EHR G Lz & %, PMIC
BT 5 Crnack CAUCo10lTEM & BLiE L TENZE19.3
EONL.2(5E <, IMTIXEM & Bl L CENZEN2.TK
V2.8fFm< 725 LH#EE Sz, URMTIXW TN HEM
DRIATWRRE L HEE STz, Fiz, AFEFRSEYEIRE
ETFE SNV I 2 b—Ta b, CYP2D6
PMic=Y 7 V2% v MEAEE100 mgz 1H 1818
BH L7 EEDAUCHanlZCYP2D6 IMIZ = U 7' )L A
Z v MEAEEE100 mga 1 A2 EHEE L&D
AUCo-2am & [FIFRSE & HEE ST,
#) CYP2D6 i#fs 175
URM : CYP2D6*1/*1X2, CYP2D6*1/*2X2
EM : CYP2D6*1/*1 . CYP2D6%*1/*10 ,
CYP2D6*1/*10X2 . CYP2D6*1/*2 ,
CYP2D6*1/*21 , CYP2D6%1/*4 , CYP2D6*1/%5 |
CYP2D6%2X2/%5 , CYP2D6*2/*10, CYP2D6*2/*5
IM : CYP2D6*10/%10, CYP2D6*10/*10X2,
CYP2D6%5/*10
PM : CYP2D6%5/%14

2. "X GHEAT—F) 9
SMEABERERR A (10 #) o=V 7 2%y MEAEE
100 mg % HARIFE 1453013 50 mg & 1 RERI2 T CHE]
FEIRNER G- LTz & & AUCo..70 b B S zffast N
AFT_ATEYT 4 CEHEEERZE 13 449+
4.13%Th -7,

3. FURUREGR (in vitro) ¥
t MZBIFHZY 7L A%y~ (0.01~1 pmol/L) @
Mg T fEGH CESMHE, Rl EEENTE) (13,
76.4~82.9% ChH > 7,

4. B Bt (I vitro, SAEAT—H) 9

T Y IR Ey MEABEORBIZILFEIC CYP2D6
KOVCYP3A4 B G- L, =V 7 VA Ky MEABRIEIT
CYP2D6 KT CYP3A (23 B HEFEMN (= 72
X b@O KilZZENZEI 5.8 KT 27.0 pmol/L) 237

bz, =Y ITNARE Yy MEAREIX P X R0 'E
DRHETHY ., P BEZ 7 BT HEERM (=
VT NAH y b ICs 1% 22 nmol/L) 2338 Hiiz,

SEAERERA (10 61) (=Y ZL A% MEREEE
100 mg % 1 H 2 [\ 5 HEKIER D& 5%I12, #4C-= Y
ZIVAH v MEAEES 100 mg (9 100 nCi) # H[E#E
Ah Lz b & B 5 hataeicsrd 2 ke o ElIL
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FL 93.2% TH V| JRPLOFEF PRI CEEfE 1%

YEfRZ2) 13 41.8+5.12 18 51.4+3.96% ThH - 7=, 1L

BRIV T 21 OB MR S L, 20 5 Hifl

HER TR OIRTE R (AUC) x4 R DR

BEOH G 10% L EORHWIL 5- 0 VR F K
(15.9%) Th o7

5. EWHEER GHEAT—%)

1) udvFUEmE L ORYHEEER
S\ E AfERER A (36 451, CYP2D6 EM : 33 %5, IM : 1
B, URM : 2f5)) = U Z VA% > MEAEEE 100 mg
Z1H2EE Xt F L 30mg4 1 H 1EGHHRS
Licb&, Y )AL Y O Crax 2T AUCo.10n D%
PESEO. (PR GR= Y 7V A% v MNER R
BB G- & 0 90%(EHEIX )L, 7.31 [5.85,9.13]
F 1893 [7.15,11.10] Th 7=,

() 7 bhary—rloEMEEER ©
ShE A MERER A (36 51, CYP2D6EM : 34 {5, URM : 2
B) o= U ZVAREZ y MEATAKE 100mg 2 1 H 26
L ha Yy —400mgE 1L H LEGHHES L- & &
T U TNVAE > RO Coax & OV AUCoa20 D (i SEHIE D
e (BERBGIEI Y 702K N R R 5
W) &2 90 WIEHEIX I, 3.84 [3.41,4.33] 1)1 4.27

(3.87,471] ThH o7

(3) Z DDA & ORYMESER 09101
SEANEEERR AT Y 7L 2 E - NEATRE & 45 R
R &P Ll & & OIRMENRE T A —Z ~DRHE

T TFDERY Tholz,
UM 5 & OF £ 5
. MIEHICE T 5 | MEPEpERE T 2 — %
. B
) s | b e A5 Dk
o FIE - 5 Z oM (Pl - Eh e ST T
- L0 S (90%({F X [H)
Cmax AUC
100 mg Yoy rEvro |ZUIARLy 0.97 0.95h
1A 12 600 mgi.v. ~ (64641 | [0.86,1.10] | [0.88, 1.03]
100 mg Y77y o |ZYTLRALy 0.05 0.04
1 A 2[E 2 600 mg p.o. (6 4i/5 45]) | [0.04,0.06] | [0.03,0.05]
B
100mg |VF¥r é;iég@? 1.70 1.49)
1 H 2D (0,25 mg i) [1.56, 1.84] | [1.33, 1.66]
A RFoo—Lil | A N TaBE—L
150 mg L X 1.53 2.08M
il © REALI (14 61
1A2 50 mg 114 ) [1.31,1.79] | [1.82,2.38]
TF =)Lt A K
RGBT D (=T | T O — A RE 1.04 1.02%
100 =T ATV fkfk (29 #1729 | [1.00, 1.08] | [0.99, 1.06]
h ;“é A1 0.035 mg. / |#)
NEFrRrY 1.0 |/ VT Re 1.03 0.999
mg) UREAE (29 : .
1129 1) [0.96, 1.11] | [0.96, 1.03]
IS © OKEMET
I=UA N
1}111/g 7M§Z°ﬂ:i67q;\:/ TYTNAS 1.15 1.14
B A 1600 mg. 2 k(24 %1/23 1) | [0.99, 1.32] | [0.99, 1.30]
110H0 ;“ F =2 160 mg)
HIEESE © (REEH IV | =) T NVAL 1.12 1.09®
27 2 1000 mg) k(24 #51/21 1) | [0.96, 1.30] | [0.94, 1.26]
N NTTS =) | =Y ITNRE 1.08 1.09
940 mg k(24 /21 %) | [0.91, 1.27] | [0.92, 1.28]

a) CYP2D6 PM %i4:

b) CYP2D6 EM, IM, URM %f4AH] 150mg 1 A 1 [6]3/% 2 B4 Lz & &0
S A D TR

¢) CYP2D6 EM : 12 i, IM : 2 il, PM : 6 {5, URM : 5 #il

d) CYP2D6 EM : 19 {4, IM : 14, PM : 4 5, URM : 4 #i

e) CYP2D6 EM : 8 |, IM : 5/, URM : 1 {4

) CYP2D6 EM : 24 5|, PM : 3 i, URM : 2 #i

g) CYP2D6 EM : 22 5, IM : 2 #il

h) AUCo-. 1) AUCo12n. ) AUCoast. k) AUCo-24n

T AKIOARALE - AEIZ 1E 100 mg 2 1 A 2B TH 5,

@) FAEFT 4 v RBT AT — U BEREOERYEE

6.

1ER

AR TREE T VIS S WY I a L —Ya v
b, CYP2D6 EM OEF I Y VA2 MNEARE
$100mg LT EF T 4> (250 mg) BT /L=
V' —/b (400 mg (AffH&E) +200 mg) ZHHHEKRE L
F2eE . Y ITNAZ Y D Chpax X TOVAUCo12n 1E T U
JVAK sy MEGEEE 100 mg 2 B G & T
8.85 RN 11.7 fifmi< 72 % LHEE STz,

LER~OXE NEAT—F) 900

SAE RN (47 1) 1A 200, 800 mg B E
XXty 400 mg KO 7 RE _EHEMRY
0 A —/X—iEIZ & 0 Bl G L7z, QTcF Mg n~—
ATAUINEDOEL (FT7'REDE) OFMAl 95%(F
FEHX M O _ERITAA] 200 mg T 3.5 msec, AAI 800 mg
T9.3msec ThoT-, [MUT—&%HWI=HIZIRAER)
RETNVOER, MPARIEREAREE L PR, QRS
KOt QTcF b DL ZE L DRI TE DRI Hi
7

) CYP2D6 EM i IMIZAH] 100 mg % 1 A 2 45 L, R Lo
CYP2D6 PLEMEM AR/ T 5 L B2 LNHHHA| (NuXEF o TLrETF 7 4
V) LHRREM EO CYPIAREEM AT DL EALNLIA (b=
F = TaF =N O ET L A O AR
WREE 1A 800 mg ZH-REOMREE R A LD LAESND, £z, CYP2D6
IMIZASH] 10 Omg 1 A 1 [E1Z PEREELL 0D CYP3A FUSEVEM 2 % L B 2
BNDIEA (r b=ty =, TraFy =) LG aomth
ARIRARIACARTL HE 1 IAH] 800 mg % 515 OMEFEFLANFIFREELL 1272 % L AR
EEND, & HIZ, CYP2D6 PMIZASA] 100mg 1 A 1 [8]% FFLEELL Eod> CYP3A
EEHEHT 2L BEXONEH (F ha)ry —L, 7raty—iL)
LOFH L7238 O i FOARSEARZSA LA EE 1A 800 mg $%-5-5 DO WRGTR ik &
EE 2 &AHESND,

[ERPRpAK]

1.

2.

BREAREOHRELMbRVwWI—v =R 1 B AE
IR B EBELREIRER (GEIfEER) v
HARNZ GO R Mk OREREEZ b2 18~75

WD A— = [ BB 170 4] (CYP2D6 EM i3 131 fi],
IM (% 23 5], URM I 3 f5il, PM (% 7 5, BT 6 fi)

ZRIGUT, ARAIE 26~78 WL Uiz, AFIOM
FeAEIX1E 50 mg & 1 H 2E (AAANTIHES 1
HEIZX1E 50 mga 1 H 1, %52 BALKET 1E
50 mg & 1 A 2[E) #5586 L, iR bk
EEER LA 5, 1E 50, 100 XiX 150 mg % 1 H 2
[N SR S 4172, 165 #ilH 137 i3 5 THE (B2 U —
B, TR EUE, MR, AR OTFATE) 2»
O A MMEETAMEE ZER L, BARAN 10 6
(CYP2D6 EM 1% 6 i, IM (% 3. B 16 1T
THOEFHIFEOIREES Y OBETHY . 2fIT
BRI ETHEEE & 3k L7z,
T AHIOARALE - AEIZ 1E 100 mg 2 1 A 2B TH 5,

WS RBR

D) RBRI— =5 1 BIBE TR 5/ R KRR
(FIAHEARR) 12
BRI FIRIE DOIBIRIE D 72 16~625% D AME A = —
v | RUBE 2 XI5, RA (206)) Xx7 7%
AR (2001) Z1A2E3GEME AL Lz, KK
(CYP2D6 EMIZ18f), IMiZ 1451, URMIZ140) o
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% - AEF1E50 mgZ 1R 2008502 LG L, M
FRBUIRIRE 2 iR L7228 5, 1R150301%£100 mg
Z1H2[ENCHEFAE S, EEFMEE TH DM
BREOEALRIZONT, RAMED T 7 £ RRETR
HEMENR S (p<0.0001), AAIREE 77 2R
FE & OREMIZE FREER HFAME [TRI95% S FEIX 1)
ZOWT, MAHDON—ZF A4 b DB
-30.03 [-36.82, -23.24] %, ~E 7 1 B UAHDON— A
A U HDOELEIX1.22 [0.57, 1.88] g/dL, /)
WEDR—RAF A 206 DEALZIT41.06 [23.95,
58.17] %. HADN—RF A L inb OEFEIT
-6.64 [-11.37,-1.91] Th-o7=,

T AFIOARALE  AEIX1E100 mga1A2ETH 5,

2) RBFEI—v =R I BBEICB T 2 WH KRB
(B IORRE) 9
1% S5 TR E D IRIRIE D 72y 18~ 607k D S E A
I T RBEIC, B1H BIEAAIS0 mgx1H1
AR 5. 852~198 B IZAAI50 mgz 1 A 2[E#% 1
B E L, WP REBMMAEREZHER L5, 14
5013100 mg# 1A 2B A EBFE S iz, AHl %z
48» ARG Li=& & (19 i : CYP2D6 EM (%18
B, PM 1Z16), ~EZ B EAMEDOR—RT A L
b OZEALEIT+2.27 [1.57, 2.97] g/dL. CE¥IfE [
95%EXHI], LA R . M/ MR D R—2F A
VN DAL IT4+95.0 [50.7, 139.41%. MAEFED
R=R T A D HDOELFEIX-62.5 [-68.3, -56.7]%.
RO R—2 T A b OELFRIF-28.0 [-34.9,
21.21%TH Y | LENHR BT,
T AHIOARALE « AEIZ1E100 mgx 1A 20 TH 5,

3) BREMARENL LTV R I—v o I BIREIC
BT UESMGRRE (FIMEHER) v
B B TSR TIRIR TP D 18~69 DANE AN T — 3 =
99 1B A 5T AF (10661) % 1H 21525 [
NG IR AEE (1 17087 —8) (53
) Z 20 1528 B A AR B G- LTz, ARA
#t (CYP2D6 EMix84fi, IMix12f], URMIL4fH,
PMiZ4f) o Mk - A&EIZ1E50 mgz 1 H 2% 57>
HEAtE L, MIEPARZGARIRE MR L7223 6, 1
50, 100X (%150 mg# 1A 2EICHEFE S iz, 4
HEH (e e, /M, ALK O
) OBAFME B 272 L2 BE OEIA o0 T,
AFIEE83.8% (83/99f1) . 1 X /& T —E93.6%
(44/471) . BERIZE & Z O mIH195%15 18 X 1 11-9.8
[-18.6,3.3] % TH VY, KAIWEDA I 7 &7 —EHE
WP B IELMERRD BT,
T AHIOARALE « AEIZ1EI100 mgx 1A 20 TH 5,

[ZR%h3EH]

1. g 19101718
= /I TA VY —LAHERTHDL I vak LT e
VHE—EOIEMBKR T TS 28Ik sravked
IRREEYI 0T —VDTA Y — BZEE LT
K OPRORER, 2K O MBS E . B 0 2w
LOEREZ LT A7 va st T I NEkEE

FEABRMEE L. Z Va3t T I FOARZ i
T2,

2. FHEEA

) Zrav ity RARBEEREEA
b AT ) —<HilaEN S LI 7 Yy — A0k
W, a3 REREESE & BRI
E L7 (ICsfH : 19.6=0.68 nmol/L) (in vitro) 19,

©Q) Zvayv ks REERTER

1D AHIEERERA GMEA, B&) 1250 . 200% 350
mgD A& TIA2MKERE Lk &, miEhr =
kT I NRE ITHERFICIKT L2,

2) AFNITHYERTIER 7 v b2 L O R
FARkFR2VD 7 v T I RBER KT /72,

3) AFNID409VMmulla— = I BE T L~ 7 RTH
WT, Mk ~D 7 AT I R ORI 7SR
2 L7222, AFNFE#OD409V/null 2 — 3 = {1
HET =T ZZBWT, RIEMHE L M
L vav it s I Repd 87229,

(3) =—v =Mk T EA
AFNID409V/nullZ— =7 [ TEF )L~ 22BN
T, =Y o FICHMBI N RE L L ER~ 7 v
77—y (F—v i) OBELT S E72,

(AR EEd 5B bR L]

s =Y ZOVAE y MEAREE  Eliglustat Tartrate
%4 -
N-[(1R,2R)-1-(2,3-Dihydrobenzol4l[1,4]dioxin-6-yl) -1-
hydroxy-3-(pyrrolidin-1-yl)propan-2-ylloctanamide
hemi- (2R, 3R)-tartrate
777 ¢ (CasHseN204)2 + CsHeOs
3fH 0 959.17

et
B ,/\m“'.
N e H, OH
o R ,\_:.\ coH
o I T ] e
ue e - H/ ‘ =" g W 'on
H OH 2

(C23H36N204)2 + C4HeOs

PRI AE~MEEAEORR UMK TH 2, KICETT
W,
RlAl: 168 °C

[2#]
GFNAATEN100mMg : 14 HTEAL 1L— K PTP

[EE U]

1 FENER: R RRIEOIRER AL b nad —v =

7 1 ALBH ISR T D EER L RR R

2) FNEE: A AT ATV T 4 R

3) HANEE : @R APKE O RS EA— 7 R
) tERNEE  Z T EARR

5) HENEE: Ro Xt T L OPETHRER

6) tENEE 7 haF Yk OfHHRER

7 HNEE U T 7o EY Ly OfHHRER

8) tREE : YaxT v Lot HRR
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9) HANEE : A b rB—LEORHRER

10) #EPNEERL ¢ B GEHESR & o OF R ER

11) SRR BRI E O 1 b o R TRRESR & OfH

12) #EPNERE: R 2 — 2 = F [ BEBF IR 1T DRSS
MFRFER

18) #NERL: RigE I — 2 = [ MEBHE BT D RS
I FEEER

14) PN BERHTRIEN O OU D 22— o[ 1
B2 IS D WA B PR AR IIAH ARBR

15) AEPNEEL: 4 X ROV e b B sRAR M EREEAE A RRRIZ B 1
2 GM 1R SR

16) #NERL : in vitro 7V a it T I REREEFEILE

17) AENEE : B-F v a s F—¥ L OEIFNMAEEH

18) McEachen KA, et al. Mol Genet Mrtab 2007; 91:
259-67

19) #ENEEL A PK L O A A — S Rk

20) tENEEL 7 v b EAWEA MO RE

21) FENEE : A X &AW ESHEORT

22) #PEEL: D409V/null F— =i~ 7 2 &2 AW g
ZhPEREAT

23) HNEE : D409VMmull = — =fF~ 7 A & Hu -
GL- 13585 7B 1EH o F Al

24) WM& Rl : D409V/mull T —3 =i~ 7 2 &2 AN H
i L R

[SCBRE R e R O ERBEVE b %]
EERICTTHOHNERHC & E L TH FREICTRER T
&,

VWA Lo Dy SRR

<TI0 =

T163-1488 EHELHIE X FHi i — T H20%2%

7Y =& ATV :0120-255-011, FAX : 03-6301-4045

(355

TR HTE X P HTE =T H 20%2%5
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2. RAXE (B) 0 TEEXEHR] . TRERUVAE] ORERNL

21 THReXIFBEl (F¥)

— 3 R OFEIEIR (E, I/ MERIEIE, TR R OV ER)  DdcE

2.2 EXEIRM
221 d—L xR

T—TxfFlE, MEERTHY, BRI v a v X —BHERRBICLD T4 —LHTHDH, &
BHEAT ¢V TREERIED 1 D THDH I — v =fiid, EEREHSRE OSHREETHY . <D
BRI RO TRFFAICHET T3 2 R & OVl ibE O i 2 7R3, — 3 i O BB 20 g AR IR 1
BRI R, MK FRIRE R OERETH D,

MEB-7 N as —BiE, A7 4 v APEREOESRORICB T HHEHEBERCTHY, ZravL
7 I K (GL-1) B 7 a—AKO0Nt T I R~OMKSREERET S, Jras VAT o3y
(lyso-GL-1 & L THEIHITWD) 1L, GL-1 DT ALK TH Y | [FUEERORE L 72D, BME
B-rNaL X —PORBIZ., FEIC~vr/uTr—I0DF A Y — AN, GL-1 (P B i 7 H i o i s
O EFEHERLALSY) OETHEOERMA S| Z R I T, T— T o WORBIL, MNREZMBET 28E (FiIC
Mgt APIE e OVE86) (2. RS TR O L5 g N R AlRENR KM L7~/ 7 7
—¥ (F—v=fifld) NENTHZETHD, v/ Ty =T, P THIZET T SEE L7/
fa Je OEAL U7 fila (BiEk, JRiek K N/ MEZ & Te) OBR, NS ZE I OMAERERRL T O
FAICB W TR 2 ZE 2 B2 L 0D 720, I — v = iOREBARZICBWTEHEETH S, GL-1
(KOO 27 ¢ o THEIRE OEEW) DREDIR TR OZOFERLE LTEL DL AT 4 IFERE D
EHICkY, v~ 77y =V L, SR RUATE—BROTENAL L CCEF—T VT R 18
EoWwT s —rfilal s,

T— 2 = A OMENR~DIREIL, Z OEEO EEREEREGE L EROL L 2l X 27, Tk
OV~ DI T RS M OV RE Ut A2 5 2 2 L. Al L O/ MRIBIMEES 72 63, B~
ORI A BAEZE, LM ERBAE R MEEHEEZ I 3, Eiz, FEERO, M~ 2 H IRk
B E R O EEZ 5 S 23, 2O TIEOIRERRZS X, WIS, ATk, & &
ORI 2 £ 5 EE Ol iR, 57, ZINHIrE /S i, g, 1BHER Lk OaET 2 Y
—¥, B, BRI ONTFEREITE S &R 2T,

T— T = IFHITIXFEIZIODERIFE N H 5 & SN TEY | ZDOLETORMNFEREERSETER L,
LR IQLIZH L7V at LT r X —EEa T (GBA) OERERIZIVIIEEIESND, &b &
KALNLHUTHL A= =9 18 (GD1) (X, LLATE O AR ~D R 5-23 72 2 & SR T
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b EINTEN, GDIBEO—HARIME= 2 —a XF—2HAT Ll rd 5 2 &, N
GD1 BE KR OE DRI TRIRERET T 2B DA A —=F 0 V IR RBIET DV A7 BREmnZ &
D, TFEICR > TRV IND L O I TE e, I— =i 28 (GD2) X FHIFLIEHNTIEEL L |
3k E TICHICE D AMEMRREER CTH 5, T— w38 (GD3) (FEMARRIEER T, %HFLIA
BRI BLL . AT R A E TR TE SRR ® 5,

222 d—L zRDBE

GD1 BH TIL. GL- 1 b 7 Vv a— AR 7 I RONUKGIREMET 574 VY — AR TH D
Fett: p-2 L 2 o Z—FB OIEMENE AN RKIA L T D, iR E LT, GL-1, lyso-GL-1, M OMhoo 2~
S ¥ AFERE OB AN T A VY — JMIERET 5, GL-1REZ KT S5 HIT 2 DOIEFRIENBIAE
GD1 IBICHITE 5, BIETHMZ BRI B-2 Va2 ¥ —PI2 L % ERT 1%, BFH OKIE L FEEIEM:
NS, T4 VY —MIZEM L2 GL-1 2 BUEH Tofig L, SSEAREHRE (SRT) X7 /0=
VR T I REMBERZHICET S Z 81280 BE O T Uiz BYEEEEE (H Y - R 12 GL-1
AHORE AR T S5,

TR KR CH D T NI T —EIEIN T 1991 4 (HARTIE 1996 45) 12, IO E S T-F 6
Zb NERZTHDHA VNt T —FOEFFNDHEIN T 1994 4 (H A TIX 1998 4F) 1TER S TLE,
ERT |3 GD1 BEOAEEZ K& Ex T, BIfE, HARTITEME ML ERT ThHLHA I 7T —E
LORZG TNET—E TN T7 7y NI— o liOIRFEEE L TOKREIN TN 5D,

#H SRT X, Z/vai it T I FEMBEREZMOICHET 22 LICRLVEAL, 9= =Wo X
D ERRRRRIRIETH 5, BUE, SN T GDL Z22hiE - iR & L TR S, M T HME—0 SRT
OBFEZIZI I NAX » FTHY . GL-1 DTNV a— RS EFLL LT N-T XA I ) ECTHD,
STNAL y NI, AR TS TIERL . L OBAICERERILICESHEOE W TR (80%%
ZHBFETHLND) | KEBD (BED65%ET) KOMRE (BEOK30%) OEKAE RS D
7o, HIBRPURE (WS CIE ERT 2MAREIL CTIX /R W ERE D) b FEEFE DO AL GD1 B 1))
ThbH, BRTIE, SNV AZ Y NI [=—<2 - Vo 7FCRl ORERRE - DL LTERESN
TW572H, GDLITHEHITE % SRT L7220,

223 ITUGTILREY DS

T Y ZNVAL y MIFHELSRT Th b, TOERETFCTH L 7 vai -t T I NERIESE O /IR
FE, EE GD1 OIRFEIZHV D ERT OFEHIBET (BeM: B-7 L 2 v X —BIEMEOMRE) &I3RZR
by TV INAK y NI, EERPETHRAR IV as it T I RARBEZLERTHE, =V 7 LA
2 kR OVES T GD1 OZIRE « ZhENEBR SN TS SRT TH DI ZVAHX v MEF CEEE (F v
AT I REMEER) ZIERE T 500, 20D DL K OSBRI RIT & 0 Z B 5,
ITNVAE Y MIGL-1 D7 a—AFIZEBEU L TWADR, = 72 Zy MItT I REZICH
EREITWD, ITVAZy ME, ZvaiitT I RERBERAEERD 7 7 2RI L > TTIER
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<.\ IEREMTH D720, AERBBENEG S, AFUERNRNEBZZ 6D, =Y 7V A Zy NI, A&
FEZDIz>C2HEM I ECHARNATRZ T 20BNV LM, BRI L LT
ifiE i Lm < . FFRIZ ERT CHERES T 2 B Ik LT, REBOMGl 2 cE L E2 b5,
T Y TNVAL y NOFGINER LML, AARNBE 104 E G —2 =)l | BFEEZ R E LT2H
3AHRER, WM W T T —2 =i | EBEF AR & L THEBI N 1 DO 2 FIRBR K O 2
DOOH 3FLEGER THRET SNz, ZNHORBENOEONT-=Y ZLVAY v NOFHRIILL T D L E
nThHb,

WM CORIGIREF & kTG & LT85 2 FHEBR K OV 3 FIRBRIC I W TARAI D G DS 7R E 47, ERT
DOARFIAEI O 2 7o B 25t g & LI 3 MEBRIC W TARBNIL EMEDOHERFIZES LT ERT ISk
DIEHPEOIEMER T Uiz, Fo, HARN 104 25T ERTIRFE A M beWEBEEZRR L L1253
FRBRIZ I W T, AR OFEIMER L BN AARNE ARANLSTHEEL TV Z &R ENT,

—EHOEFRRIRZ 1B L CABOREMITB B AR Tholz, IRRIBHE N CRO N AHEFR
(TEAE) (250 Ik LEZEFITIEE A E WMo Tz, HEHITHK S < il Sz TEAE (BE DK
10%LL ECTRO S FS) 1, B, PIER. Sk, bXGERYL. THI, KOFEMEDE W T
Holz, ZNHDOHERBDELLNTIT Y FVAL v b EDORERGRZR L LW Sh, BEEITRETHY
INHDOEROZENENNHEIL LT EBE OFIE TR LT,

224 THEEXIEZNR ] DETEIRH

HRESUTZNRIT= Y TV A H v N OENA OGRS RIS EHE Lz, AN, W CE i
SNTRIAH GD1 BFE Z xR & U725 2 MR, Rig GD1 BFE Z K4 & U725 3 MG L Ot
ERT 7 HAHK|~U) 0 #a % 72 GD1 BBE Z x4 & U5 3 HRBRIC I W THIIME L OV BMER TR S .,
M= g 18 ZSAE & L RN KR OCKESE TRRBGE SN TV 5,

AENOWEINEE 2 FHERER (GZGD00304) (28T, 77%D GD1 BENAIGER CED - EEHEEH %
iz Uiz, BEMIOAIMRBRFERICE Y. Week 52 THREMNRBR LI-~T 7 0 Bl f/VRE, &
OVMHARIE R DU ASHERF SV CTH Y . Month 48 £ THIZKES L, O OBEEN T TR
AR Tholz, BEEROEMEZEOMIIT, KRNI — = 1 BUHE S BIERICH L THEIThH
HEWHREGREZFFTALOTH D, £< OBEFETHRIZE B U, BEMEE % I8 L Tz,
B2 U —BIZH LN >T203, Month 48 |2 2 4 THITZ 72 MZENRD Hivic, A A~ — 7 — DRkl
AL BAF T, ~E 7 1 B RO IR ORI, & OHFAFEORAD &> TG EMEICBET5
4 TEFHHEE CAHALNIMREREBLS KL TWe, AFFRIIBBDARE T Y Z VAKX v Mg
5 OREBEFBITRD bNT, BEIIBREED R BRBURAEE Lz, kbEADNTEERIT, &
BRI ORGIER L O 4 BUE, a2 8 L 0SSk S, BEE. ROBERETHY |
IRBIEIT—T 2 FOIERE B L TWD T TR, &R E LT REM TR LN DIERRE &
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H LT e, RIBBRERICKY, T—2 = | BFICBW T Y ZJ LR Z y MR EETH
THY, HHLLTWROBEIETH D Z LRI,

WS OARTEHE GD1 FBF 25t 5 & U725 3 tHIEGAR (GZGD02507) 128\ T, N—AF 1 nb
Week 39 £ TOMABFEOE(ZR (FHFHHHE) | ~EZ v BV EOZE R, FEAEOLLE, KW
M/MREEDZE L BIRFHBIER) [225W T, U FARAZ y MIT TR L 0 ERZAHMEE R
L. TR TCOEGHEMAEITIRFFOICEEICHEE T 7o, BRI, BEE, KO~ r/n 77—V
RIEMEH X7 1B (MIP-1B) D2 L6, =Y Z VAKX » b 5 GD1IZBE T 2B ERIZx LT
RETRTEEBEZ LN, GDUERBIFEINE I Y 7L A% N OEEEM: L OBENH 5TV D
A I~ — I —EPHRFHNCA B LR, Z0oZ i3 Z VA E v MEGTORKRK S E —
LT, BEIRAR (F— Y = WEBREEER a7 EORRA 2T) OBEEIZRHE CHREHEIICHER
WO RRD BT, 65 36 fEEMA (SF-36) AW THIE L7z HEIEO T 72l E TR b
Toid, MOAETFEDOEDOEITRO bR olc, =Y ZVAE y MIARBRIZEW TR AR %
L7z, AT TEAE (3FEEE T, HED TEAE 34 5T, £ < ITIEBRER G L ORI ERERZR L &
T S vlc, =) F VR E Y N EFRE SNTBEORENET 1 7 7 A VI 2 FREER &K O— %72 GDI
BB —E L TV, Genz-99067 1LHCn MWL S 41, Week 39 O TE IR RE T O i Il fn
B (Com) MOUREIMAEFRE (Cpy) (X, 50mgl H 2045 (BID) TZNZEH 5.45 ng/mL &
UV 18.1 ng/mL, 100 mg BID TZALE4 4.88 ng/mL & T 22.4 ng/mL Th-o7-, EHFIREIEBIT D
Genz-99067 D PK /3T A — & LG EMEDRIIHE A FANICA BE2MBERRRIIA b o723, BHRIC
L DMERE T, B ABREOHEIMEZ R THINA A LI,

WESh 0 ERT 22 D ARKI~EI 0 #i 2 72 GD1 & x5 & L7125 3 M (GZGD02607) 128\ T, &K
FNTXZEMEDOHERHCRE L TA I 7t 7 — BTk T 5 IH MO ELELNT- Lic, ~EZr B H,
AN RBTE R OWFAFEN O 72 2 ZEMEOEETHIE A 13, 2 EMOREGRICT ) Z VA2 Y ME
D 84% K A X 7Vt T —ERED 94% THERF ST o, Z ORERI 220 95%(E X 0 TRRAE (-18.6%)
IEFERNCHE LTI IS~ — 0 25% DN TH o7z, =Y Z VA > MED 2% KA I 7 &
T —BHED 79%70 1 :LL D TEAE % EL L, [fiff & & TEAE O KEFIFHEE TH Y | EIEL TR
FEIIHEECTh o7, BEED TEAE 258 LI EBFOFIGIE= ) Z VA v MHET 2%k 0k LT
A LHET8% TH o7, MR GE TR® LIz TEAE 0% < BIEBREEERNIC X 0 BB & KRR
72 L S To, ARBRIZ LV | ERT O BIE 2 ZK L7z GD1 BE DL RINO[HICT Y LR
5y NORAOBG~TVEZDZENARETH D Z ENREINT,

AARIZIBWTIL, Rl oshes 2 # & O 3 BRI Z . BHARANZ & T ERT IR A R D720 3
Faxtg L U725 3 1R 08 AW o R /5 R 2 RO T SRR BRI OBl 6 RAR N &
HARNCISAOEEERE (PK) . AR O BVERGRE 2 et LTz, ARBRTIX, AFZ 1B &S
L7 HARN 10 4 & & Tt 170 £ OBIED D FEAE DR GD1 BENAFI OB G- %252 15 - BE D AN
FEATFH) R ORI L B AR AN & BARANDSN TRIFIIZEAEIL Tve, 132 A 8D GDLEFE (HAA
100%., HARANLIS 86%) TIRBRHESE G-8iIC ERT 2320 L T\ e, 20134F 1 A 31 HOB v A 7RI
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X, EA 78 E TOARAKIFRG#ZIZ, 2L OBEE 83%) NSHEOEREE (7 U —8, ~E7
e A, MR RS RE KR OFTARR) 24 TRERk L, Hﬁk&ﬁﬁAu%fﬁ%ﬁ%iﬁ#oto
ETOHEARN (10/104) LOBARANDADIFE AL (127/1554) M STHEOIREBEE 2 CER L
72, EDGE #BR DE AW 78 1 £ TOR G- | AFNIEN = RAEM AR LT, 13E A ED AE TR T,
FETITRL, Kﬁ&ﬁ&@l%%%i SESNTZ, AARANDSE LR THARATERO D D248
DFFRIZH BN hoTz, T—FIIRENTWER, PK /3T A —Z (TIXAARANE BARALSNTH S
RAETR OGN o T, RIS LT, EAHO TN CTiX. BARAORA GD1 BFIZRIT 5 AAHE
#%&Ui)ﬂwx&yk IR A RNE BARANLIA D GDI 3 & K& BT - 12,

U boz &t ARFHEICET 2HEIRIT, == I8 & U CRESERGE AR S
1o 7273, E%WE%#““ G E OO R. T3 —v o JFiOFEER (&, i/ MWasE,
JHF IR e OVEEIR) D) &g o7,
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24 TRZERUVAE] ()

1#H . CYP2D6 Extensive Metabolizer & O Intermediate Metabolizer D% AIZIT= Y 7V A X~ MF
A LT 1E 100mg %2 1 H 2 BIRE OG5, 2k, BFOWKREIZC U CHEEHET S,

2.5 ERXTEIRM

BROHE - R, AAIOWIMCRIT B HFEERE - HEEFNAETH D,

T Y TNV AK y NIV R 7 B A P450 (CYP) 2D6IZ LV @I Sd, — ¥ CYP3AIZL» T
R 4L 5 [Module 2.7.2 0 2.1.3.2 3], HEFEgkERE & O GD1 & D7 — % & W= RE4EF] PK (PopPK)
fEHT Tl CYP2D6 REVRINIRFE RO b EE AR EHER TH L Z LAV NIz, ENITERIN
T8 2 AR OV 3 FHARER I, 28 2 FH R OVES 3 AHERBR Tl BRI A D Genz-99067 (=
TNVAL >y b OIERS Tl D WEHEREL) D Chouen (23D < HEBHFEEZ W TAHRMEZ R TEE L
VMR ER B OER A I/ B O & L FIZ 50 mg BID % Bi#s & & LT3R L T CYP2D6 poor metabolizer
(PM) BEK O Y ZNVAZ y N ORFHIEET L /O H 5 A OEHE 522 1T T L EHED
WFRINETE DV X7 & /NRICH 2 72, 2O PKIZHES S HEEENETIX, BEIEF=Y 722y MR
HEEIC RV ELRLIHEEZMEHT & LlroTe, OB WEE T H & 50 mg BID T 5 ng/mL 2L
o Ctrough R L, (AHORWEZT XLV mHELLEE Lz, ZOHEWEET, FICEKZ
PRI DR A R H D, =V 7V AL MIESCHITHERT 5720 2O LM L1
BENKE LB L, BREAOBENLENG)Z EMICHIETT 272 01id, &5 & iR ERiE o
AT HWMUNIRET HUENRH D, EHIT, 5 3HEERIL Ctrough ®© BIEE & L T 5ng/mL &l
L7, BBROK TRHZIZ, 20 SngmL O HIRIZBEZ Y 725y MEHREIC X - THiT 5
DIZERTH DN, AOIMEERIZIINETRNZ ERHALNE ol EBEOBRKZIE TZ O HIEHE
EHAT2EHE, SngmL ZiEK TEARWEZILZOERFORRT v hEZIT bR EBREFRY
ERIAE T, BILAHLS 2D V1G5, BEOBRBEICOWTEE T 2HEM A 155 1I3EEKE O
REENMEL 72 (B L BE~OAMHEOHN) , 2 b oo PKIIEICIE, THRISHh D EH)
KO R2 R OBREGHBROIX LS E L D2LBOW TR EEND AT H Y BE~DOHEOEH,
FHEICRE LC, 1R 2RI L 0 E I PKIIER R 2 MR U7 1 ud 7z 57220, 5k L7z &
DREFEL, BFEOZY 72y MGRICAEDE TERET 05 AR TH Y | B
HRF ] C oD i Hh i P T 8 A DN A AR BB, O SRl (2 B - 2 1 E o RREIC DWW TR XU &
DEEINRTFE LisW =D, MRV FIENRRENEBZOLND,

GD1 ORIGHBE O ERT B0 B 2 7 BF & x5t g & U 7- BRI TR Do Aok OV 4
PE I ONT CYP2D6 KB Z He-5 < VA - & C Pl S 40 5 MR R 5 12 M E T R B O MHTHE R ((Module2.5
D 4.3.6 IH]) 775, CYP2D6 KB Z H-5 X intermediate metabolizer (IM) }2 TN extensive metabolizer (EM)
BE A~ 100 mg BID G RHERE D, ZOME - HETIE, HELEHET 2 0ER 72 <. Cuoug P
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BEMEICEES < HE - HE L FROBEZER, AR ONZEMRERNEGEONEEZX 6D, F2 1
SO 3 FHRRBRIE N —fREH TH LD K 912, GD1 EE DK 90%IEL CYP2D6 IM XL EM T, L
FC.00 Module2.5 D 4.3.6 TED Rt B H-S\ T 100 mg BID 2 Z &2 OB ER 5T 2 LN T 5,
TR RGBT 25t g & U758 2 FIRRBR K OVEF 3 FHRAER C i, RN IM UL EM ORIBIRBHE O
%<imm@MD&5’ib%ﬁﬁW%Lto%%ﬁ@n%ﬁ@m&@%ﬁbfwéﬁﬁibﬁ%
ARNRE L, BRREZSET D701 GL-1 205 BRI E ST 2 Z ERARER D
TR DRI T EG R D A5 ki%f‘%é
ik - HEICBT 28T Tk, & TORIMOBFIZ OV THEFERRBR CHME L7 X 2 122 TOHH
SN HIR SN D5E O CLERAEEZ TR Lo, BEIRTFEAGRE O AR OHESE L -
FAEIZ. IMEOEM BE DR Zx5 E LT 100 mg BID &9 5, ERT /O ERBE L L TAA
X D8O SRT AFHATE 52 LIXGDIBREICE > CIEFICEERER L 725, IM EKOEM BEO
HERMBE L, 1HHEEZH—T 2 LIC Lo TARBOBRMCELBRIT 2 2 &1, BEVME-S
TEHEXIVEMEROFER 253N D ) A7 & T 2, PMEHZED L5E, M CEFHRD
DFRZEOEPRIZEIT D RdUI e VEMEL 72 5, FEMAE BAENC L 0 ARAIORTE &IN5 TRt
tﬂMXiEM%%iDPM%%@ﬁﬁéw\PM$%$¢%ummgMD%1@%@%ﬁﬁCYmAm
HEOEH LG8 Tl S D i KRR & 548 ng/mL ([Module2.5 @ 5.8.3 IA]) 1&. % 2 FEFBR KL OV

%3%@%( wgmt%ﬁaibm< F 72 QTcF, PR % (X QRS DM~ L ED a[REMENH 5
([Module2.5 ® 5.6.2.1 TH]) . ZOA[EEMEIZ LV . HIZ PM BE OUSH SCEFHII X L T Holo st
THMENRD D, Fio, RIBFEEZx4 L L7125 3 582 T 100 mg BID % % 5- X 17 ultra rapid
metabolizer (URM) M 14 DEFHIKRIED Cougn 1R . IBEITSIE L TR STZZ E D, URM
BEIZ 100 mg Z 15 LT2H G Con DR T E THIMEN - DR W ATEEMEA R S5 ([Module 2.7.3
@4mﬁwoﬁﬁ&5®ﬁ%kﬁ%&w9ﬁ®%% IS OIRIIEDFIHFTRECTH H, S HIT, 50 mg
FG2FRS 2 LT, EMIC XD AHIHE REPES 22 <7220 | HMAHEAMERNZ B+ 2 0 SCEE b
[LEXINE-EER

TETDHE - HETIE, MREEZRAICRET D, 2F 2 FH L O 3 FHEER Tl 16 s O B
IR TH Y, 16 ﬁuh I8 AT CIXINE TIZ 2ADAHBARKNZHEE I TVWD

PLEDZ &t KBEFEICERT 5 L H&ElT 1#% . CYP2D6 Extensive Metabolizer BlU\ Intermediate
Metabolizer DFEAIZITT Y 7V A% MEAEERK E LT 1HE 100mg 2 1 H2EREOKREGT 5, 28,
BEOKRBIISC THERET S, | ERELTWD,
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3. ™IXE () O IMEFALDEE] (F) ORTERL

(25 CROBFEICEESLGWNWIE) ]

(1) ARFN ORI IxT LIRBEUE O REERE D & 25 BE

Q) WIZHT 2 BF [(AFIOIMFREN K ERT 2820165, THIE - HEIZEET
LD EoEE) . TEEAREANEE] . THHAEEH) o [FEPERE] OmESH]

1) 9 b2 m—2AP450 (CYP) 2D6 Extensive Metabolizer (EM) D HEFE T, CYP2D6 PHESE
RZEHT L35 & CYP3A HEEH A2 2 A O 5 & vh o B3

2) CYP2D6 Intermediate Metabolizer (IM) 3 T, CYP3A [LEIEM 243 2 3H0 % 1
B

3) CYP2D6 Poor Metabolizer (PM) DEFH T, CYPIAHEEH Z AT 2 A 2 EHF D&
#

(3) QTIEE D& % 3 (e R QT IERIEMRESE) [ [3EYEE] OS]

4) 77AIA (F=V >, TaliA 7 I RE) KR AN (T IAXry, VEr—/L5%)
DOPAFENRE NI T ) AR 2 AR o RF [ THEEH] OESH]

(&) M SUSEAR L TS D & Stm N [ [idhs, pElm, RAGF~DOHRE | OHBM]

1. —AICRGRERICT RE L EIRE LT,

2. %E%HXE&U&M&ﬂC@ﬁﬁ%ﬂ%Luﬁbto

3. AFOMmHPREENKIEIC LR LIZHEA, QTEEDOBZINNH 5720 E LT,
4 %E%ﬁiiﬁﬁﬁm&ﬂcmﬁﬁ%iﬁ_ﬁﬁbto

5. Thbim, PElm, RAWME~ORE) OHEOTLHNEN LR E LT,

<HEEXFHRICHET HFERALDFEFE>

(1) AANTT—2 =i EEBW SNTZBEICORMEMNT 52 L,

(2) T— = A OV B kb4 2 AR OfE FRRER X2 W2, AT 28561, BEIZ
YA L7 BT BN Y R & EES EHE S AGAIC ®ﬁ&5¢é L,

() = = OMRIER IS D AR ORI TE 20,

[RX EARHL]

(1) KREVSA SCE R OBIN SmPC OFE# 2 BB IR E LT,

Q) ENAOERRABRICIKNT, = i [ BUSNOBFICBIT 2000, Z2MEICBT 5 AR
DL TN ENDERE LT,
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(3) AAIOFHKDEREABRE ORTRD GEIE LT,

<RAZERUVAEICEHEY SERLDIE>

(1) AFME R T8 52 » T CYP2D6 Bin T Al 2R 5 2 &, [ [EEWEhRE] oES
iy

(2) DFHT 23K CYP2D6 Xid CYP3A HEERH A2 H T2 HANE LT 200 MR L, FT£%Z
SEIC, k- HEOHREZIT> 2L, [ 1&g TEELREAFEE . HHEAEEH] |
(SR EhRE | DOIES ]

CYP2D6 EM & CYP2D6 IM DB &
CYP2D6 FHEERZHT 5EHK|L CYP3AH ®E =
EEREETAEROBAEHA
CYP2D6 FREERZHR T HEHFIZ6tH 1E100mg%#1H1E |1E100mg% 18 1[H
CYPIATREMERZH T XA 4H 1@ 100mg %1 8 1[E =

CYP2D6 FREEMA 2B 3 2384 & CYP3A FHEMEMZE T 2EANZOWTIE RAEMEM] OEEZZB L, ROEE
EREZAT D bOXIIHREOHEEREZAT DL OIS TINEHRTE L,
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I 2B ERA LAWK S BEICHEES 52 L,

[RREAR L]
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T DEAEDGE DTN T & R OSKEIRA SCE K OV SmPC OFL#EA B E I L VR E L,

(4) KEGRAT SCE R ORI SmPC OFt#i %225 1% E L=,
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(3) AFOMHARENKIEIC EF L7256, QT R, PREM. QRSHROIEEDBZENNH 5
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(3) EWNA TS L 7= BEPRaBR A RAZ ISV CRE LT,

(4) [ENFMCFEM L7 BRSSOV E LT,

(5) KERA SCE L OFRMN SmPC DRt#i 2B B IR E LT,
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e 3k

CYP2D6 [LEVEH %
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Nt F UERREKFY (%)
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H OH

4 CO,H
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H OH
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WHO Drug Information, Vol. 25, No. 1,2011 Recommended INN: List 65
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BHEE 245°A1
JAN (AA%) #HErL BT oL
JAN (@& 4) : Sodium Selenite
Na2SeOs

[T FVE L o NV

Sodium selenite



BFE 2 INN IZUE S 7= 0h B OB EIC BT B E I 5 — a4
(PR 18 5 3 H 31 HEAFFEAIE 0331001 524 J5 @78 B3R 5 R R A S B m AR 3k 2)

BEEE 24-1-Bl4
JAN (HA%4) =aVAaF-Rhevy 7477 (EariHfz)
JAN (#% 4) : Choriogonadotropin Alfa (Genetical Recombination)
72 BB N AV T ¢ REES

ath 7=y |k :

APDVQDiPE TLOENPFEFSQ PGAPILQCMG CCEFSRAYPTP LRSKKTMLVQ

KNVTSEST? VAKSYNRVTV MGGFKVENHT ACHCSTCYYH KS

pHr7a=v b

SKEPLRPRCR PINATLAVEK EG PViITVN TTICAGYCPT MTRVLQGVLP

ALPQVVCNYR DVRFESIRLP GCPRGVNPVV SYAVALSCQ AL?RRSTTD?

GGPKDHPLT; DDPRFQODSSS SKAPPPSLPS PSRLPGPSDT PILPQ

o7 2=v k N52, N78, p#~7 ==+ k N30, S121, S127, S132, S138: Ffift4
B 7= h N13: H MRS S

EAMES OHEEREE
o7 2=v b :

J Gal-GIcNAc-Man \
NeuAcy., Man-GIlcNAc-GIcNAc

1 Gal-GIcNAc-Man

Gal-GIcNAc \

Man

NeuAc — N
Gal-GleNAc / Man-GIcNAc-GIcNAc

Gal-GIcNAc-Man 7/



pH7a=v |
N-fiti & k8

Gal-GIcNAc-Man \

NeuAcy., Man—-GIcNAc-GIcNAc

1 Gal-GIcNAc-Man

Fuc
Gal-GIcNAc—Man \ |
NeuAc., Man—-GIcNAc-GIcNAc

Gal-GIcNAc—Man

" Gal-GIcNAc \

Man

NeuAcy., { — N
0-2 § Gal-GlcNAc / Man-GIcNAc-GIcNAc

\ Gal-GIcNAc-Man /

[ Gal-GIcNAc \

Man
NeuACo.2 < Gal-GIcNAc /

Fuc

\ I
Man-GIlcNAc-GIcNAc
L Gal-GIcNAc-Man /

O A U B8
NeuAc-Gal-GalNAc

NeuAc

|
NeuAc—-Gal-GalNAc

C1105H1750N 3180337526 @ 25,715.34 (& /X7 &5y, 2 EIR)

o7 2=v F CirHer2N1220134S13 : 10,195.59
BH7=2=v b CessH1078N1960203S13 : 15,519.74

aAaFRheey TAT 7, Be iz e SREEEREIE AL THY, Fr A =—
AINDALZ =PRI LV EEA SN D, 2 VAT R haey TA7 7%, 9207 I Bk
Enbhhdbar 7=y NERUASMEO T I BRIREN LR 58 7=y M DR SN DHEX v
R7E (41 K70,000) THD.

Choriogonadotropin Alfa is a recombinant human chorionic gonadotropin, which is produced in
Chinese hamster ovary cells. Choriogonadotropin Alfa is a glycoprotein (molecular weight: ca.
70,000) composed of an a subunit consisting of 92 amino acid residues and a B subunit consisting
of 145 amino acid residues.



BEFES 24-3-B19
JAN (HA%A) 727 70F K GEETHEfZ)
JAN (3£ 4) : Dulaglutide (Genetical Recombination)

7 X BRSO AT 4 REEA

HGEGTFEFTSDV SSYLEEQAAK EFTAWLVKGG GGGGGSGGGG SGGGGSAESK

YGPPCPPCPA PEAAGGPSVE LFPPKPKDTL MISRTE’EVT? VVVDVSQEDP

1
EVQFNWYVDG VEVHNAKTKP REEQEFNSTYR VVSVLTVLHQ DWLNGKEYKC
KVSNKGLPSS ITEKTISKAKG QPREPQVYTL PPSQEEMTEKN QVSLTCLVKG
FYPSDIAVEW ESNGQPENNY KTTPPVLDSD GSEFFLYSRLT V:)KSRWQEGI\"

I
VESCSVMHEA LHNHYTQKSL SLSLG

N126 : BEEHAE &
C55-C55, C58—-C58 : AL 7 1 NfEL
TEMR M NIRRT F R

T ESH OHEEREE

Fuc(a1-6)
J (B1-4)GIcNAc(B1-2)Man(al-6)\

Galg ; Man(B1-4)GIcNAc(B1-4)GIcNAC
l (B1-4)GIcNAc(B1-2)Man(al1-3)”

C2646H4044N 7040836518 : 59,669.81 (& L /X7 E sy, 2 &K)
B EK Ci323H2024N3520418S0 : 29,836.92

TaT I NTF R, BIETHBZMAEREY X7 ETHY, 1~31 FEITGER L N7 vk Ik
RTF K1, £7248~275 FHITLEME F 1gG4 D Fe RAA b0, 2, 16, 30, 57, 63 K&
W64 FEOT I VBB NZNZ1 Gly, Glu, Gly, Pro, Ala X UO'Ala IZEH#RINTWND. T2
FZINT RiX, Fx A4 =—ANLAZ—JIRMENGEESND. T2 7 0F KX, 275 HOT
RBEREN DR DY T =y N 2 EN GRS DRESY VX (515 K 63,0000 THD.

Dulaglutide is a recombinant fusion glycoprotein containing modified human glucagon-like
peptide-1 at positions 1 — 31 and modified Fc domain of human IgG4 at positions 48 — 275, and
whose amino acid residues at positions 2, 16, 30, 57, 63 and 64 are substituted by Gly, Glu, Gly,
Pro, Ala and Ala, respectively. Dulaglutide is produced in Chinese hamster ovary cells.
Dulaglutide is a glycoprotein (molecular weight: ca. 63,000) composed of 2 subunits consisting of
275 amino acid residues each.
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VADNTFVFFT
PGHVTAGQVS
LMDRPIFYYR
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EALVPAQPQL

T ALTr—F TATy GEETHZ)

: Elosulfase Alfa (Genetical Recombination)

ILMDDMGWGDL GVYGEPSRET PNLDRMAAEG LLFPNFYSAN
LTGRLPIRNG FYTTNAHARN AYTPQEIVGG IPDSEQLLPE
IVGKWHLGHR PQFHPLKHGF DEWFGSPNCH FGPYDNKARP
VGRYYEEFPI NLKTGEANLT QIYLOQEALDF IKRQARHHPF
APVYASKPFL GTSQRGRYGD AVREIDDSIG KILELLQDLH
SDNGAALISA PEQGGSNGPF L&GKQTTFEG GMREPALAWW
HQLGSIMDLF TTSLALAGLT PPSDRAIDGL NLLPTLLQGR
GDTLMAATLG QHKAHFWTWT NSWENFRQGI DFCPGQNVSG
KLPLIFHLGR DPGERFPLSF ASAEYQEALS RITSVVQQHQ
NVdNWAVMNW APPGCEKLGK CLTPPESIPK K&LWSH

C53: AR/ I Y 5 N178,N397 - BESHAG &

Man—GIcNAc-GIcNAc

ERBEE OHEEREE
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Man\
Man
(PO4)2 Man/ \
Man—Man—-Man
N397
Man—Man\
Man
Man—-Man/’

Man-Man-Man

Cs020H7572N136401420832 :
Ca2510H3786N6820710516 : 55,388.14

HLE K

110,776.28

Man-GIcNAc-GIcNAc

/

(Z ™Gy, 2 &K




oAV T7r—Y TAAT7iE Btz N NTEFALT T MY -6 AL T 7 XA —EThH
D, Fr A =—RANLAZ—PJIEMENOEESND. =aA L7 7y—8 TAT7 7%, 496 HOT
DN T =y b 2 ELBREREINDH Y X7 (& - £ 113,000~114,000) T
H5.

Elosulfase alfa is a recombinant human MN-acetylgalactosamine-6-sulfatase, which is produced in
Chinese hamster ovary cells. Elosulfase alfa is a glycoprotein (molecular weight: ca.

113,000-114,000) composed of 2 subunits consisting of 496 amino acid residues each.



Bk 24-5-B2
JAN (AARA) : ¥T7 77 x2=T7 A VI
JAN (3£ %) : Dabrafenib Mesilate

NH,
N=—
N
F \
F s L4 H3C_SO3H
H / CH
S/ 7% 3
/7 \\ N
F 0 O HsC CHs

C2sH20F3N502S2* CH403S

N3 [5-2- 72 /B I V-4 A 0)-2-(1,1- P AF NN F)N)-1,3-F 7V —)b-4-A)V]-2-7 LA a7 = =
W26V T NF R P U AR T IR — AR AR R

N-13-[5-(2-Aminopyrimidin-4-y1)-2-(1,1-dimethylethyl)-1,3-thiazol-4-yl]-2-fluorophenyl}-

2,6-difluorobenzenesulfonamide monomethanesulfonate



Bk 24-5-Bl1
JAN (AARL) : V773
JAN (Z 4) : Rifaximin

HsC H H CHg

H3C

C4sH51N3011

Weliz  (2S16Z18E,20S521S22R,23R,24R,25526R,27S5.28 F)-5,6,21,23-7 F T & N % -27- X
F33-2,4,11,16,20,22,24,26-F 7 Z XA F)L-1,15- VA F V-1,2-t Ra-27- (= RF X X5
[1,11,18] NV = /4 2 )7 u[2"3"7.81F 7 ~[1'.,294,5] A 2 #V[1,2-al°V ¥ -25-A )L

(2516718 E208,21522R,23R,24R,255 26 R.275.28 F)-5,6,21,23-Tetrahydroxy-27-methoxy-
2,4,11,16,20,22,24,26-octamethyl-1,15-dioxo-1,2-dihydro-2,7-
(epoxypentadecall,11,13]trienoimino)furo[2",3":7',8'Inaphthol1',2":4,5]imidazo[1,2-a]lpyridin-

25-yl acetate



Bk 25-1-Bl
JAN (HARA) : =T H =T X ALK R
JAN (¥ #) : Nintedanib Ethanesulfonate

o
N O
K\N/\[( \©\
/N\) @] —CH . M
HaC N \~‘G!i 0~ “Fs e py,c” SsogH
H
NH

O

C31H33N504 - C2HsO3S

B34 [N AFN-2-4-AFNERT -1 A /WN)T 2T IR 722U T )T 2=/ WAF T
V24X V-23- Uk Ru-1HA > R—/L-6-HILVR AT —x X AR Rt

Methyl(32)-3-[(14-[ >methyl-2-(4-methylpiperazin-1-yl)acetamidolphenylfamino)(phenyl)methylidene]-2-oxo-
2,3-dihydro-1H-indole-6-carboxylate monoethanesulfonate



Bk 25-1-B7
JAN (AR4L) : "I_XTTFTTv
JAN (3% 4) : Trabectedin

C39H43sN3011S

Hei:  (1'R,6R,6aRTR13514516R)-6,8,14-F U &t Fu % -79-2 A % 2-4,10,23- 8 U A F/1-19-4 %
V-3'4'6a,7,12,13,14,16-4 7 ¥ & Nu-2H6H At 1 [6,16-(=F A7 a /X ) FF T A H /)713- =3
)R ABT v 2 [1,2-81(1,8]1 A% Y al45-B4 V%V -20,1-4 V% ) U ]-5-A L

(1I'R6R,6aR,7R,13514516R)-6',8,14-Trihydroxy-7',9-dimethoxy-4,10,23-trimethyl-19-oxo-
3',.4',6a,7,12,13,14,16-octahydro-2' H,6 H-spiro[6,16-(epithiopropanooxymethano)-7,13-

epiminobenzol4,5]azocinol1,2-bl[1,3]dioxolo[4,5- Alisoquinolin-20,1'-isoquinolin]-5-yl acetate



Bk 25-1-B9
JAN (HAA) : =V 7R 2y MEAERYE
JAN (Z& 4) : Eliglustat Tartrate

H OH
O . {_ _COzH
W o )
HsC H OH

(C23H36N204)2 + C4H6O0s

MAR2R)-1-(2,3-t Fu_ Y [p[1,4 A F > -6-141)-1- Faxi-3-(Ea ) or-1-4 )7
VA NNA T H T IR ~N2-QR3R)- AR

N-[(1R2R)-1-(2,3-Dihydrobenzol5][1,4]dioxin-6-yl)-1-hydroxy-3-(pyrrolidin-1-yl)propan-2-ylloctanamide
hemi-(2R,3R)-tartrate



BexFE s 25-1-B16
JAN (HAR%) : A~V 70 FF
JAN (& #4) : Omarigliptin

C17H20F2N40O3S

QR3S5R)-2-2,5-Y 7N F 117 = =))5[2-(XAF L ALK =)1)-26-Fk Rutrnr[3,4-dvF > —/L-
5(4H)-A V17 T Ka-2HE T -3-7 I

(2R,38,5R)-2-(2,5-Difluorophenyl)-5-[2-(methylsulfonyl)-2,6-dihydropyrrolo[3,4-clpyrazol-
5(4 H)-ylltetrahydro-2 H-pyran-3-amine



Bk s 25-1-B23
JAN (AAR%L) : T AT X
JAN (Z& 4) : Desloratadine

ZT

Cl \ Y

C19H19CIN2

87 un-11-(EXY P44V F2)6,11-Vt Ru-5HXV[56]v 7 a~7F#[1,2-p ) ¥

8-Chloro-11-(piperidin-4-ylidene)-6,11-dihydro-5Hbenzol5,6]cycloheptall,2-blpyridine



HikE s 25-1-B25
JAN (AAR%L) : X¥HPnas
JAN (3% 4) : Bexarotene

HsC. CHsg

H3C CHg
C24H2802

CO,H

4-[1-(3,5,5,8,8- 2 Z A F)L-56,7,8T b Tt Fut 7% L L -2-A V)T =)V BEE

4-[1-(3,5,5,8,8-Pentamethyl-5,6,7,8-tetrahydronaphthalen-2-yDethenyllbenzoic acid



oS5  25-1-B34
JAN (HAA) : AU AT (BIEETHBLZ)
JAN (3£ 4) : Ipilimumab (Genetical Recombination)

T BRI RO AV T 4 REES

L 4H

H 84

HEH QL : e e 7 L& X U H 85 N298 « BEHAEA ; HEH K448 : 7ty o 7

EIVLTQSPGT
GAFSRATGIP
QGTKVEIKRT
VDNALQSGNS
GLSSPVTKSF

QVOLVESGGG
ISYDGNNKYY
WLGPEDYWGQ

LSLSPGERAT
DRFSGSGSGT
VAAPSVFIFP
QESVTEQDSK
NRGEC

VVQPGRSLRL
ADSVKGRFTI
GTLVTVSSAS

LSCRASQSVG
L

SSYLAWYQOQOK

DFTLTISRLE
PSDEQLKSGT
DSTYSLSSTL

S?AASGFTFS

1
PEDFAVYYCQ
ASVV?LLNNF

PGOAPRLLIY
QYGSSPWTEG
YPREAKVQWK

TLSKADYEKH

SYTMHWVRQA

1
KVYACEVTHQ

PGKGLEWVTEF

SRDNSKNTLY
TKGPSVEPLA

LOMNSLRAED
PSSKSTSGGT

1

TAIYYCARTG

AALGCLVKDY
]

FPEPVTVSWN
CNVNHKPSNT

TLMISRTPEV
YRVVSVLTVL
TLPPSRDELT
SDGSFFLYSK

SGALTSGVHT

KVDKRVEPKS

TCVVVDVSHE
L

FPAVLQSSGL
CDKTHTCPPC
DPEVKENWYV

HQODWLNGKEY
KNQVSLTCLV
LTVDKSRWQQ

KéKVSNKALP
KGEFYPSDIAV
GNVEFSCSVMH

YSLSSVVTVP
PAPELLGGPS
DGVEVHNAKT
APIEKTISKA
EWESNGQPEN
EALHNHYTOQK

SSSLGTQTYTI
VFLEFPPKPKD
KPREEQYNST
KGOQPREPQVY
NYKTTPPVLD
SLSLSPGK

LEHC215 - HEHC221, HEHC227 — HEHC227, HEHC230 - HEHC230 : A /L7 1 RiGEA

T2 BEH OHEEREIE

N298

Fuc(a1-6)

|' (Bl—4)GIcNAc(B1—2)Man(a1—6)\ |
Man(B1-4)GIcNAc(B1-4)GIcNAc

Galo_z 3
1 (B1-4)GIcNAc(B1-2)Man(al1-3)/

Ce472H9972N 17320200440 : 145,389.43 (¥ /X7 E5y, 4 AREH)
H & Ca200Hs391N5870669S15 : 49,247.97
L# Ci036H1599N2790333S5 : 23,450.78



AV A=T0E, b MlREEMET VU o EkPUR-4 1I2x T D@ a 7Rtz & b IgGl £/ 7 a—F U HiRTH
L. AV AT, FrA=—ANALAZ—IIRMIRIZ LV EEISND. A ) A~ T7IE, 448 HO7T I/
BRI D725 HEE (Y180 2 KRR 215 0T X /57225 LEH (x 80) 2 A CHER SN DHES v X
78 (& : 9 148,000) TH 5.

Ipilimumab 1is a recombinant human IgGl monoclonal antibody against human cytotoxic
T-lymphocyte-associated antigen 4. Ipilimumab is produced in Chinese hamster ovary cells. Ipilimumab is
a glycoprotein (molecular weight: ca. 148,000) composed of 2 H-chains (y1-chains) consisting of 448 amino

acid residues each and 2 L-chains (x-chains) consisting of 215 amino acid residues each.



o5 25-1-B35
AN (AAA) 7)o F~A 0 R 2T VKM
JAN (& 4) : Clindamycin Phosphate Hydrate

C1sH34CIN20sPS ‘H20

AF) 7-780-678 b TFTAFL-6-[2S4R)-1-AF/N-4-7 o ienl) P -2-hLREHY I R-1-
F A -L-threoa-D-galacto %7 N7 7 v R 2-U U KHE  — KW

Methyl 7-chloro-6,7,8-trideoxy-6-[(25,4 K)-1-methyl-4-propylpyrrolidine-2-carboxamido]-1-thio-
L-threo-a-D-galacto-octopyranoside 2-(dihydrogen phosphate) monohydrate

X JAN LSO HIZ, 25 L LTHIELE L,



YTILHH TEIL 100mg

110 BE - BIESOREBEANOEL S
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110 BE - BIEZDEEEEEHDE LD
Genz-112638 - T ) J LR 42 v NMEREEIE

EEEEHDEED

%4 - 3l | N-[(1R,2R)-1-(2,3-Dihydrobenzo[b][1,4]dioxin-6-yl) -1- hydroxy-3-(pyrrolidin-1-yl)propan-
2 2-ylloctanamide hemi- (2R,3R)-tartrate
— N _
& 7
\
N H )\CH
H {_ _COH
BiE )L / ( \W T " HOLC 7{ :
HC/\ P /\K/ /\ H \DH
| H OCH 12
(C23H36N204), = C4HsOp
DhEE - R | TP o ROBER (Bm. f/MREADE. FIERBRUEBER) OHE
#E . CYP2D6 Extensive Metabolizer & Uf Intermediate Metabolizer @B AIZIZT 1) &
RiE-HE | VA2 MNERERIEE L T1E100mg# 1 H2EROKET 5, ©H. BEDKEIC
WCTEERET %,
BIEEDE |
E
HREEY |RE: TUJLRE Y NERERE
ALY - | WH| S FILHH T I 100mg 1 H T RILRIZTY SRS v FEREE 100mg (T
7B YZILRE Y bE LT 84mg) EEH
2% (BREERK1EHE)
BYE BR5EKR ESME TR
(mg/kg)
Zv bk BIRN 20 BRI _REMRLL, 20mg/kg FTRLEA L,
Zv bk £0O 200 K  E[ER5E - 400~1,000mg/kg
= T, WEEE. WEOWHNFN. WEOR
b, SHUEXEIEELGERRUOL Leo#H, E
2RV R USRS, 800 mg/kg o 2/6 1T
7RV 8 HEIZHHEIE,
RE®XREE
RERLD. HILEER. FREERUVALT £
5 (200mg @ 10 BfE#E) . 200 mg/kg B D
1/8 T 5 6 B BHIZTRKEE,
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110 BE - BIEZDEEEEEHDE LD
Genz-112638 - T ) J LR 42 v NMEREEIE

1 X #0 25 REEHEEE%E - 25~100 mg/kg
L, B,
R#EHRS : 25 mg/kg. 10 BRE
ETHEL,
RERFD,
BE%: (BEEX1HE)
BE BERE KBE5= mEME R
% 5 430 (mg/kg) (mg/kg)
AL : s 0. 10, 30 FRAE (100mg/kg) AEEMEDD
28 B 30. 100 FTHZEL (30 RV 100mg/kg
i)
Sv bk 0O 0. 5. 50 BT RNEMRLL
268 > %0
4 X #0o 0. 5. S* 1) 2 /REME (10mg/kg L)
28 Af 10, 25
1 X #o 0. 2. 5. 5* MBRDEER L. NE4E, ) N
13 ;8R4 10 Bk#478 (10mg/kg)
*EmEZEE (NOEL)
BAA BARARUVSNEANEE

BIEAFEERR 2/10=20%

BIfEARIRE

159/392 = 40.5%

BlEADESE 3 BERADESE 3
El¥em EiD GEEF 21
& i FEHEHEN 18
K T 17
R iREE HIETRR 16
B8 %
=it I UYL SRR E (BF - BA)
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P
B

YTILHAHTEIL 100mg
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FEIFPD R ER
32 TAXRIFHES

328 RE (&, HEXRSE)
3.2.5.1 —fik1ER

3.2.5.1.1 &
. - E2EXIT | HERERE S EA R T BHEME (FmER.
AHES) R =5 | B el 2% | 24k
3.2.5.1. Genzyme ; _—
1 3.2.8.1.1 Nomenclature  |Corporatio - - HREH | SHEEH
n

3.2.8.1.2 {&&
N - EEXI | 5RE T ERNE [ThER,
ARES s gz | e AERRH IS 2% | sEaN

3251 Genzyme
) 2 "7713.2.8.1.2 Structure Corporatio - - HREH | SHEEH
n

3.2.5.1.3 — g4t

I = EE XL | REREHE St e b 4R BEME |FMEER
AHES " EfEE | 46 sl 2% | smak
Genzyme

3.2.8.1.13.2.5.1.3 General . sewy | o=mr
3 Properties Sorporaho - - wHRES | FFEEH

3.2.8.2 #&

32821 BisEH

P &= EEXIE | RERENE A BEME |FMEER

AHES me EEE | g HBRIESH 2% | sman

32.5.2. Genzyme N .
1 ~|3-2:8.2.1 Manufacturer(s) |Corporatio - - HREH | FEER

n

32822 BIFEFERVTAER - av bO—)L
e s EEXIE | RERER b EA TR M4BT B |FHEER
ARES R HEE | sl 2% | sxuH

3.2.5.2.2 Description of  [Genzyme
Manufacturing Process  [Corporatio - - HREH | FEER
and Process Controls n

3.2.8.2.
2

3.2.8.23 EMHOERE

2521 = 5 B %%X'i Eﬁ%ﬁ%}jﬁ = = == *%ﬁ%&aﬁ gﬁﬂﬁﬁ*il-/

ﬁ*‘l‘g"? mEE ﬁ{i% :/H:\H FEﬁ uigﬁ%miﬁl:ﬁ % % %%ﬁ*‘l’
Genzyme

3:2:5.2.13.2.5.2.3 Control of Corporatio| - : wREs | FEEY

3 Materials n

32824 ERTRERUVEENHAENER
S =5 £33 | RBER — EUEE [FAEH,
ARES R HEE | sl 2% | sxuH

3252 3.2.5.2.4 Controls of Genzyme
=, |Critical Steps and Corporatio - - HREH | FEER
Intermediates n

32825 7O0+FR - NYTF—2 32/ TOE R
—_— e~ ETESE | S = 0
féﬂ%% ?TERE‘E %ﬁﬁféi uﬁ%ﬁ%}jﬁ §it5ﬁ¥7jﬁi%ﬁﬁ *‘E’ﬁ%&wt\ n;{ﬁﬁ*‘l'/

HAME B%E SEEH
3252 3.2.8.2.5 Process Genzyme
' 5 "|Validation and/or Corporatio - - HAER | FMEERH
Evaluation n
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3.2.5.2.6 HETEDRHFEDERE

S =e EEX3 | RREE rEAmin BWES | SmAr
ARES R EEE | sl 2% | sxuH
. Genzyme
3.2.8.2.(3.2.S.2.6 Manufacturing i O T
6 Process Development :orporatm - - HREH | FHEEH
3.2.5.3 ¥t
3.2.8.3.1 #EEZ DD IEDAEER
s 7 s EEXI | RRETE Em i BRAS [SmaN,
ARES " AfEE | 6 sl 2% | pmak
3253 3.2.S.3.1 Elucidation of Genzyme
. '1 " |Structure and other Corporatio - - HREH | FHEEH
Characteristics n
3.2.8.3.2 A §i%
s 7 s EEXI | ARG Em i BRES [SmaN,
WHES miE wEx | e RBRRIEAR 2% | sEaN
3253 Genzyme ) ) )
' 2 "13.2.S.3.2 Impurities Corporatio - - wHRER | FFEEH
n
Genzyme
3.2.S.3. [Nomenclature of . ey | =g e
2.ex1 |Impurities Sorporatlo - - #HREH | FHEEH
. . Genzyme
3.2.8.3. |Overview of Additional i g s o T
2.ex2 |Analytical Methods Corporatio - - HREN | FHEEN
Technical Report #:
P— Genzyme
3.2.S.3. [ldentification and . sewy | =@ s
2.ex3 [Synthesis of the Chiral Corporatio i i HARER | SFHEH
Isomers in the Eliglustat
Tartrate Process
3284 REQERE
3.2.84.1 AR B VRS E
T o EE I T s Ea i S BEME (FHEEH
ﬁ*‘l‘%"? *:RTE_ EEE% ,H}ﬁﬁa'i uﬁ%ﬁ%fiﬁ%l’ﬁ %% §%§*4
3254 Genzyme . . )
: '1 " [3.2.8.4.1 Specification Corporatio - - HREH | SHEEH
n
3.2.54.2 HEFE (OWAHE)
e D _ EE TN T S EA 4R T BEME [FHMEER
ARES e AfEE | 6 il 2% | mak
. Genzyme
3.2.5.4.13.2.5.4.2 Analytical g smewy | =g
200 |Procedures Sorporatlo - - HREH | SHEEH
. Genzyme
3.2.5.4.13.2.5.4.2 Analytical g smewy | =g e
2.01 |Procedures - Appearance Sorporat'o ) ) HNEH | bR
. Genzyme
3.2.5.4.13.2.5.4.2 Analytical g smewy | =g e
501 |Procedures - Colour Corporatio - - HREH | SHEEH
3254 3.2.S.4.2 Analytical Genzyme
'2.'02' : Procedures-_ Sorporatio - - HREH | SHEEH
3254 3.2.S.4.2 Analytical Genzyme
.2.0é "|Procedures - Corporatio - - #HREH | FHEEH
: n
3254 3.2.S.4.2 Analytical Genzyme
'2'04 "|Procedures - Corporatio - - HREH | SHEEH
: n
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3254 3.2.S.4.2 Analytical Genzyme
'2'05 "|Procedures - Corporatio - - HAEH | FEEH
. n
3.2.5.4 3.2.S.4.2 Analytical Genzyme
'2'06 "|Procedures - Corporatio - - HREH | FEEH
-~ n
3254 3.2.S.4.2 Analytical Genzyme
'2'07' ’ Procedures-' Corporatio - - HREH | FTEEH
. n
3.2.54 3.2.S.4.2 Analytical Genzyme
.2-08. ' Procedures-F Corporatio - - HAEH | FEEH
. n
3.2.54 3.2.S.4.2 Analytical Genzyme
'2'09' "|Procedures - Corporatio - - HAEH | FEEH
. n
3.2.5.4 3.2.S.4.2 Analytical Genzyme
'2'1(') "|Procedures - Corporatio - - HAEH | FEEH
-~ n
3254 3.2.S.4.2 Analytical Genzyme
'2'” ’ Procedures-_ Corporatio - - HRAEH | FTEEH
~ n
R Genzyme
3.2.5.4.1Analytical Method Corporatio - - wHREN | FHEER
2.ex1 [Development n
. ) Genzyme
3'22'8: Solvias SOP - Corporatio - - wHRER | FEEH
.ex - n
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P = EZV (1| RRE N BEE |FHEER.
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3.0 |Analytical Procedures n
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o~ |Analytical Procedures -  [Corporatio - - HREH | SHEEH
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3254 3.2.8.4.3 Validation of Genzyme
'3'02' "|Analytical Procedures - Corporatio - - HREH | FHEEH
. n
3254 3.2.S.4.3 Validation of Genzyme
'3'0:'3 "|Analytical Procedures - Corporatio - - HRER | FHEEH
. n
.S.4.3 Validation of
3254 Analytical Procedures - Genzyme
304 |Thermal Analysis by Corporatio - - HREH | FTHEH
) n
3254 .S.4.3 Validation of Genzyme
'3'05 "|Analytical Procedures - Corporatio - - HRER | FHEEH
Mheeal n
3254 3.2.S.4.3 Validation of Genzyme
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3.09 IF Sorporatio - - HREH | SHEEH
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Rat Plasma by Turbo lon
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4.2.2.1-

Method Validation for the
Quantitation of Genz-
99067 in Lithium Heparin
Rat Plasma by Turbo lon
Spray LC/MS/MS

~20j=

HREHN

B

4.2.2.1-

Method Validation for the
Quantitation of Genz-
99067 in Lithium Heparin
Mouse Plasma by Turbo
lon Spray LC/MS/MS

~20j=

HREHN

B

4.2.2.1-

Method Validation for the
Quantitation of Genz-
99067 in Lithium Heparin
Mouse Plasma by Turbo
lon Spray LC/MS/MS

~20j=

HREHN

B

4.2.2.1-

Method Validation for the
Quantitation of Genz-
99067 and Its 10
Metabolites in KzEDTA
Rat Plasma by Turbo lon
Spray LC-MS/MS

~20j=

HREM

SR

4.2.2.1-

Addendum #1 to Report:
Method Validation for the
Quantitation of Genz-
99067 and Its 10
Metabolites in KzEDTA
Rat Plasma by Turbo lon
Spray LC-MS/MS from
0.500 to 100 ng/mL

~20j=
i=

HRAEHN

ediied

4.2.2.1-

UPLC/MS/MS Method for
the Quantitation of Genz-
99067 and Its 10
Metabolites in Dog
K;EDTA Plasma from
0.500 to 100 ng/mL

~20jj=

HREN

el

4.2.2.1-

UPLC/MS/MS Method for
the Quantitation of Genz-
99067 and Its 10
Metabolites in Dog
K3;EDTA Plasma from
0.500 to 100 ng/mL

~ 20| =

HREHN

Tl & A

4.2.2.1-

Method Validation for the
Quantitation of Genz-
399240 in K;EDTA Dog
Plasma by Turbo lon
Spray LC-MS/MS from
0.500 to 100 ng/mL

~20j=
=

HREM

el

4.2.2.1-
10

Method Validation for the
Quantitation of Genz-
399240 in K;EDTA Dog
Plasma by Turbo lon
Spray LC-MS/MS from
0.500 to 100 ng/mL,
Addendum #1 to Report
(Long-term Storage
Stability)

~20j=

HREM

BZiv
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4.2.2.1-
11

Method Validation for the
Quantitation of Genz-
399240 in K;EDTA Rat
Plasma by Turbo lon
Spray LC-MS/MS from
0.500 to 100 ng/mL

~20jj=

HREM

el

4.2.2.1-
12

Addendum #1 to Report:
Method Validation for the
Quantitation of Genz-
399240 in KzEDTA Rat
Plasma by Turbo lon
Spray LC-MS/MS from
0.500 to 100 na/mL

g%

~20j=

HREHN

Tl &

4.2.2.1-
13

VALIDATION OF A
METHOD FOR THE
DETERMINATION OF
GENZ-99067 IN RAT
PLASMA (EDTA) BY
LIQUID
CHROMATOGRAPHY/TA
NDEM MASS

~20j=

#HREH

BT

4.2.21-
14

PARTIAL VALTDATION
OF A METHOD FOR THE
DETERMINATION OF
GENZ-99067 IN DOG
PLASMA (EDTA) BY
LIQUID
CHROMATOGRAPHY/TA
NDEM MASS
SPECTROMETRY (LC-
MS/MS)

~20j=

HREHN

Tl & A

4.2.2.2 IRIR

BEMES

£

EEXIT
EEE

AERENM
HAfd

AERE SIS AT

B
2%
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4.2.2.2-
1

In Vitro Evaluation of the
Permeability of Genz-
99067 using Caco-2 Cells
(DMPK10-R047)

~20j=

Genzyme, USA

HREHN

B

4.2.2.2-

Permeability
Determination of Eliglustat
with Internal Permeability
Standards Metoprolol
Tartrate and Ranitidine
HCI Using the In Situ
Single Pass Rat Perfusion
Assay (DMPK10-R054)

~ 20| =
| B

HRES

SR

4.2.2.2-

Pharmacokinetic Study of
Genz-99067 After a Single
Intravenous and Oral
Administration of Genz-
112638 to Male and
Female C57BL/6 Mice
(DMPK11-R028)

~20jj=

Genzyme, USA

HRAEHN

B
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4.2.2.2-

Pharmacokinetic Study of
Genz-99067 Following a
Single Intravenous and
Oral Administration of
Genz-112638 to Sprague-
Dawley Rats (DMPK11-
R025)

~20j=

Genzyme. USA

HRES

el

4.2.2.2-

Pharmacokinetic Study of
Genz-99067 Following a
Single Intravenous and
Oral Administration of
Genz-112638 to Male and
Female Beagle Dogs
(DMPK11-R027)

~ 20| =

Genzyme. USA

HREN

SR

4.2.2.2-

Pharmacokinetic Study of
Genz-99067 Following a
Single Intravenous and
Oral Administration of
Genz-112638 to Male
Cynomolgus Monkeys
(DMPK11-R059)

~ 20| =
[ B3]

Genzyme., USA

HREH

S

4223 9%

BEHES

R

EEXIE
EfE

B ES
KA

HERE SIS FT

BEHS
2%

FWER
BEAY

4.2.2.3-

Protein Binding of Genz-
99067 in Mouse, Rat, Dog,
Monkey and Human
Plasma Using Rapid
Equilibrium Dialysis (RED)
and LC-MS/MS (DMPK11-
R031)

~20j=
[ k3]

Sanofi, USA

HREM

el

4.2.2.3-

Determination of Red
Blood Cell Partitioning of
Genz-99067 in Rat, Dog
and Human Whole Blood
Using [*C]-Genz-112638
(DMPK11-R030)

~ 20| =

Genzyme. USA

HREM

SR

4.2.2.3-

Quantitative Tissue
Distribution Using Whole-
Body Autoradiography
Following a Single, Oral
Dose of ["*C]Genz-99067
(125 mg/kg) to
Cyclosporin A Pretreated
and Untreated Male, CF-1
and Untreated PGP-
Deficient Mice (GT-157-PK
17)

~20=
I

HREHN

il & A

4.2.2.3-

Pharmacokinetics, Tissue
Distribution and Mass

Balance Study in Sprague-
Dawley Rats Following
Single Administration of
['“C]Genz-112638 by
Intravenous Injection and
Oral Gavage (GT-157-PK-

1)

~ 20| =
is

HREM

SR
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4.2.2.3-

Pharmacokinetics, Tissue
Distribution and Mass
Balance of Radioactivity in
Sprague-Dawley Rats
Following Single Oral
Administration of "*C-Genz
112638 With and Without
Pretreatment with
Unlabelled Genz-

112638 (GT-157-PK-10)

~20j=

HREHN

Tl & A

4.2.2.3-

Quantitative Whole Body
Autoradiography of Rats
Following Oral

Administration of "*C-Genz
112638 (DMPK09-R001)

HREH

el

4.2.2.3-

["C]-Genz-112638 /
PLT0266 Placental
transfer of radioactivity in
female Sprague-Dawley
rats following a single oral

dose of ["*C]-Genz-

112638 at 30 mg/kg
(Pl TO2AA)

Sanofi. Germany

HRES

el

4.22.4 35

BEMES
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5EE
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R
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4.2.2.4-
1

Stability of Genz-99067 in
Rat, Dog and Human
Whole Blood (DMPK11-
R029)

~ 20| =
is

Sanofi, USA

HRES

SR

4.2.2.4-

In Vitro Metabolic Stability
of Genz-99067 in Mouse,
Rat, Dog, Monkey and
Human Liver Microsomes
(DMPK11-R035)

~20j=
I3

Sanofi, USA

HREHN

B

4.2.2.4-

In Vitro Metabolic Stability
of Genz-99067 in Mouse,
Rat, Dog, Monkey and
Human Hepatocytes
(DMPK11-R036)

~20j=
I3

Sanofi, USA

HRAEH
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4.2.2.4-

In Vitro Metabolic Profiles

of ['*C]Genz-99067 in Rat,
Dog, Monkey and Human
Liver Microsomes and
Hepatocytes (DMPK10-
R025)

~ 20| =
[ k3]

Genzyme, USA

HREHN

B

4.2.2.4-

In Vitro Metabolic Profiles
of [*C]-Genz-99067 in
Human Recombinant
CYP2C19, CYP2D6 and
CYP3A4 Enzymes
(DMPK11-R043)

~20j=
A

Genzyme, USA

HREHN

Tl & A

4.2.2.4-

Genz-99067 Metabolic
Pathway Elucidation Using
Cryopreserved Human
Hepatocytes Suspensions
(DMPK12-R005)

~20j=

Genzyme. USA

RS

SR
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4.2.2.4-

Metabolic Profiles of Genz-
99067 in Rat Plasma
Following Oral

Administration of ['*C]-
Genz-112638/
Amendment 1 (DMPK11-
R044A1)

~20j=

Genzyme., USA

HREN

el

4.2.2.4-

Metabolic Profiles of Genz-

99067 in Dog Plasma
Following Oral
Administration of ['*C]-
Genz-112638 (DMPK11-
R045)

~20jj=
[ k3]

Genzyme. USA

HREM

el

4.2.2.4-

Identification of
Metabolites of Genz-

99067 in Plasma and
Urine from Preclinical
Species and Comparison
to Human/ Amendment 1
(DMPK13-R003A1)

~20j=

Genzyme., USA

HREM

el

4.2.2.4-
10

Exposure of Genz—-99067

and Its Metabolites in Rat
Following Oral
Administration of

['“Cl-Genz—112638
(DMPK11-R019)

~20j=

HRAEHN

STl & A

4.2.2.4-
1"

Pharmacokinetics of Genz-
99067, and Its Three
Metabolites, Genz-
399207, Genz-399240 and
Genz-682042, Following a
Single Oral Administration
of Genz-112638 to Female
New Zealand White
Rabbits (DMPK12-R003)

~20=

[ k3]

Genzyme., USA

HREHN

B

4.2.2.4-
12

Exposure of Genz-99067
and Its Metabolites in Dog
Following Oral
Administration of ['*C]-
Genz-112638 (DMPK11-
R024)

~20j=
[ k3]

HREM

el

4.2.2.4-
13

Pharmacokinetic Study of
Genz-99067, and Its Ten
Metabolites Following a
Single Oral Administration
of Genz-112638 to Male
Cynomolgus Monkey
(DMPK11-R092)

~20j=

Genzyme. USA

HREM

SR
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4.2.2.5 Hitt

BEMES

£

EEXIT
5EE

AEREM
HAfH

AERE SIS AT
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2%

FWAR
SEEH

4.2.2.5-

Pharmacokinetics, Tissue
Distribution and Mass

Balance Study in Beagle
Dogs Following Single
Administration of
['“C]Genz-112638 by
Intravenous Injection and
Oral Gavage (GT-157-PK-
2)

~20j=
[ k3]

HREM

SR

4.2.2.5-

Genz-112638 / MILO071 -
Milk excretion of
radioactivity after a single
oral dose (30 mg/kg) of

[*C]-Genz-112638 to
lactating Sprague-Dawley

rats

~20j=

Sanofi. Germany

HREM

SR

4.2.2.6 EYEEFNEMEEER GEEREK)

4.2.2.7 T DD EWE FEEER

D EETL
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EEXIE
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4.2.2.7-

Pharmacokinetic Study of
Genz-399240 Following a
Single Intravenous or Oral
Administration of Genz-
399240 to Male Sprague-
Dawley Rats (DMPK12-
R004)

~20j=
[ k3]

Genzyme., USA

HREM

SR

4.2.2.7-

Pharmacokinetic Study of
Genz-399240 Following
Subcutaneous
Administration to Male
Sprague-Dawley Rats
(DMPK11-R087)

~20jj=
[ k3]

HREHN

il B A

4.2.2.7-

Pharmacokinetics of Genz-

99067 Following a Single
Oral Administration of
Genz-112638 to Male and
Female D409V/null Mice
(DMPK11-R058)

~20j=

Sanofi, USA

HREM

el

4.2.2.7-

Prediction of the
Pharmacokinetics of Genz-
99067, the Free Base of
Genz-112638, in Human
from In Vitro and In Vivo
Pharmacokinetic Data of
Genz-99067 in Mouse,

Rat, Dog, and Monkey

(DMPK12-R062)

~20j=
I3

Sanofi, USA

HREHN

Tl & A
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Genz-112638: A Single
4231 Dose Intravenous Infusion ZOIE ) o
7 |Toxicity study with a 14- | | A ~ 20l | IR HREH | FEEH
Day Recovery Period in EIH
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An Acute and 10-Day
423 1- |Range Finding Oral 20jf} . o
5 |Gavage Toxicity Study of h A~20 F wHRES | FEEH
Genz-112638 in the Albino =3 [
Rat
Maximum Tolerated Dose
4.9.3.1.|[2nd 10-Day Range Finding 20j} o
5 |Oral (Capsule) Toxicity h A~20 F HREH | FHEEN
Study of Genz-112638 in #]A
the Beagle Dog
4232 RIEEESHHR _ N T
AHES 2% ot e SRS B AR
4.2.3.2- 14-Day Toxicity Study by [~ 2
1 Dietary Admixture in Mice _ HNAR | SEAN
42392 2-Week Palatability Study ) )
)" |By Dietary Admixture in [ HREH | SEEH
Mice
42392 2-Week Palatability Study ) )
5" |by Dietary Admixture in [ #HREH | SFEH
Mice
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“, " |Dietary Preliminary Study h I | ioss | SHEEH
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A 28-Day Oral Gavage
4.2.3.2- | Toxicity Study with Genz- sy | =g s
5 |112638 (with a 14-Day h - HNRH | FHERH
Recovery) in Albino Rat
26-Week Toxicity Study by
4230 Oral Route (Gavage) in ) o
5 |Rats Followed by an 8- [ ] HREH | FFHEER
Week Treatment-Free
Period
A 28-Day Oral Gavage
4.2.3.0. |Toxicity Study with Genz- 20j= ~ o
' 7 1112638 (with a 14-Day h HA~20 F HREH | FHEEN
Recovery) in the Beagle #}A
Dog
13-Week Toxicity Study by
4239 Oral Route (Gavage) in ZOIE ) o
g |Beagle Dogs Followed by A~20 (G #HHEH | FHEEH
a 4-Week Treatment-Free =3 |2
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52-Week Toxicity Study by
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an 8-Week Treatment- =] 5
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42338 EEMRER
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. 20j =]
4.2.3.3. |Bacterial Reverse - -
1-1  [Mutation Assay g~)§0 I HRER | FFEEH
4233 In Vitro Mammalian 20‘5—
12 " |chromosome Aberration ([l |2 ~ 20 | HAER | FFEEH
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Route in Mice 22 )il
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4.2.3.41 REIDARERER
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4.2.3.4. |Dietary Carcinogenicity ~—I (PRI [
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4234 Carcinogenicity Study by ZO‘E
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4-Week Toxicity Study by
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Daily Oral Administration -
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Preliminary Study for 20.¢
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