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2.6.6 EMHHEBROBMEX
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ADA :
ALP :
ALT :
ASMD :
ASMKO :
AST :
AUC :
CL:
Cinax :
DNA :
DPH :
EDTA :
FO :

F1 :

GD :
GGT :
GLP :
H&E :
HMW-rhASM :
HMWS :
ICH :

IP :

 AVA

LD :
MRT :
NAC :
NBF :
NOAEL :
NOEL :
NZW :

BE S & HEDESR

PR, A 74— 77 74K (Anti-drug antibody)

T Y RAT 7 #—1t (Alkaline phosphatase)

7I=v7/ 72 A7 =7 —1E (Alanine aminotransferase)

FetER 7 >3 I =V F—EKHEIE (Acid sphingomyelinase deficiency)
A7 23—/ v 2777 (Acid sphingomyelinase knockout)
TANTG XTI ) 8T A7 =7 —1F (Aspartate aminotransferase)

Hi# FEfE (Area under the curve)

7 Y77 A (Clearance)

R (Maximum concentration)

T A X U AREiEE (Deoxyribonucleic acid)

U7 x>t N7 I (Diphenhydramine)

TF L U7 I IUEER:  (Ethylenediamine tetra-acetic acid)

il 1% FLE  (Pregnant/lactating female)

HiZE (Offspring)

IR H %% (Gestation Day)

Ho~—INEINET7 A7 =7 —F (Gamma-glutamyl transferase)
R 5L D22 VR B9 2 FERG R R BR O Fhii D FEUE  (Good Laboratory Practices)
~v h¥T U - =4 T (Hematoxylin and eosin)

By ERA Y 72 —8 77 7 (High molecular weight-olipudase alfa)
5y 1 #EK  (High molecular weight species)

= HE AL B PR RO [E R 27%  (International council for harmonisation of technical
requirements for pharmaceuticals for human use)

fE7EN  (Intraperitoneal)

F# KN (Intravenous)

3L %% (Lactation Day)

SR RER] (Mean residence time)

N-7 & F /L L-* A7 A > (N-acetyl L-cysteine)

HPEAR T S L~ U %% (Neutral buffered formalin)

4R

i

oE

£ (No observable adverse effect level)

& o

IiE

=]

< <
2|
M

(No-observable-effect-level)

W T

&=
22— =7 KA T A ;b (New Zealand White)

I
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2.6.6 EMHHEBROBMEX
FVITE—E 7ILT7 GEGEFHEEEZ)

PND : A% 2 (Postnatal day)

rhASM : BT e NRRIEA T 4 I3 F—F
SAA : MmiF7 I 24 KA (serum amyloid A)

SAM : S-7F /v AF A= (S-adenosylmethionine)
SAP : MmiEF7 I A RP (Serum amyloid P)

SC: & T (Subcutaneous)

SD : Sprague-Dawley

tin P (Half-life)

tmax % R L B EERFRE  (Time to maximal concentration)
TK : F¥ o afxx7 127 A (Toxicokinetic)

TNF : FHEIZ RSN+

TUNEL : Kt VLo TAFRX T VAT NEBEER =~ 7 Ktk (Terminal uridine

deoxynucleotidyl transferase nick end labeling)
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266 EtEHBOREX
AYIH—E 7LD 7 REFHEBRR)

1 EEH

AV FHF—E TA7y (BEFEAHZ) CUF, AV F¥—¥ 7L 77) OFERSERRL
EiEL, AEOBREMEL ZHT 500 aENELEETmLT-o2 (T .

AN FHF—E 77y OFEFEARILI, EELRHETNERESSE (ICH) S6Rl) (A A+77 ./
VG HEELOIFEKRICE T 2 Z2MIEh) . ICHSTA Z2EEEEB T F74 ) | ICH
SSASSR2) [ERGEMERBIEN A F7 A Y OWE (BIEMEEFESR) | RUFDA F77 b
A %> A [lnvestigational Enzyme Replacement Therapy Products: Nonclinical Assessment (5% F BE 2240
FETEHREE | JEERERTEM) (2015) ) ZBSE 2 TEHEILE. FAEEHEZEL T, BETHLAV 7 HF—
¥ 777 (EHE—M4L : Olipudase alfa) ZEALTEY, FRFICHTL2EHERUVHEBREET
i%, GZ402665 LilBETHMAE FEEA 7 4TIV F—F (thASM) LFHENLTWVWA,

Invivoe &5 R EICHV2EEILZ. BALB/c w7 A, C5TBLI6 ¥ A, CD-1 % A, Sprague
Dawley (SD) 7w b, =2—3—F FhY4 b (NZW) 734 F, =LA REFI=F A ¥k
Lz, ZHhooEmiE L, TATnoFERBRTEENICHASATWS 2, ARAETERT —F 3
—ZRBHHT L, BRICHICAFY) FF—F TAZ 7 2BVRABTA VY —A~BEESED
—AZRFRER P~ ) —A6-) VEZFEESFEL TV S EOERENICERENHHLEILLND
i, LOFEIESNTERLE, BEAT7 s T IV F—EREE (ASMD) BE~OEER
BEEFTHo0EEEIT, BEEEENLRE 6 P ABORERE X TEIEICE -7z, BALBc~
A, CSTBLI6=T A, CD-1<¥9A, SDT7 v b, NZW U H¥, =N KRUH=7 4 FNLTE
MLEERICBEWT, AV FHF—F TAL77r0EBFRIEIBRHFTHY, FF2FRREEESNE -
7o

AV FEF—F 777 OFEFEMICE, ERIOR LEEENRERERREDEICN A, BiER
T4rIixz)F—¥ /v 7 TFT 7 (ASMKO) =7 AETAEHE, ASMKO =7 AEF /T,
FEBOWEEEL L IEmEEEROP MM LR L ET 5 ASMD OE(LENETALTHY, E b
EBRIZHEITS ASMD AB B OFRFRIZEHIE<, ASMD OB EERDEOHMIZFHFETSH
H(1)(2). ASMKO v 7 A IRE L FIROEHBEICERLEE (Thabbr740d3ix20Y)
EANVTEF—E TAZ7 7 BRSPS ELHERERET S TFRET AL LTHAVWLATEYQ@), 4
VFE—ETAL7 7 OEEEEZFMETHSETALLTHLHAVLNA TV S@), ASMKO ~ &7 AL
Massachusetts /{2 # 5 Sanofi (|H Genzyme Corporation) FFFEATFHFOIERR T/EM I, BT EERIC
AT 2O £ TEEBORXERTbN, FFRLAZVIRY , RERMIERIZ 8~10E#0%
HEFRE ASMKO*- =7 A% HWE, ZO=9 25743, EHEERIAZED -0 RETho
2o

ICHHA RF7A v OESBCLIEELEMHBRIT, 1 8BARE, EXR0Z2MIC+ 5 IEmE
REBROEWEORRE (GLP) Z#ETLTEMLE, EELHBTHL U A& AV 13 BHMER .
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

00262 HE] ITRRERYBOEHFIZL D ERE L5, #H L= ASMKO = o A 1B O iEsstE o=
WHiEH O GLP BB R ARME Tk T 52 BN TEh ot 2 b, BEIZ GLP {EH 2 A& L
TV 7= Sanofi (|H Genzyme) BFFEFTIZTIEGLP FTEM L7z, 77E L., YUEHEBRIZIEEMNLANFIE
IZHE->TERBL, HBOEERICHELRIZT LI 2FBOFEEIZ -, BBEEDIZEEIN

FREAEMTHY, HROE2ERUBRICATLERE RIS 2VEZLI 6N,

AN FHF—F 7TL7rOEERBO—REE 1IZTFT,

E1-HFHEB 0TS L

) FE—¢ ROy k
e | e | 7uo7 RsRR psEn | wsEx | HBEs
BERE {Process)
BE&R S HIERE
BALB/cT™ | #EF&MME | 0. 4. 8, 12mgkg | | VA —>2 | EE#ES5 | 0032Pnp
4 ViEs (3
GLP)
BALB/cwy | #E®ME | 0.4, 8, 12mgkg | NG | v+—-52 | #E#Es | 0024Pnp
A wVizs (3 mE
GLP)
COH7BLE Ty | RFEREME B, 75 mgkg B | vHE—52 | MEEs | E0976Pnp
4 wvizs (3
GLP)
Sprague BEVEs | 0.3, 10, 30mg/kg | e | VHE—SZ | EESE 025
ASMKO ¥y | #RIRIHLE 30 mg/kg B | vHi-S52 | EEgs | E0788Pnp
4 viEs (3 i
GLP)
ASMKO ¥y | #RFRpyHaE 10, 20 mg/kg I VA—=5Z | E@ixs | ER0047Pnp
4 W5 (3E s
GLP)
C57BL6 =79 | HRMEE 0. 3. 10 mg/kg N | VA—SR | BEES | 0025Pnp
ARU wviEs (3
ASMKO 7 GLP)
2
ASMKO 77 | RFRpEE 0, 0.1, 0.3, B | VR—S A | EEies | E0156Pnp
4 wvis (3 1 mg/kg
GLP)
ASMKO 77 | RFmysiE | #OE. 10, 20, I | VAE—SX | EEEs | I0975Pnp
4 wVizs (3 30 mg/kg
GLP)
ASMKO B TF R 0. 20 mg/kg | VE—3 R HE#Es 1323
C57BLE = | VRS (3
2 GLP)
Property of the Sanofi group - strictly confidential Page 12
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

A TH—H EHEOY -
Rl | BROER | 5, 5 wegvn gsen |ssex| Hess
ER®R RUAM (Process)
BERE
ASMKO %7 | BRRMEE WILE. 3. N | IVA—S2 | ME#ESs | 0836Pnp
2 VS (3 10 mg/kg
GLP)
ASMKO 7y | #mpysi@ | 0. 0.1. 0.3 mgkg B e | V-5 | BEis | EE0060PNp
2 Vs (3
GLP)
ASMKO 77 | BR%WpIHE | 140 mg/kg NAC (3% | I -»~-| NAC-IP | mmEixs | [H08/0Pnp
&) 20 mgkg A1) FH— FILIF -
¥7Lo7 R—3 2
70 mg/kg NAC (i&5
EoRM_E)
ASMKO 7+ | #RFaomiE | 20mgkg ) 75— | NN - NAC, SAM— | #E#5 | HE0839Pnp
ra wvizs (3 T FILT7FP+ P
GLr) 160 olkg SAN +)FH—
= FLIF -V
Y¥FILIF4+
140 mg/kg NAC. ¥
M# 70 mg/kg NAC
(n=12)
ASMKO Ty | RMHME MALE. 10, | VHA—52 | ME&s | I0058Pnp
2 s (3 20 mg/kg
GLP)
ASMKO ¥ | #mmom@ | MOE. 30mgkg | N sC #EEs | Eo741Pnp
4 SCES (
JE GLP)
ASMKO %y | BiE VS 0. 0.03, 0.1, B | VE—S2 | BEgRs 041
2 (GLP) 0.3 mg/kg
E—4Lx | MEWVES | 0. 3. 10. 30mgkg | N | VHE—S2 | uE#Es 026
(GLP) Wlos2zen
TK)
s HtEEE
Sprague 268 1v | 0. 3. 10, 30 mg/kg [ WVHR—3 2R Qow, moz7
Dawley Z v s 26 ;80M 604P
k (GLP) .GTK} w
ASMKO =<7 | 1288 v 0. 03, 1.0, N | VAE—S 2 | QOw, 05
2 "5 3.0 mg/kg 12 38R
(GLP)
ASMKO =+ | 138 1v | 0. 03, 1. 3 mg/kg - | IVAE—S2 | QOw, 031
= &S 12 ;8R8
(GLP)
Property of the Sanofi group - strictly confidential Page 13

H T RGE T MR I ER



266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

AN IHE—t EHEOY -
MRS | HROWR | 5, 5, gsmx mseE | SSHE | HBES
HER RUAM SR (Process)
ASMKO 7y | ERmRE 5 mg/kg B | vE—352x | Q2H. 6 | R0506Pnp
z V5 (3 iR
GLP)
ASMKO 7y | BRpME#E 1HB : 3mg/kg B | V5-5x | 126 | E0099Pnp
2z wvizs (3 6EHE8 : 0. 20. T BE
GLP) 30 mg/kg
ASMKO w77 | BRRMRE 1HHE : 3mg/kg I | VAE—S2 | 1. 6.8 | 0505Pnp
2 V#5 (| sBHE : 10mgkg BE
GLP) 6 BE : 30 mg/kg
ASMKO w7y | BRME#E 1HHE : 3mg/kg B | VE—SZ | 1RU3 | EH1239Pnp
= VS (3 3HA : 20 mg/kg BHA
GLP)
ASMKO %% | #%pEE | 1. 4. 6. 8BE : | NI | VvH—52 | 1. 4. 6 | ER0889Pnp
2z V5 (3 3 mg/kg . 8. 11
GLP) 11 HE : 20 mgkg HE
ASMKO %+ | #%ey13 | 1. 3.5 7HE: e | IVAE—SR | 1, 3, [ oo262
b4 A/ IviEs 3 mg/kg 5.7TH
(FEGLP) | grive 138R9 - B
3. 10, 30 mg'kg i
QOW.
13 ;80
ASMKO 77 | mmEt | 3mokg (REHE B - | vH—52 | Qob. o293
z VHE—5z | 8) FVTE—F¥ =48
75 (3 FLZ7 QOD, # Qow
GLP) #. aow
20mglkg (&5
#) :DPH
h=444¥L | 26586 IV 0. 3. 10X IV Fi QOW, o7
BERs 30 mg/kg I 26 @R
©LB | oy ro—t a2 -
?
Property of the Sanofi group - strictly confidential Page 14

H T RGE T MR I ER



266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

A TH—H EHEOY -
Rl | BROER | 5, 5 wegvn gsen |ssex| Hess
ER®R BUNM (Process)
BERE
S WAL
CD-1RHA S hahe 0. 0. 3.16. 10, B 2B | vAHE—SA | Tmend FERO0510
30 mg/kg me (i
(GLP) T
itk 2 &
M) . R
EIAR R
UGD7
£T
CD-12DA | E-MBRE 0. 0. 3. 10. B 258 | IVE—52 | GD6~ TERD694
% (GLP) 30 mg/kg 1512 1
B1[@E
CD-1wHAR | HaEmRy | 0. 0. 3.6, 10, B B | WAHE—5R | GDE~ DPNO380
HEEns 30 mg/kg LD19/20
£ (GLP) (bl S|
NZW 24F% | IE - BBR&E 0. 0. 3. 10, [ ] IV #i% GD6~ TERDG98
% (GLP) 30 mg/kg Ll 1912 1
B1@E
FTOhORE
E F2£m*H E F£ih 1 1.1 mg/mL [ MNA NA [
Wi invitro | FERRES
5 it B B HRE
(GLP)
ASMKO 7y | FFkpyHEiE 20 mg/kg - | IVAE—S2 | ME#ES | ER0372Pnp
= viEsEHE
HE (GE
GLP)
ASMKO 7ry | {FFRpyHiE 3. 10 mg/kg Bl | VE—Sz | BERS .:)2?34
HE (3
GLP)

S . V=HRA. CLP-EEROR2MHICET 2 EEERBOEREORE, TK=FF2aFRF 2 A, NAC=N-F
EFIL-L-LAF A2, DPH=2 Dz v E KS 2 2, SAM=S-7F/ Y LL-AF#+ =2, SC=ETF. IP=laR. GD=iF
EA#. LD=I85LE%. QOD=RHA. QOW=lF:Ea. Q?H=2ifi" L. NA=HRYETF

AUV FHE—F TA77i3EIChASMEEE ($976kD) , RO EBOAV X ¥ —E TAL77DE
SFEREAY FF—F TLT7 7 (HMWhASM) THREIND, BHFEE (HMWS) @5 HEAR
LD, BENTOSFEN 10KD D, AV FF—F FALIT7DVANT 4 FESZREIZHYT S
FETHDH, BECHEMNIACAMEFICESS TRED bASM 3BHLNH Z &3, RiTon+
BAREVEGHREBERA 7 s I F—F (170~290kD) BFEEL, ZHITEEFIE IS
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

FEHICRET SRS H D & OITMBEGHNDIZT—E L TW5H, Zh 6ORABENEH RIET
BT HmT SRR L ERE L.

AV FHE—ETA7 73, 20mmol/L V EEF F U 7 A, 5%KEHERE, 100 mmolL A FH4 =1,

0.1 mmolL =F L ¥ 7 I IUEEEE (EDTA) 2#5H 75 pH6S5 OFEL LTHRE L, FEERER
BROBRIZIE, EFELFL 20 mmolL V 2 EEF R U A, S%EMERE, 100 mmolL A FF =1,
0.1 mmol/L EDTA #EH T 58I pH65) TA Ly Z7HEEFRLE, AV FHF—¥ 7TA7 70
gioy b (vy M EEEC B (9585 ) 13, 006%EY Y A~<—| 80 b&FT5 ik
OWMECHRLE, LarL, £ofio2Tony (- B B BECE s
PR J~i— b 80 RV iz,

HREURERGEEHRBR TII, RERGEETHLIBIRA V) RETHEMLE, £k, 140
HBETIIHEEET (SC) ##5CTHM L. FEREARBRTHEML-BEMAORERVCA) F¥—€E 7
N7 7 ORER, REEBRTORE L RS EIETNLU ETHoT,

EELENHERICBITORARRE, AFAELRT—FICESWTRELE, SHARIE, £V ¥ —
B TAT7 7 DOy F TR, FVFY—F TAT7 7 BECESS BEABRETTEAREZHREL.
FOHROAy F TR, BETERAFTEOSHELEBELTI0FOELEEPBONLIHEZREL
fe. FERGREHAELEARE LTRELE,

AFAELRBHEGIL, MERBOBH THML T, 2L ASMKO vV ADORBRTII, v 7 ADE,
ZRAEE, FHEHE (~7ToESHT oES) RULELREMEN G, HEREOEBH THERTE 2
WZ thdboi,

A FHE—F TA7 7 ~DBEEREES, ~VARPT vy NCRERE LS CRLEEICE
o, BERIEIZV 7 F7 I (DPH) OEREAR (IP) #E5E2E L, DPHAMEL RS
AEHOHIEELEMHRETIZ, LIZLIEDPHAMNEREZEM L, Z0H4E, DPH X BEIZIZE
BERERO IViEL DPHO IP#E, BEEABBEICIIEGEO IVRELLERERGERD P EEETWV,
EBRMERSECRIA) I —F TALT7 7O IVHESEVDPHD P BEE{To7k,

ASMKO =7 ADHERZREFEHHRBRTIX, AV F7F—E¥ 717 7% 10mgkeg DL EORBETREIV
A= ARE L L ZIARCHELE, —RINERTR (BR, SilknE, BEIZ2H1E5) Labt
TREHEFIRE TERIcHLS B ozl tirb, BIEET 3 v 7 BERTH S FlEEE =
M, TNOLOFRIE, EELEAT7 4 TIin) VORKRBENTHLEFIF, 274
AVCRUBRT 4Ty 1) VEEOMEFIREOHMEFE>THELE, A MM RUAE
oy qi EOREEHEOMEPRE GHENL -, AEAGENRE TIIFBEURITONS
THERFNZFFAEFBE S, FREUVEE CIIRBNZBERER VT A F—r 285, BIE TiHin
LEOH LN, REECHBOA Y 7% —¥ 7L 7 7% BALBic ¥ 7 A, C5TBLI6 =T A, Tw b,
A ZRCHAMCERELTHENFARALN o 2 Lvh, ASMKO = 7 2 TEH bhi- ARIK
FRLEER RIEEOSFEE R CRICER T 5 FEBESTR I,

ASMKO w7 ATROLNEFERICATZ 4TIz ) VERBEDOAHEZERIEET L0
RRAZRIET 5720, £$-ABYWRETEERFZ2EZT 2L H5RBRERYBR»CER/Ab L LIC
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2.6.6 EHHABOBEX

AUTE—E FILT7 GEETFHEER)

Eox, HEZHRAIZHENMIELZLIZEV AT 4TI VOB R L VRSN, VT
=8 TNT 7 OEHERERG TRO LA TZmEN G S D G0 a et 23R4 F20 Lz,
ASMKO = 7 A2 3mgkg DAV 77X —¥ 77 7 A T4EIVELE L, £0 72 FE%IC
20mg/kg ZHEBIIVE G Lz 2 A, HTIERDLNT, TOMOEMEIT LG \EELMETF L, £
Too ARBECE 0 MEROY A M AL U ROET I FREO ERRINH SN, £V 75 —8 T
77 (3mgkg) ZMEHTEZ2<E1IBEHESGLTHD 20mgkg DAEZR—FAELELTH, AV 7
B—F TIT 7 DREMWTIRIFTH -T2, EHIZ, ASMKO ¥ 7 A2 3 mgkg DAY 75— 71
77 EBH T4 IVES L%, 3. 10 T 30 mgkg O A EAREE T 13 M GH7E) IVEESL
TR TIL, AV TX =8 T Ty ORFVEIRAFTHY | MmEMEE (NOAEL) (X 30 mgkg Th o
72o ASMKO v 7 A & ASMD B Z x5 & U IZ R CIIA &Y O FIEIERH -T2 0D

(FNENRE ARG IFEEE) | ASMKO v U A K OEEARFREROFE RN G H il o AT
WTNHRGTHLZ ERRINTND,

ASMKO ~ 7 A [T — M EakER Cf 3~ 2 B O Tl IR ERS B, AR A BB I
BiTDH ASMKO ~ 7 2D HIZ, RET/VCEAORE (FERER D220 AR D,
FEIEEESMR, K ORE EORIE, 2~4 7 A v CISEBNV LR &K O RO KM DT 2
DI RAERNDZ ENTEeholz, LEEn-> T, AileEilit CD-1 v~ 7 A K INNZW 7 %%
Z HWCSEE LT,

CD-1 ¥ 7 AR NNZW 7% F & W AR AR IC W T, 4 77 —8 77 7 135l
L7olemHE B0mgkg) THLAEERZKIZI ol

P+ 5L ASMKO ~ 7 A, CD-1 ¥ 7 A, BALB/c~ 7 A, C57TBL/6~ 7 A, SD 7 v k., NZW
X, B NVREOI =7 A P OmMERBRIL, EIK T ASMD B IZ 3 mgkg ETOFY X
—E TAT7 7 EHAEEEE TR L TOEETHDL Z L 23R L, S E Vi m ks,
ASMKO v 7 A TIX Z ORI KBl AN TH D 1D ER LR oTe, AV FH—E T AT
7 IIREMTIREORKA TH D720, Binmtt, DAFME, BEYELAM 2T+ 2 B iTnE L Sh
o T, AFERAFIRR T RRA DR - T- 2 LN h, R RER M LTh A 74
—EB T N7 ORERIFIIND,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

2 HERSSHHR

IEERE A 5§ 4, BALB/cv VA, CSTBLI6<T A, SDF v b, E—ZLRKET ASMKO

VTOUAREEROBMETERL:, 2L LT, FAL-2ToBpETHI IS —ETALT 7

(75 mgkg £ T) OAREMIZRTFTH o4, ASMKO v 7 A TiZ 10 mgke 2L EOMEEIFREIZ LD
BHEEEIED LN,

21 [F > —BALB/c T X, C57TBLIERDARUSD S v

211 BALB/c ¥ AZRALV-FRNERFSSHHER
Module 2.6.7 [ 2.6.7.5], JJJ0032Pnp 35k & UF J-0024Pnp 35k

AV FHF =TT 7ROV T —E TA7 7 B TFREZEERET S L & OREKITEL R
ET 5 bORBNEERLT ER L1,

# 6~8 @@ DO BALB/c v 7 A A REEE (F8SK) CE|ESICH YT, AV FF—ETAT
F7XIIHEHMWS AV FHF—F TAT7 7% 0 (BEAHE) | 4, 8 I 12 mgkg DHETHEIIVHA—7
AEE L, BOBRBTRLIVEVAR Gimgkey) ZHEALES, MEIHMERIZBSWTHY 7S
—ETAT7 7 ORECEI ERFTELRESHARIT 12mgke ThoT,

2FZonT, BERICECEUHERREBOEELZEE L-, nikFARER ke LFa0%
EROMiEEFERLE,

INHOERBTECEED LAY, MiRFARERUVMRELFOREOTM/ 7 A —F 2BV
THBRDHEICEETAE(IZ ol AV FF—F TA7 7 DREKHEIT, BEEERE (FEHE
EEAREHAR) THD 2mgke Thot:,

212 C57BL6 R AZAW-EENEONEESEE
Module 2.6.7 [ 2.6.7.5], [J0976Pnp 5

ASMEKO =7 ADERFR THLEE R CSTBL6~ 7 AICEAEDAY 74 —¥ 77 7 2 HE
BELELZORELRHNTHIEENHBREERE L, DANZ CSTBLE6 v Y AICA Y 7 —F T
77 10mgkg ETORBTHEHRELZLZA, FHELEATZA-FIZE S LERITRDLN
2oz (Module 2.6.7 [# 2.675], J0025Pnp HERSHE)

HE CSTBL/6 = 7 AL 2847107, B1BHIEMAEANRE 1) L, 28 GW) x4V~
F—ETNT77& TOmgkg DHAETHE IVA—7 AEE L,

HEHME (8 8H) | ECRUHBRDEICEET 2 —RIREFRIIBD oz o7, Licdio
T, —EEFFRICES< L, CSTBL6 w7 A IZA ) 74 —¥ TAT7 7 & 75 mgke DA B THER#
BELiLZ0ABFHIZIRF THo -,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

213 Sprague Dawley 5 v FZ AL -ERESSHHE
Module 2.6.7 [# 2.6.7.5], 025 &5

=MHHRBOEENLEHETHS SD T v FEAWE GLP EAEER G A S RERE i L,
FVFE—BTA77EIVEELEEZOE2EEZFM L.

BEHESD T v F A& 48 (10T /M5 78) 241, AV F¥—¥ To77% 0 (FEEEHE) | 3,
10 it 30 mgke D AR THEIIVA—F AL L, #5515 B#Ic2mZ5e L,

ANV FEF—E TA7yOREEMER T, £, —RRESE, AE, BEFREFORE (Wi
2HRE, LEEERBRERVCLIEE(CEOREIIRETBIO 15 B BIC28HOFEI LERE %
HAWTHM) . FFadsfx7 4 7R (TK) /3F A—4% (Module 267 [# 2675], J0622Pnp 358
ZR) RUMEHFRAZAOME (HIREBE. RIRFRZEOREEEFAIRERVBEER) & Lk

MEHED v FICBIT S TK/AF7 A—# 2R 277, # LWERIT Module 2.6.4 FEHEIREOWME LD
[17E ICHE|T S, MFFAY 7 —€ TA7 7 BERIRS L-BAETIAFNT, WHE—F A
B5#D 1 BRICHBEOHEREZRL, BMAICETLE, HHEZ v FOTK A7 A -2, REE
TEHREL-hR THEME (AUC) ., T74bb AUC/ BEENGIEH L L Z Al EZ R L,
0mgks F CORBZHEEHRELELES VT I - AR—GARBICE->TWEZ LG, fafnox
BT AR o l. ZINLOFME, L, REEZFTEBHEIEETEATELZREOS) TV —F
TATFICBEIRTWEZ LRI,

E2-FYVTE—E FLI77%HBESDS v FZERBSEO XX T4 RINTA—4
(n=10/t%/E. MeantSD)

A4 3mglkg | 3mgkg | 10mgkg | 10mgkg | 30 mgkg 30 mg/kg

4 [ 3 [ ] i# [ ] 3

c L\a 7047 + 78.80 + 27840+ | 260531 53673 + 56273 +

max (HG/ML) 776 10.66 4209 72203 45.12 5121

tuzg () o | 154080 | 1314056 | 1534071 | 11254044 | 2694295

AUC (Uehr /L 12305+ | *16198+ | 47312z | 53003% 967.78 + 171132 2
(hg-hr /mL) 7.05 27.91 84 56 80.93 147 70 1096.05

AUCHE S & 4102 + 5399 & 4731+ 53.00 +

(g rmUmaka) e v 30 e 509 32961492 | 57.04 +36.54

B Cro-BEmPRE. top=#RERM. AUC=HRRAFME THH L - mFhRE-FshE T E#

*p<0.05 : 3mgkg i & @ HE
a WVH—Z2E5

£, $E, BRREFHORE, ARBRERUSBERICENT, AV 7¥—E TA7 7 ICHhE
THERRPoT, EBOT v FORIBREICE VT, #HRMEICEET sMEERFENEIR

H Lol
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

PLE, SDZ7 v MzAVFH¥—FE 7A77% 3, 10 X0 mgkg PHETIVA—F A5 L
EDEFERE (NOEL) i3, BfLE-EEHHEED 30 mgks TH- 12,

22  [FoEE—-ASMKO 72X

221 ASMKO ¥R %Rl f- 30 ma/kg BEEIESIFRMSHRR
Module 2.6 7 [# 2.6.7.5], J0788Pnp #Ex

ASMKO =7 ADAIZBIT AR 7 4 I i) VEPBT v FREE (FVF¥—E T
77 AERRRAGAT 1 ERICKERE T A2ENREE) LV UET ST L TR ORENER
ER LT,

fff ASMKO ~ 7 A 15L& SBEIC3), A7 4T3 BEREROSENENBERIZAY 7
F—B TN7 7 BEBEONTANE LTHW: (£3) . FHRBRIILYVEERERBRE LTT A
Lizds, BRI REERIZ 1 EBOATHT,

% 3 - E0788Pnp RBOLHOFHA >

Ehin i BE5R
BES | gy | BMWK (ma/kg) R B5en
1 0/3 NA SALE AR HiEEE., REENCEGEEI NA
2 0/3 NA RALESE HEE, RBETHICHEBTER
1 BBIZ 30 mg/kg
4HEBIZ10
5 03 30. 10. mg/kg
3 mg/kg 8 BB IZ 3 mg/kg
B S 24 B (- &
1 BEIZ 30 mg/kg
A ITHE—H 30, 10. 4 HEIZ 10 mg/kg
4 073 FLIF 8 v
3 mg/kg 8 B E L. 3 mg/kg %45:H 8 EM
B E 72 B - &
1 B BI= 30 mg/kg
. o 30, 10. 4 BEIZ 10 mg/kg
3 mg/kg 8 HE L. 3mgkg =MET 8 :8M
BEEE 72 BN (&

S IV=HlRA. NA-BSeT
AN FHE—F TAT7rOAEERE 30mgke) 24 FEE, 4V F¥—E 77 rEEEO26)H

EELTERENT (YFIORBTF AL 08 3~5 8, T hbbLbEEEORBTFI 08 18 .
INGOFRRIESWTEIZEFT S0, ENENEE (YNoRBET VAo 1L RU2E) o4

Property of the Sanofi group - strictly confidential Page 20



266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

VFH—ETL770mghke & IVEE L (BEEEOERBRTFA - OF 28) | S8BT
WREAEML:, BERORBRT WA 2R AUITFT,

% 4-0788Pnp HEBOEBE®RD THA >

mEs | NaK ABH S5 (mg/kg) Rk | RSER
g
1 0/9 30 HEOEs "
FUIE—E FILIF A
2 06 30 mg/kg BERS IV
KBS Iv=iiRA

A FHF—E T i 3RMELRE, B2HO 2[CTEPERALISEIENRA LI, TO®RE
BRLE, AV Y TA77&E6RMEETIZ, RO O 4L 3 [LTEIRAS LN, TR
Lz, —RIRBOBEFRRARALNWRI - 1LY, Y 7H¥—F TA7 75 6 &I E KR
Liz, 1ETHEE 6 HE X TIi—RIEOEEMRBA NP FBHEFRHTHS, Zhbo
EiE) o ik E eFRREROMELFER L,

MEEEFER AT A—R2EBITLEEEZA, 0mgkg DAV FHF—F TA7 7258
DELTAaLATa—AYFRIIT =TI FF 2727 —F (ALT) BT AT BT 2
J T AT T —¥ (AST) HEEEIZHIN L 7= (BIFEMESS [Vet Ace Clinical Chemistry Analyzer] @
U7 7 b AE L ORE) |

PLE, ZRBEHETTCASMKO -7 AIZ30mgke DA FH—F TA 772 IVEBELREEZAS
BEEPALONT, BESERUVECICE- T,

222 ASMKO ¥R #FML = 10 RU 20 mo/kg EEEREFERNSHERER
Module 2.6.7 [# 2.6.7.5], [JJ0047Pnp # 8k

ASMKO =7 A& HAWT 10 KT 20 mghkg DAY 75 —¥ TA7 7 DRAMELEZ A FEENOREL
ERE L=, EORBRTIZ, ASMKO <7 A2 30mgkg DAV T H—E TAT77& IVHA—FAEEL
A, 6RFEILINICEICE - (Module 2.6.7 [ 2.6.7.5], J0788Pp HAEREM) , AREBT
i, L0iEAROFY 7 —¥ TAT7 7 ASMKO = U ADETFEICRIFTREL M LI-,

i~ A 400 (18, BHES 1~4) (2 20mgkg DA FF—F TALT7 7% IVih—F 2 E
L, BYoOME20C (28, BESSRKRU6) 12 10mgkg DAY 75 —¥ L7725 Lz,

B1 20mgks) OEMWES 1RU21E, AV FF—F TA7 7 BE 4BHEBIZIECLTER
Ehi, — 5. RABEOBHES I R4 TIEA) T —¥ 7AL7 785 15 R 17 B#E Ik
EOBEMRRE LTEEOERSEERL, TOBRINLETER L, 10mgkg DA ) FH#—¥ 7
N7 7 EEEESNEE (F28) TRV FF—¥ TAT778E 5RO BMEEIC—BERED
HHEMRL LTEEOBRIEIAL, FORINALEZERER L,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

HiglIZHBWT, WThOBEETHRIRFFRIRA L dh o, MEELENBE GEERT) A
FRA—BEBITLELZA, AV TH—F TA77 10 R W0mghke FEL LIZ, I LRATFO—I,
ALT F: TR AST 4 Vet Ace Clinical Chemistry Analyzer @V 7 7 L A#F|ZHE~<EFEE 2N L 7=,

LlE, ZHRBENTTASMKO =722 10mghkg DAV ¥ —E 777 2BE LA, #
5 I5EM#EE CICBEOERNE U-—F T, 20mgks ##5 Lz L iCi3is5% 24 BELIAICE
ENrLEEOERERVCECHELRE, Thbb, ASMKO~- 7 A2 10mgkg LLEDOF Y FH—¥ 7
N7 R HERE =LA, BEMEAONLTAMEENE LT,

223 ASMKO ¥ RARU C57BL/6 T ALBIEENEEE SRR
Module 2.6.7 [3% 2.6.7.5]. [JJ0025Pnp #5% I (F J0158Pnp # 5%

ASMKO = AR {XC57TBL/6 ¥ 7 A (ASMKO v 7 ADERFHR) DFEFEMHEERSSHEMELE
ML, EESEAFCNZ 01, 03, 10, 30 R 10mgke (8~16[C &) DAV FH—¥ 717 7 ZHE
BEINVA—FARE L= 20EELZTEMLE,

fiEHE ASMKO =7 AR TR CSTBLI6 = 7 AR BREA~BLinb A% S BTy, =0 A (2~4L/
B 2REUBRUDNEHERICEERLE (R5EUERS) .

%= 5-R0025Pnp HEBRORBRT Y1 >

HES :f,’: BRRE B5R (mgkg) | R x| mses
1 513 B 0 mg/kg
2 4/4 3.0 mg/kg
C57BL/6
3 4/4 ANV IE—EFLIF 10.0 mg/kg
4 4/4 20.0 maka?
k9 EHogs v
5 313 B 0 mg/kg
6 4/4 3.0 mg/kg
ASMKO
7 a4 | Ay IE—E TR 10.0 mg/kg
8 22 20.0 mg/kg?
BS - Iv=-HRR

a BTHTENMECRUEMERERESAELCKS, FARUBSHICIZ 10mgkg 2BELT,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

£ 6 - WR0158Pnp RERORBF 1

mES | W HBWR 958 (mgke) | REt | mE | gs5e®
1 114 By 0 mg/kg
2 2/6 0.1 mg/kg

ASMKO | BEES v
3 0/8 AV IE—EFLD7 0.3 mg/kg
4 2/6 1.0 mg/kg
KBS . WV=HRA

EHNZOVWTHECRVFERRECE®EEL 1A 1EBE=#Y 7 L, BEMFEVIZHES 10 BT 60
SEIIREHEBELE=FV VL, BEFANRIERMELZESL, EEOEIEITREANC
1| &A@ L7z, FHOERLES 24 FHEIC, B O¥ELTERE 72 REBICEEHR LI
HRRENCE OREL T LERFEEOREROMELZER L, HIRFFRZEEL, FTIEOHS
AREBLTRFL, BEMEEHEL-,

C57BL/6 ¥ 7 A TidW T EFEIC L EERAEENRT R R U —R B Rid/2d -7, ASMKO
<7 ATIL 10mgke BED ST (HE3 T [EhHES 51, 52, 57] | #E20C [E4hFES 55, 62] ) TEt
EAECHEL, ZNICEEL—RIREFRL LTLHELITEE ) LEEOERRALNE,
ASMKO =7 A Ti13 R 10 mghkg HTHERFERERAA LN, BEREBEFHBRENL, 4V
TFE—ETN7 7% Imghkg LEOHABTERE SN ASMKO v~ 7 AT, EHEMBEEHL~ALT (2
f£) . AST (74%) . FB#EE (1042 BRUZLAFo—aA (24%) AESEEESICHEMNLE,

M E A VT, RIEERIBMICEIS L TRERT 284882 V7 HE) THhHv T AMBET IaA
FA (SAA) BRUMLIET I 04 FP (SAP) Oofra EMLE, ZORR, 5 24 RBH%IZ SAA B
HHZNEE (FEEIR L OB T p<0.05) D oHAREFEMICHNL, &5 72 RBEE#% F TIo st
BHEOLVICEAEARA LN (E1) , SAP L RERICERE 24 R ICHEHENAREICEML
=i, REEFEIA LR (H2) . SAP OfEIZ#EE 72 Rl 2 bIEEEIC K~ o
LTWizds, ZoORETIHSeSRL LTun:,
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2.6.6 EMHHEBROBMEX
FVITE—E 7ILT7 GEGEFHEEEZ)

1-ASMKO YD RIZA ) TH—+H 7IL T 7% 3.0 XIF 10.0 mg/kg DAETHEHD SAA E

SAA
600+

*

*

400 cﬁ_

pg/mL

A
200- R o —I—
&
o

A

0- _# T T T
$ $ $ $ S S
b"(‘ ’1:0 v‘(‘ ‘1:0 b“(‘ q:(‘
e 0’\ A V A
(\\o\ (\\o\ q\‘{g Q’\‘lp’ 0)\‘1.9" q’\‘{g’
@ Q@ & F S &
A A

Dose

*P<0.05 compared to vehicle

B 2-ASMKO ¥ RIZAH Y TH—+H 7ILT 7% 3.0 X[ 10.0 mglkg DAE THE%D SAP &

$ $ $ $ S $
o 4ﬁ° qgo 4f°

O O O &
& @e}* S O O

o o o o
o Y Y O

Dose

*P<0.05 compared to vehicle
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

EHIZ, REBERENTEE,LSH, AV F7F—¥ 7TA7 725 SRz ASMKO <7 AT, fFi#ic
BT SRR EE ST I HFRE URIBICBT 3T F— AORIEERCEREED, HiEE
5 &Nz ASMKO v 7 A ICHAHEEFOIZHEMLE (1 mgke 2L ETHMROT R F—2ARK
AV B EEOEME, . 03 mgkg L ETRIBOT AR F—3 A, 0.1 mgkg THFE®D
RIER) . 10mgke HTRIBICHOAAGNz, —REFAECBEOHMYS, EMmFEMES 3
> 7 BIEE T 5 FIEtED T S 7= (9),

ARBOFE, CIIBL6 =7 A |ZA ) TFH#—¥ TA7 7 HEEE L= & %0 NOAEL i1
10 mgkg ThH-7-, ASMKO =7 A |IZAVFF—F TA7 7 #HEERE L L &0 NOAEL i
03 mgkeg Th-oT=,

224 ASMKO RYRERALN:=FA—LA—RHBARSICLIBRNERRSSHHR
Module 2.6.7 [# 2.6.7.5], J0870Pnp 35 & 1" J-0839Pnp 5

AR L3 H, ASMKO <=7 A2 30 it 20 mgkg DAV F ¥ —¥ TA7 7 2 HEIVR—F A#
ET2BENRBLER L 2A, EFEOAESESALNE (221K UR2.2.27 ; J§0788Pnp
HE LV JPo04TPop HEEH) , ZhodZ b, ASMKO <7 A TREZ2BEH 5 —&EoDEmM
RBAERTAIZLL L, BHEORRIAHETEYN LV a v 7REBThoT b, BMRER
A TCHEFEER T o (TNF-a) 2535 L{EE L, ASMKO w7 R ZR\ i 2 o KE#E 558
FEBL, NTEFALLIATA Y (NAC) #FV FHF—E 7L 77 ORIEICEBELELZOREE
BERSTTF/)INAFA= (SAM) 24V 75 —¥ TA770®ICEE L EORELTFML,
ASMKO = 7 A T TNF-u /i LIFFHREREO—MTHL INE F4 L @A) 758—¥ 7
ZrICEDECDAEBEICOWTHRIT Lz, 2R XMICES L, ASMKO~- 7 AIZHBWT, NAC (7
B rT I/ 7k aERIIH LEREIAS10) RUSAM (ID)OEEIXE LI, S haFUT
DINEFFH A IREMAETHZETINFaiZ L o8 tEEPML, ZHIZED 2 Fa FU 7THER
EENDHZ L RUHRESNHI NS ZEFRENTNS,

-0870Pnp 8% Tid, MEHES 10> ASMKO ~ 7 A(C 140 mghkg D NAC # P55 L, £D 3047
FIZ20mgkg DAV FH¥—B TALT77E2INF—FARELE, AV FH—E¥ TALT7 705 6F
Mz, T0mgkg D NAC # IP# 5 L7,

[ 0839Pnp #E Tid, M ASMKO =7 2 (6 Ffi) IZ 20mgkg DAV FH¥—E TLT77 %
HEIVA—FAHRE LR, #0300 5%ICET 140mgks DNACEFIPEEL, EiZ 6BfH#ICE 2
E#EE5 L LT T0mgkeg DNACZ PG LTz, £/, i ASMKO 72 (6L FFa) 220 mgke
DAV FF—ETNAT772HERBIINA—F7AREL, £03057%M5 165 mgkg @D SAM # 1 FFfE] Z
EICSRMIP®RELE (RT) .
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

£ 7-W0839Pnp HEBORBTY 1 >

Ri¥n i BER
WES mow | TRUR | g o bl R
U IFE—
FILIF 20 mgg e -
1 a AVII—ETLI78EE530 | 1smme
S5 165 mgkg = BRED 8
SAM 165 mg/kg Bz 1B L. FO#S8 "
BT & (C 24 AT TRS
+1) FHE—+
FILIF 20 mglkg HERS -
) a3 FYTHF—EFLI77ERE I | 722
S5 165 mgkg ZBEO 8
SAM 165 mg/kg B 1 BMCL. Fos "
B & (- 24 BRI E TRS
U FE—
v 75— 20 mgrkg MERS v
9 3/3 B§ & T 140 mgkg. 6 BRI onma
0 ¥ mgkg. "
NAC 140. 70mgkg | =\ - 45 s5R8% < 70 mgikg i
#+1) FHE—+
v 75 20 ma/kg BERS v
\ us oy ——— 72 BsffiE
ﬂ 7 m g‘ :
NAC 140. 70mgikg | =\ - 45 s5R8% < 70 mgikg i

BEE . IP=REFrA. IVRRA. SAM=S-7 T/ YIL-L-AFF =2, NAC=N-FEFILATA

AV FH—F TAT rE 5~10 Bffl{#%, NAC i SAM oWz ELEicw b b

ZFTHRITHEOERBEL, AV F7F—F TA 77 &5 10FERRICEFAZEZEHR L,

ARBEMT T, NACEUSAM 2 20mgkg DA ¥ —F¥ TA 77 B EIZ L 5FHEmH L
Mo bng, FVFF—F TAL7 i3SIV AF 4 oBIIEE LD LAk a

i,

225 ATOEASASMKO RYRZALV-FEMNERRESHESER
Module 26 7[5 2.6.75], 0975Pnp #52

~F & ASMKOY< 7 A2 10, 20 it 30mgkg DA 7¥—¥ 7L 77 v HEEE L L &
DEMEHERITAIEENRBRLER L, FEENHRERTIZ, FTHES AMSKO 7 A Tal
EMAEUL-HE Q21K U225 ; JJO788Pnp HE & U JJO047Pnp HEBEZM) Z~T oS
ASMK "= 7 A 575 L BENET Hh BRI LI
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

D ~7 0ES ASMKOY < 2 A FEESIMhERS 4 OB, 1 BiTENnEym b
L, 82, 3RPABIZEA Y F7¥—E TAT772ENEN 10, 20 BT 30 mgkeg O HETHER] IV 4
—FARE L, 5 10BM~7AFBREB L (F8) .

% 8-R-0975Pnp BBORETH 1 =

wan | GOy v ot R BsER
1 32 NA NA NA NA
2 an 10 mg/kg
3 an ANVIF—E FILTF 20 mg/kg HEES vV (iR
4 0/5 30 mg/kg

RES . IV=RIRA. NA-BUET

AT RES ASMKO v 7 A AN FH—F FAT7 7% 0mgke T TOHBTRELTHLHEECE
U—ieh BB RIIE Lo, —F, ALAEEZHHEFTES ASMKO v Y RIZBRET S
L, BERA~2ARFEURIZECT S Z EPAALMIENTWD (222H38) |

s LT, ~7TOESASMKO" <A AV FHF—E 7L 77D 30mgkes E TOHEEZEE
LTLEHEER Lo,

226 ASMKOTIARUCS5TBLE6 R AZRAN-IFENERBESEHRB—TFTHR—2 2D
ECAT ]
Module 2.6.7 [# 2.6.7.5]. [J1329Pnp 5%

FEFERBTIIASMKO YV ATOA N FF—E TA 77 I L AEMOBFEZM257H, TR
P ABROFEIZOWTHRI L, CI/BLE6= 7 AICR LARZERE L TLEENRR Lo
e binh, Zovy AZBEEMRICH O,

MEFED CSTBL/I6 v 7 AR TF ASMKO =7 A (8~10ifl, FBSC) AV FF¥—¥ 777

(20 mg/kg) XITBELZERIIVA—F2AEELE, #E52, 6 T 18FMEICHBREERL:, L
g, KEAR, B, AR CBEZENECLEL, ~~ bFL ) xF4 Py (H&E) REITH
F—T AMITHICER Y ) P TAF R 7 LAT FEBEE = v 7 KiEER (TUNEL) el

(#9) .
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

FO-IR1329Pnp BBORBRTH 1

nES :ﬁ: MR %58 (mgkg) Rtk | mena | ssen
1 213 =iy 0 mg/kg 18 B &
> 2 2 PRI
ASMKO
3 3 | AV FE—€ FLTI7 20 mg/kg 6 B
4 a2 18 B &
v
5 a2 By 0 mgrkg 18 BEfl i
6 213 2 Erfilie
C57BL/6
7 ar FUIFIE—EFILIF 20 mg/kg 6 ERfl i
5 3 18 BTN
KBS - IV=HikA

AV THE—E TAT7 75 &SR ASMKO = 7 A Tid, FFMAO 7 b— ZAMBRO#ES i
OETORICHH~ERE (52, 6 R I18KMIE) (L7, L, KERECHETA LN
HETHR = AOBREREALLERTH Y, SHENAERELTIIRL, FERELZRLIIZ
FEETII AT, AV FF—F TLT77 2FEENE CTBL6~Y Y ATT AR F—ADFTRIE
frhoiz,

fEime LT, ARBENTT, ASMKOY T ATIRAY 7¥—€ 7A7 7 BREZIZHIBRTT A b
— I ANREH BN, Lo hoEETIEaELENI ot AV FF—ETAT 7
BEICLVELDTHA T A0BER, BERCAGNE-—RREBFROEEEICH L TEERK
BEREELTRWRWEEZ GRS,

227 ASMKO YO RZAVW-FENHEREESHERB —ARHNSEICRETERO M
Module 2.6.7 [# 2.6.7.5], J-0836Pnp #5 & U -0060Pnp 35k

ASMEO RV ATATZ £ A3 OERENENT 2 LEERE(LT 20 TFTNELLEENR
BRAEHE L=,

{3k, ASMKO =7 AOBERTII 8~10 B DEM 2 H L T\ A5, Z OB TRy ik
Bl (F3) , REEHELSELOBELZ LVECWHL5 2D, 25~28 O ASMKO
TORACAN T = TAT7 7 2 RE L TESRZBEL:,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

3-BAaLEKBOASMKO TH 25 8-FiK., BE. RREUREE ST 2x0EEHD
A7 T UBRE

100
1
80 T 8810 weeks, N=3
60 ¥ B11 weeksN=5

——
—

2| 01316 weeks, N=3

T
23 :I'fi-[ I 022-23 weeks N=8
D .

g sphing omyelinfg wet tissue

Liver Kidney Spleen Lung

HEASMKO =™ A 13L& 3BEIC43iT, B1IEU 28 (6IL78) oA F¥—F¥ TA772FN
FNRIEV 10mgke DR THREIVA—FAFEL, 38 (1[0 c@REHTFHEELE
(7% 10 ; Module 2.6.7 [ 2.6.7.5], [JJ0836Pnp #58) ,

% 10 - I0836Pnp HBRDHETH 1 >

Ehn i #5R
HES g sEReR (mgkg) R BEER
1 6/0 3
FVIF—E FILIF HEEs v
2 6/0 10
3 140 NA $ 0B R NA NA

RS - IV=RRARA. NA-ESET

TN EOERE TIX, ASMKO v 7 ADFEIZL D, 26| TR EATICERE OBV RS A S,

AN FH—E T 7 E 3 ENE, B1HO-7A0—RREREE Cholz, E2¥TIZL2
FIA, 5 3 RMEICGENICEZEERINSHRE LTEREINE, ZORBRAIL~10E&HD
ASMKO ¥ D AIZ 10 mgkg DAV FH—F TL7 7285 LHE (S3~N2EHE) Lo EHTH
<7z (2237, PO025Pnp HERBR) |

EHBOBRIZESCL, 2743 VERESENLTWAZ A MLN D SO
ASMEKO <D ATIE, A7 4T3l VERHENDRVWERIVRALVLBRVEATAY 74 —E
TNT77DRERELTE,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

IS, FVFF—ETAT77ICLDBHICAT7 4 I I VERBARIEZTRERTEICHMET
Bz, 22~28 BiD ASMKO < 7 A |Z{EHABEOA ) ¥ —¥ TA 77285 L, mEHEEEOMR
Wra 25 L7z (Module 2.6.7 [37 2.6.7.5], [JJ0060Pnp #5%) |

ASMKO =7 A 28[C% 3oOEEIC4riTz, 1 (8IL) [Zi3fEESE, E28 (100C) 538
(10[C) (ZIZENEN01mgke & 03mgkg DAV FH¥—E TAT77ra IVHA—F AL LR, 4V
FE—E TAT7 7 EEO 24 T T2 EHEEICHRTERE L, AERESEFAARITR ICHE&E (P,
e, B, D, EREUBIE) ZERLE (F1D,

# 11 - 0060Pnp RBORB TV 1 >

¥ i w58
BnES oy HERME (ma/kg) HERES BEEN

3/0 0 24 Bl g

1 BN
213 0 72 BT
312 0.1 24 Bl

2 v
213 0.1 72 By

FYITE—HF F7ILIF

22 03 24 BefiliE

3
253 03 T2 Bsfilig

RS - IV=HRE

HEBHMAE L T RREOSERRIIA N ED o7, FFOFEARFEMBREIZBNT,
03mgkg DAV FH¥—E TA77&2#5 1L 24 Lt 72 BEEEICHBE LIEET, BEHEYL01 mgks
OFAY FH—¥ 777 ERE LEEEICH~, FHlaoRBisREEm iR o R8s &,
REORIE, BITOHME RIS OB,/ 7H b AFRROBIC, BERHMER UM EZET
ot

AHBEHT T, 22~28FH0 ASMKO v R4 FH—F TA 772 BELELED A,

0.3 mgkg BEO A TR LN L EELA LN, ThEOFFRIZ~10EEKO~ T ATHALNT
v (2237, JPO158Pup HEEBMR) LFEERTH L, LIZdioT, 22~28 D ASMKO vV AT
A7 433l CEMEBEREMLTWAR, EHE (01 303 mgke) #HEHDOEMEN 8~10
HEEED ASMKO = U AZHA~TET S Z 3ol

228 ASMKO TR ZAW-HENERHRSSESAB—RRET(C XL S5
Module 2.6.7 [# 2.6.7.5], [J0058Pnp =5

FEFEHRBETIE, BREBHLEASMKO - YR IZA N FHF—E TA7 7 FEEEE LT L X
OBMEELTH~-, ASMEO~= TV AICBIT28HEOA ) 75— 77 7 L58EEEIT.
RHEOGREERCRICERT D L OERAENL TR, £OBRBENL, ASMD |IZMETLIRETHD
A7 4TI A ASMEO =7 AR KBICHFMENTWLSZEBHALRIZEN TS
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

(Module 2.6.3 BEFR BT # [# 2.63.2.1], JJJO0110Pnp 345z, JJ0428Pnp 5k & (F J0129Pnp A5k
ZR) , ARBR T ASMKO vV ADEBEBH L TEE (A7) ) ERMEELHEY
SHBHLET, BHAEOAV FF—E¥ TA7 ric L 58S ENLREBEN S 0FEHEHEM L.

Charles River Laboratories (Wilmington, Massachusetts, USA) Tt ASMKO ~ ™7 A o J i H 7 & 58
7Lz, HEBMERT 2 8M, v~ AZFHProEE S, v AL IS, F18 (4D i
HOLEHRRLE L, /2828 BML) (2 10mgks, F3# (8[MC) (Z20mgkg DA VT F—E TA7
FEIVA—FAERELE (£12) , FVTF—F 7A7r8E5E, 2FTRE GHMICHRED—
REOEHFESED bR, B2 RUIEO—RFEFRRLEZ, $1HERVEORE Q22K
2231, T Fh J0047Pop K& UF RO025Pnp BB M) THOLNETRT—F LH#ELE,

% 12 - ER0058Pnp HEADBE T4 1 >

BN #5R
HES ey £ (mglkg) BN
40 By AL E
8/0 10 A"
AUIE—E FILIF
8/0 20
e . IVHIEA

BI1BROLHT—REBIIEE THo7, 0mgkg DA FTH¥—¥ TAT 7 2BEENT-H 28
TiL, B PIcEMe—REFREAALNRE, 1 (EY) 165 (L) o—fRERRA =
TOHh, 48~96 FMEIZICF 2R AT 2 Tho7@AT, 2F1 96 BMEE TEFLE,
o4 L TR ASMKO = 7 2 Z RV R ORERTIL, 10mgkg DAY 7 ¥ —E TA77REICK
D 48~T72 B E T B o< T AAFEE Lz (22318, O025Pnp HERSHE) |

W0mgkg DAV FF—ETAT7 7 2BEZNT-EIFETIE, 5 1EHEIC2FA0—MIRERR
2IATHR2III3ITholc, UFHFRIZ2IEFEREZE AL, BFEEETICEIZ2ENECLT
EREINH, BOVO-YADRITIIITHY, TOREEHRS I, ML TV ASMKO
v AEAWEEOBEETIZ, 20mgkeg DAY FHF—F T 7 7 &EIZLD 24 RE)#E E Tio2fH
FECIZE-7= (2221, JO047Pnp HEESH) |

FRBEHT T, EASMKO 7 RIZBWT, )V F&¥—F 7L 7 7 DEEMOEERAEE & ET
DATICIEREAEMH L ZA, RERICH L TRLIOEREEASALNR, 10mgke DHETIT,
fE# ASMKO 7 A 122604 96 Rl £ TAEF L. BN LOREIERALRL LT, 20 mgkes DA
BCII2BRAMSENRO oM, 10 mgkeg HTHENORBINTE L ITFTENERE L/-FEH
i, BEIcEV A7 T i) CERESEENICEL LEEDEEZ LN D,

229 ASMKORORZRAW:-ZFFEMERRESHERB-RETREICXL DM
Module 2.6.7 [ 2.6.7.5], [0741Pnp 5
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

FEFERE TIZ, ASMKOS Y AIZ30mgkg DAV ¥ —E TA77& SCRELELEOR
HEEEE~T, EOERENS, 10~30mgkg DAV FF—E TA T 72 IVEETLHLEERLL
HECIZES Z EAmahiicd Q2 1HEU2225, FF1 JJO0788Pnp & UF J0047Pnp HER S
) | AR THRGERIFHRICRIZTREEZTM L, SCRET VEEIZHE&HIRE

(Co) ~DEENBIEDETTOHEHAT 4T Ix) rOFEEBB LT oTEERSHS, L
MoT, SCREICLY, AV FH¥—F¥ TAT77ONEEICLIZEESMHENS EEZ LN,

fif ASMKO = 7 A Z SEALE R B (B8 18E, 400) 295, 0megkg DAV T H—E TALT7 7%
SCEEL: (28, 50 (R13) , BMpOESHEELT 8FET=71 7 L, REHEGTED
TR A AT, e, iR, WRUBIFEERLE

% 13- ERO741Pnp REAOHB TY 1 >

K% BE5R
BES | e HRBR mgkg) | BE | BSEH
1 0/4 NA NA NA s
2 0/5 FNVIE—ETFILI7 30 HEEs

RS . NA-ENET. SC=ETF

F1E (ELAE) o—BRERERBRYMAECTEE Tho, 2B (FVFF—¥ 7177
BE) O—RRESECHEEFRLE LTRE 4 MELEEOEESA LI, B2EOEY
THBFHEETIIBENCEEOBIREAA LN, 1EHRECLE,

FERFAORETIE, FHlROEE, O RER CFBORERREALNLE, T 6 ORT
ROBEIZASMEO v 7 A& AWieA ) 7 ¥ —8 747 7 OhoOEE (2235, JO025Pup kS
B) LEHETH-T, 30mgke & SCEE Lz 2IZHONEIBOREL, JJO025Pop HEET
10mgkeg DHBZ IVERE LI LZIIHACLEETHo, 2L, 30mgkeg IVERE LI L X

(2.2.170, PO788Pnp HERBM) | BIBROFRERRALNT, ZTNIIVEREEMORIE, bbbl
BIRENBRT AN BB ThE L EZLNS,

PLE, AHBEHT T ASMKO =7 A2 30mgkg DAV 7H¥—¥ TAZ77& SCRELIZEZA,
— OB AR WEERPOR LA AMEESE L, InbiREIIIVEREINEE
WMTHENTEFREFEETH -, 2L, 30mpgks DAV FF—EF TAL 772 IVIRE L L XIZ
T 6RFRHILINIC B SIS RE L. (J0788Pop B Z L BT 5L, EHORBRRILLEN
ofz (5 24~48 Bl 1R) .

2210 ASMKO ¥R # AL -EREEESEHR
Module 2.6.7 [# 2.6.7.5], 041 &5

ASMKO =7 AZA\W: GLP KRR GEEEFERERLER L, BRIIVA—Z2A&5&OFY
TH—Y TNT 7 DEEEE ML,
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266 BEHBOBEE
AUTHE—E FLO7 GREFHBRI)

MEHE ASMKO ~ 7 A Z EEIZH-SE 10T/ 45 B 6225 4BEICHI T/, 81 B2
rEEL, B2 4ABII3AV T —E TAT7EENEN 003, 01 T 03 mpgkeg DABRTIV AR
—F ARG LT, SIS/ R Baxis 24 FEERICHB L, BY OS5 HR] EERE 72 REE&
ICHBLE (F14) .

Z14- W EBORBRTY >

K
wES * HRAR Bk | mx | msem
24 FMNE | 72 Mk
1 5/5 5/5 By 0
2 5/5 5/5 0.03
HEoEs v
3 515 515 FNVISF—¥ FLIF 0.1
4 5/5 5/5 03

S . IV=HRA

RECEUROREBEOAEZ 1A 2EBE L, 2610, KE, BEREFMNRE (MiRFEORER
Uik ELFRIRE) | FIRRUVFHBEERFORED AT A—FEZHMm L.

AV FH—E TL7 7ICBET 2 —RIREFRARVCECIEALARI T, FEIT, WThofl
ERA (M RV T2EEE) Tb, BiRsEHLEA) 75 —€ 7TAo7 7 R5E8 - O THRIES
BFEEiX ot

i 2R E R VCnEELFRNRED AT A—F BT, #BRDHEICEET AT/,
A FRIEERELDFRD bhiod, HRMBEEATH Y, BEEFERR C REREOLER
BIZEE LTV,

HiIZHBWT, WThoRR 24RUCN2ERE) TLA V7Y —8 777 IcBET LSRR
hiofe, FEMEGEFEHREIZBVT, 03 meke BT 24 RFH1# I WO 2 GER BB ZRAEICH
MLz, NREERCIRBERROFER TRVENARD NN, ZhiEH 5 1 ETOEICKE
CEELTW:, ZOMGFENELRIZ<BETHLI, EELRBEBFREREFTRTHDL Z L ERBT
DX 5 miEELENREDOE(L (AST, ALT) 295 LOTIIRh ok, FOMOREEGEENE
L2 TOEMTRD b, FRENEEER 2,

MIRRE, Mik4EEFErRE, LRFMEE, —RKBEEZERUVEED T A-FZBWTAY
FHE—E TNANT7 7 ICHETHEB ol Z LIZ&SE, ASMROR D RIZA N FHF—E 77
FEIVFE—FAEE Lzl O NOEL 0.1 mgks Thoto, WREHEGENFTRE L CHBORE
RS T EERMLEN, ZNICRELE, EERERERRTHAZ L ammed 5 L 5 iR
fmaiiehofcZ Lint, ASMKO w7 A |24 ) 7¥—¥ TA77% IVHEE L L & NOAEL i,
BEHETHS 03 mgks ThHot,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

23 FEIF-EEE

231 E—FLRXRZRL-ERESEHEER
Module 2.6.7 [# 2.6.7.5], 026 &8

E—ZAREMAWE GLP EAERERSAESEEEEEZER L, AV F¥—E T 7 0ELESE
T L7

B T~8 Al R 2 EEICES MBS 4L 625 4 BICEESICRIY fHitiz, £V 7
F—B FTAT77%0 (FEEAE) | 3, 10 R 30mgke (ENEFNE 1~48) OFECHEIVA—
FA#E L%, 2 EMoBEHE AT,

EEUER AT A—2EFMT 50, BEO—FEBEEICME T, EHEE (LE, LR
R R CEBRERE ST | FERE, LERBRERVAALREF VA M2 EBE LI, T O,
EE, R BREFEEORE, ik, FEERENRERV TR A7 A—F &M L,

HEHEA XICBIT A TE AT A—FEZR I5IZ7T, FELVERII Module 264418 ] [ZHE#T
5, ARBEGT CRMHECEIRED bR o7, 0megks E TOHABZFEREELZLES Y
T I AR RARICHE - TWEZ G, Aoz 7T A3 hot, ZHALOHMENE, BE
FETEERIEEMARELEOA ) S TA T FICBEINT WD AR I,

B15-FNVIF—HE FIL 77 Z2HBEE—TILRIZEREBRERD FXaAFXFRTF4I9RINGA—4
(n=10/1%/&. MeanxSD)

. 3 mg/kg 3 mg/kg 10 mg/kg 10 mg/kg 30 mg/kg 30 mg/kg
[ 3 [ ] i [ ] - 3

c Ly 60.75 + 5542 + 17683 ¢ 14042 + A79.92 + 42775+

max (HG/ML) 8.66 477 55.94 28 .07 5332 86.27
10.04 +

tuzg (hr) 379 561+214 | 604+181 | 601+296 | 452+186 | 958+4.11

T —— 31070+ | 22898+ 77285+ 84520 + 166459 + 2495 79+
(hg-hr /mL) 99 86 4260 106.08 323 .45 414.02 806.04
AUC/HES & 103.57+ 7633+ 7729+ 8452+ 5549 + 8319+
(pg-hrmLimg/kg) 3329 14.20 10.61 3235 13.80 26.87

BS : CrocBEmMhBAE, top=8kEEN,. AUC=HREARME CH4E L =i i8 - ifghis FEE
a WR—5A&E

WEERE (B R EEBIOET, SMEVL, BnioiE, FikofRelk) PREERICE 13 (EE
X)) THHAL, 10 mgke BEOHE 1 LA R 2FOR Y 02 TO@EEKIZH L DPH (1 mgkg) *FBh
MicE L, BE 24 FE#&IC, BEMERIGIIERE L—RIRBIIER L 2o, ABETLEETE
REHBERLED, ChbORGICIEEEFORY YA— 0 3METS LERLE, FY Y
W— 80 &AM RIZ 10mgkg DEFARTREGT AL, EAFIVAKHESWBLERELSZ LA
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2.6.6 EHHABOBEX

AUTE—E FILT7 GEETFHEER)

FHALTND(12)(13), AR CIRBLAZ I L TR G- SR Y Y _— |k 80 DA EIFTH 5 mgkg TH
277,

3 X% 10 mg/kg BEDORE T G- 2 RFf#2 (UM I ML E 233 L <URF L7z, &5 24 FFfE#% £ TIZ
TOEA KT RREE & FIFREL & 7r o 7, METIXEEROMMITAE Cledro 72, 30 mg/kg FESIME Tl £
DELWKRTRALNRhoTcZ b F72 24 R E TICEE Lo Z &0 6, BBWEIZH 52T
BlET 2B TIIRWEEZ LN D,

REE, R, AR, MRS DER R ORIV T, SR EICBE T 2 B T e
-7,

TR, BRI AR M OV B RR PR A L W TR B S B~ 5 T Ll 7 0 o 7,

P b 24 R E CICRBINER LleoT-Z &, F-IRE, B, (KR, MR, LERE O
FEFE B W BRI EICBE T 5 BN -T2 & 612, ME, FRAFEEAR A M OYiF
HRFRAARRA O RITH 6 2> UIFE TR 2 2 & v, E—=2 NV RICAH) FHE—¥ T
7 Z B[] IV KRR — 7 A% 5 L= & & D NOAEL 1%, kmfETHD 30 mgkg THo7-,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

3 REESEUHHER (FXPaFXRxT4ORFHEZSD)

FEERERESEHRRLY, EhoEhE, TbbsSDT v b, H=F A FILFRPTASMKO =Y
ATEMLE, &L LT, SDF vy FPRUA=Z7AFLTHY 75 —F TA7 7 OESHITIEGT
o=, ASMKO = ATIE, #VF¥—¥ 7A7 7 HEEHEETERELE L 20OREEIZALT
Thot,

31 [F-o8—Sprague Dawley 5w bk

3.1.1 Sprague Dawley 5w FZALV:- 26 BRRERSSHEBRU 4 AR D #E 48
Module 2.6.7 [# 2.6.7.7.C], 27 & &

GLP #EA KR G ESHHBRIZE T, SD 7w FZ 0, 3, 10 RV 30mgkeg DAV 7F&—F T/7
7ERET26 @M IVHE—F AL L&, 4 BMOEREERZ®ITE,

# 6~8EEROMERET >~ & SEEIZEIY i3, BERSEECERERIZIIMES 15T, £EAR
R R IC I MERES SIEAER Y T (F16) .

£16-W027T BBORBRTY1 >

K4
#ER | &£EEHH
HES | geaTesns | oavmens | SRR (mg/kg) ~DPH RiE | REER
- Fd . ] - Fd . ]
1 55 0/0 SHEIER 0 SRR HY
2 10/10 5/5 0 a
A DPH 2 I
3 10/10 5/5 3 DPHA 1@. \Y;
A1) T — 26 il
4 10/10 5/5 ETNor 10 DPH3
] 10/10 5/5 30 DPH?@

MBS - V=HlkA. DPH=Y2 k6 F5 = 18R
a ®2EKEE5 (1588) MoEEES (99BH) FT. £HICHLIGERE LTS 7z 0E K55 RS
(DPH) #BERABSELE. £ 10mgkgEESHEOE 1 EIzHL., ) IF—F FILIFREIZHT LT

LILE—RGEADNAERERBT A0, AWM 15882 DPH #®5L1-. DPHOBRERIZ. £26
MoEOEBERZS0mgkg. B 7TEBSRE25moky. EoEBSRIZ125mgkg & L. B9 EEEIZ

BESLih otz

2L, FCRUVRAREOFELXT=21 -7 Lz, B5HIZIZ1 B 2 BEFCIZERE O
5, 10, 30, 60 ROr12043%%, FERERIT1IBIEE=#) ¥ LI,
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2.6.6 EMHHEBROBMEX
FVITE—E 7ILT7 GEGEFHEEEZ)

ZOIEMNC, FE, BEHE, IR PIRE, BRRETH T A —2 (IRAFIRE, ik
FHIRA KR OPREAE) | ST, WEMRR R A, SEEE, TK NI A —Z R OHiA ) 74—
¥ 7T ik (ADA) ZFH L7z, E7o. M EZ HWTAH Y 72 —8 T 7 7 REEZ T L
776

MEREZ ~ MBI D TK /8T A—H 23K 17, £ 18, £ 19177, 7 LW IX Module 2.6.4 [4.2.1
HNIZ bS5, MET ~v & bIT, BRERITHEM (3~30mgkg) THELZ THEDY, &K5EOH
MDY 105 TH - 7= DIk LIBEREOBINL 745 Th -7z, 3 LTV 30 mgkg BEOMETIL, 85 HEH LW
183 DAV FH—F TIL7 7 D Cuax LN AUC DM EE_BEFH RO BICE D > T, ZHUEZ O
MEICBVWTELDENRKREN -7 LD EEZ DN, ZNUOHOFMEND, #5552 )-8
XM RIS FTRE R DAY X —F T 7 7 IZIRBE SN TV 2 RSN,

85 HH KLU 183 H H O EHMEIT A THRIEIRAKRG Ch o722 b, VT —ETLT 7%
3. 10 X030 mg/kg O FH & TR GG L7 O M i EEITRHE L7220 & OFEGRA AT b s,

R17-1BB AUV TE—E 7T 7ZHESD Sy MIREBEHZED FXLaAXTRT 4R
INT A—%H (n=5/1%/8%. Mean=*+SD)

S A—& 3 mg/kg 3 mg/kg 10 mg/kg 10 mg/kg 30 mg/kg 30 mg/kg
K4 it i 3 i [ i
c ML 75.15 + 70.18 + 122.74 + 123.56 + 540.63 + 568.17 +
max (Wg/mL) 15.25 21.21 19.62 36.80 141.30 110.49
t12g (hr) 0.63+0.13 | 0.72+0.24 | 0.63+0.17 | 0.86+027 | 0.76+0.47 | 0.75+0.67
AUC (ugehr /m. 130.39 + 123.30 + 184.88 + 235.26 + 643.35 + 679.32 +
(Mgehr /mL) 777 6.12 47.66 66.78 91.29 147.88
AUC/#E 58 43.46 + 4110 ¢
18.49 +4.77 | 23.53 +6. 2145+3.04 | 22.64 +4.
(ug-hrimLima/ka) g b 8.49 3.53+6.68 5+3.0 6 93

BES : Cra-ixm MARE., tp=#RFEE. AUC=ERKEFHEF THE L - ILE TR E-H R TEE

a WR—3X#%&E
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2.6.6 EMHHEBROBMEX
FVITE—E 7ILT7 GEGEFHEEEZ)

%18-85HE (7TEB#EYE) AV ITF—€ 7775 SD S v M REHZREEZD
FSaxmF oI RINSA—4% (n=5/14%/E. Mean+SD)

15 A—4& 3 mg/kg 3 mg/kg 10 mg/kg 10 mg/kg 30 mg/kg 30 mg/kg
K4 it i 3 ] [ -]
c L) 64.99 + 91.81+ 215.75 + 226.83 + 701.29 + 880.90 +
max (Wg/mL) 6.34 8.12 2773 48.13 33.91 87.25
ti12g (r) 051+012 | 0602011 | 091+056 | 1.43+£1.33 | 122+063 | 1.49%047
AUC (ugehr /mL. 101.64 + 160.29 + 398.99 + 541.47 + 1255.71 + 1871.77 %
(hg-hr /mL) 10.27 24.81 119.87 269.99 267.42 188.44
AUC/HE5 2 33.88 + 53.43 + 39.90 + 54.15 +
+ +
(ugrhrmLimaka) 449 ppid 1199 9700 41.86+891 | 62.39+6.28

BBS : CrocREMAURE., tios=RRFEHA. AUC=ERAFME THME L - ILEPRE-FRRER TERE
a VR—3 K5

#£19-183HEB (13EBK’E) AV THF—E 7ILIT7ZMHESD S Y FIIREERERZD
FXoaxRT 49 RINTA—48 (n=5/1%/F. Mean=*+SD)

185 A —4& 3 mg/kg 3 mg/kg 10 mg/kg 10 mg/kg 30 mg/kg 30 mg/kg
7 [ i ] i i B
c L) 96.29 + 134.91 ¢ 191.75 + 253.48 + 521.89 + 810.04 +
max (Mg/mL.) 15.98 11.17 36.98 54.56 137.58 99.62
ti12g (r) 145+0.08 | 1.78+0.25 | 150+0.76 | 0.71+031 | 1.48+053 | 1.30+0.12
AUC (ugehr /mL. 143.84 + 230.94 + 386.93 + 449.14 + 1121.97 + 1689.73 +
(hgehr /mL) 19.07 24.50 114.04 151.65 175.06 285.73
AUC/E 58 47.95 + 76.98 + 38.69 + 44.91 %
+ +
(ugrhrimLimalka) 636 517 11,40 1517 37.40 £+5.84 | 56.32+9.52

BBS : CrocREMARE., tioe=RRFEHA. AUC=HERAFME T/ME L -ILEPRE-FREM R TER
a WR-52#%5

FFlgEREE 2 WA ) 77— T T 7 REO T & G OB TIIE&E G 24 IR,
(B985 ] OB ) Tl G- 28 H 12 OFELCHM L7z, &5 3~5 BED b Aci&ie - 24 R Z 1B L
Tl DAY 75 —8 T 7 7 IREITMECHEE CH Y . HERAEICHEM L7, 5 3~5#)e
DR 28 BRICERIL L2 IFIRIC I 24 U 74— TV 7 7 JREE IR & H 125 2 B & [RIARAE
Tholz, AR T L AR OHSICBWT, IFgicB T 24Y) 75 —8 77 7 A O
BEiX 72> 7,

ARERIAM PSS PCO AT > 72, 30 mg/kg BEDOIETITER LT ERF A2 5 24 BRI LANIC 3
VESFETE L7z (71, 81 Y85 HH) o BEURDOERIIARHATH 7275, B G EEINCEE L]
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2.6.6 EHHRBOPEX
AUTE—E FLT7 GEGEFHEEZ)

PEIZBRSN T 220, 10 mg/kg BEDOIE 1 VCiX, 29 H H® DPH M O E #e 5% F b7 < Lz,
ZORTITTHERFO 1 RICHIA L2 THY . mHERTREROETHE LR ST &b,
B HACIFBEE L2 EE 2 DT, BT BRREOME 1 PCO S 1B RO FIZE & OIEIC & D &Il L
7o THNVHLDREZFRTHERIT IIEDOAHLTH T2 END, SETITAEICE#E L EE 2 b,

3MHE (15 HH., FH20sE) OBEMOMN G, 5 4 BEOME 1 T THBRWE % 51259 5 i
PESOEA RS STz, BRBRGHIEICAEV . AEARIZ DPH ZipE 5 L, DIRIZZE 0o ToOEY
\Z DPH & TRi#& 5 LTz,

BRI T O—MOIRRET R & U, S 2 E (ME L ID) | 3HE (RE1PD) | 48F (HE20D) X
OS5 RE (E2P8) TR 85, 29, 99, WNZ 15 K85 H HICH L & ., HIEEEBOIK FNE 4
FEOME 1 VLT 141 B BIZHBL LTz, 20 CHEIE LFRITERO bR o lo, ST, B RREED 1
A EHT A LNIRBLLIZZ E PO RGICEELRNWE B X b, BIEEROK T I3 512 B
THEBZEZOLNTEN, BETIEHRVWEZ XN, ZNUOOFRIE, b Ml Z X7 E 5T ot
BTG LTz & PRI DBBER S DR EZ R~ LT 5,

BRI B E RO (MR L PR, MR FERAE R OYRRE) 12, 2FINZ OV TE 6 [ 5 1
JAE% KON 184 B H X% 212 H HOFIRANZE R L7, WOl T A —Z B W TH &5
B DA RIE R o 72, IRBHARRAEICB VT, GBS 2T iAo 72,

10 X O*30 mg/kg #EORET » T, FEHIE T OFERERNED T BEEML, 2okl
TINHDT v M TRGHM P OBEENEM L, 2O OREOME Tl 5 AR EIC RIS
WAL MEOSEBER B2 D o T2, R BIT R ORI N B G RER 22 2 o T,

PEERICRBWT, BT LT, 30 mgkg BEOBETE G/ THARFEO IR, iR & OH
W BB IMAE RO EAT U < IFARRHED EAMEDEE | BRI HAFEH PR A BICE o T2, 2L
1% 30 mg/kg BEDIE TR T HRFIRFFOMREN @ SICE#E LIZAIREERN H D, 4D OFERkIC
BT, HR L QYRR AR TR 2 AT A B i o T,

R YR B IR ICBW T, 7y MA Y 74— 7v 7 7 ZF@EIC 1 8] 26 B KE TV
BhH L THEERFRIZADNRI T,

FPERMIICIN %, IiES ADA Z 1, 85 K UNI83 HHIZH#HT L7z, 1 H BIZIZWTHOREND b
ADA [F S n7enr -7z, 85 HBIZIZE 3BED 2/10 PE, 25 4 BED 6/10 PER OV 5 BED 2/10 LA
ADA 3R S 4v7z, 183 H BITIEE 3HED 3/10 VL, 55 4 BED 5/10 PR VR 5 HED 2/9 PLir b ADA 23
R S, ADA KOSITHERECRIFRE CTH v | Z AU BEE 9 2 feE SO M ONgEE & O 1374 &
Nipnoiz,

gAY 72 —8 77 7R 3~5 FEO Rk G 24 B2 OB ITMERE CRIRE TH Y
HAEERENETH T, BRFEG 28 A% OA) 77X —8 707 7 IBEEIL, 3. 10 KT 30 mg/kg BED I
T IREE L [FIFLE CTdh o 72, 3. 10 KO 30 mg/kg BEDMECIIRER] ClRIFLE CTd v xHBRE (55 2 #F)
DiEZ DTN ERl-T2, ZREDOF) FH—F 77 7 REIIBEREOMICAEEER"H -T2
DO, HEOHELRRETHY . EWFHERITRVEEZ SN, AR Call L 72 8 & O 5IC
BT, H&ICBIT2E LAY 77X —F 77 7 EBEOBIEI 2o T,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

EwmlLT, MESDT v MZAVFHF—E TAT77% 3, 10 LiZ30megkes DHET 2HEMIZ 1
E, 26 @EE Ft14E) WEELE:ZOEEFERIZIBRHFTHY, NOAEL ZIRET L-BESHETHD
30 mgkg Th-oT=,

32 [FHoEE—-ASMKO ¥R

321 ASMKOTHRZERALV:- 12 AMRERSSHEBRU 4 AMEIESHEE (1)

Module 2.6.7 [# 2.6.7.7.A]. 005 B8
GLP EHRHHEENEBICB T, HHEASMKO <7220, 03, 1 R 3mgks DA 7 ¥ —
ET7AZrZERAIC1E, 1288 G7E) VA-F2&5LE,
i 4 oOBICITE, BETREI1BOILREUVE 2~4HEO4L, MTIIELI1HOILRUE?2
~ABO 2 CE G 24 FH% (9B BE) ICHBLE, 2, 1RG4 BOMHES 3L 48
MoEELHM%E (126 BE) ICHWKBLE (F20) ,

£ 20-WO5 HBORBTYS 1 >

K
BES m?am @%mann& R ‘ﬁj;} bt Bk | R5EH
- 7 - Vg
1 33 33 By 0
2 412 0/0 0.3 2P
3 4 0/ * ; ig;ﬂ 1 ASMKO | 12 mm W
4 42 33 3
BB IV-WRA

a B2EESE (14BE) CIE, 48 (3mgkg) O OATHERERVEFRESUASERGOBEMERL
- AEQEHISMIKgDL Iz yEFF 22 (DPH) 2 IVESLE:., 2TOEETREARN—HELED
&I, F2EEERICETOIVAICDPHERE L, £3EES (288E) »oHETRESET. 58
S59HI-Z DPH ZFHNICHEARSL-. F4H0F0OMOKT CEELN SDEROBIRES AN RG
OEEMBELf-&6, DPHO VESZERLE=.

2HlICH L, ECRUARREOFEZ 1 A 2EHAE L, FEEEKRICOVWTHEERE B OREH]
IZ1E, EEEFCIZEREN 10 R 60 mEICEBE LI,

FOIEHZ,

AE, JiE BRFEENAT A—F (LEFORE, LRELFHORER TR

BE) | ARFTRRUYWERRTFOR RAFM L, £, FEESrEmLA) 7¥—8 77
TIREZ ST Lz, BERE UERRICOLFERZERIL, ADAREZREL,

HEHMPIZECEA N2 T

BHICBES SRR RIZA ) ¥ —¥ T T 7 REICHEET 5 BEERIEOME (BIER
V) 2AETHY, F4¥ Gmgkg) TH2EHREGEERE (1488) »oE#EKRS (BBEH) £
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2.6.6 EMHHEBROBMEX
FVITE—E 7ILT7 GEGEFHEEEZ)

TR SN, ZHUODOFTRIFMONTNOEEEFETHL R LR o7z, ZHE TSN OFT R Tids
. B NIRRT B~y ACKERG Lz E ST LIELIERET S, £V 74— 777 &5
(2B 2D 2 O EE A —RIRIEAT RUX 7R o 7o, BB AR (KA LR, Mk
HIRRAS, PRI R OYRAEALFIIRA) 138G/ TR EIRGI 025 Thféi b 24 Fif##% (98 HE) |

F [ IR R G O 2B Tl G- 28 Atg (126 A H) ICFEM L7z, MEFHORE. JRRE KL
OIRAACTFHIRAE T A =228V T, FEICEET 2w EIE R0 o7, miET 7 AT ) RAZ7
7 #—E (ALP) OFGFHFIIAE DD H BRI 72080 03 5 G- IR TIRHC A B ALz Ay, &b 4 T8k
% (REHIEK TR £ TICEE Lz, Z OB OMFIE R TH S, ALP O—RE 228 135 5
WCEET 2 LB 2 6N D08, BXUIBIZEIT D ALP 74 VWA A0 &3 d X 5 72K EHEINE
(ﬂﬁﬁ%ﬁ%)@wmﬁb<iﬂﬂi%@ﬁﬁ%mwMﬂﬁ#ot_kWBﬂﬁ%ﬂ LR,
MiFH = L 27T v —/b O EHINIAE O HIMER 232 v, 3 mgkg BE GB 4 1) | 6%mim
ﬂ?%ﬁﬁ%ﬁ%Oko:VX?H~»@%M@%5K%@?5&%Z%hk#\*ﬁ%f%é_&
HINORREE R/ NS N & BEEHIRE TIHEE TICR_R— 25 4 U LT RS T2 2 &0 bR 2 B 5%
N & B ATREME IR,

REIZBWT, HRWE IS L BRI ERN D DT -1,

EEEICBW T, H2, 3 RO 4RI DTN A S S A o FREE (B 1 RE) ITH~HE
FHFEARICE» o7z (R 21  HEFHICBTAEEMEREOBIL, 4V 74— T L7 7S
IZ LD EERE DR ZoRm T oDk b @, 4V FX—E 77 ey RZBNT, Zh
(2B L7 fiTl%3% (ALT. AST) IR OZAL K OYRBHERR FHIAT R OFBUL R > T2,

R2-AVTE—E 777 RTBEEZERE 12 BREERS L 4 AREE & €7= ASMKO 77 XD FigED

RELLESE
g R ELH g R EH
44, ) 45 X
RERT RAIR iy 5 SD) E AR ity 5 D)
E1E B1H
0.070 £ 0.005 0.066 + 0.007
BT AT R
®om a NA NA
0.052 + 0.006
0.3mgkg#t ) FE45—E LT 7 *
®Im a NA NA
0.052 + 0.006
1mgkg#t VY FE&—E 7ILT7 *
AR EAR
. . 0.056 + 0.0048 . . 0.059 + 0.004
3mgkgA ) FE—E FILI 7 3mgkgA ) FE—E FILT 7
BEE . SD=1Z#ERE. NA=ZEET
a p<0.005
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

BB\ T, 5 TREVEERRBEOWWFRLICEWTHA ) FF—E TA7 7 ICEET S
BIERAT Ridie o T,

B ICRE L REEREATTRE LT, 1 EU 3 mgkg DAV 7 ¥ —E T 7 7 2B SN
ASMKO~= 72 (ENENEIRT4E) TREXTEROFBOEHERNICRERERALN,
3mgkg DAV FHF—E TA77&&E5 L 4AREBEREES ST _0ELIA N2, &5
HTHRECEESEZOVNTRIZBW TS, BET2MEP ALT, AST RUE VA E L OEkIZA
hofe, TEDODH, ZOELICEEFNEENHSEBEIRENEEZLLND,

AV TH—ETNT7RELE (B2~4¥) TRERTRIIBEREOEE THEF—2A (8
W b)) BAREKES LTI LE, EHEZERE5L Gmeke, F4E) 4 BMEHE S
Vil Z A, ZoFRBHEEEOELIIVWTAOEEIZLAON RS (05E) , ZOZE{RIXAH
HTHD LB DD, AREERERBOESHEH Cmgks) CHITHBBTHEOESRE /" TH
— Y AOFHRAaTIEDbTN06 (BMAKA2TIHE) TholtZ &b, BEEMNESRIIAVEEL
bHild, £z, ZOAITIIASMKO w7 A% AW EE#R5AEEHEE (2237, JJo0025Pop
REESH) CRLAERLRELELEZODAZT (26) LY HLRIBITEN,

stk b 24 Re& 3 4 B OB & IO, RE O EERL, A7 FI) R
BEEEAENICAELE (£22) . B LE2TOEBTAT7 1 I3 L ORKESHRELRL LN,
1 RU 3 mghkg ETIHEOBERKRE hol, BIEHEBREICBWT, FVT7F—E TL7 7 B#EERE
4 EEEOFE CEBE DR 7 0T CBERFESHICHM LR, SN—RA T4 LD
HE->TWiholk, WPRAZ7 s rTIix) VBEREERE 4 ABBRICA—RAT A LT TH
mLf,

F+22-ASMKO T DRAIZ03, 1R 3mgkgDaA ) T&F—¥ FIL 77 #FHE 12 BAMESE#D
H@PRAT7sod3xY) viRE (H0813Pnp BE 005 BE&)

#5R | Ik (mg SPWg | BB (mg SPMig | B# (mg SPM/g
= Kol HROR | Coke | smozEm) | smosEm) | ERosER)
6 9148 + 13.80 6735+ 1494 3396+ 648

1 B 0
6 (4 AME1H) 108.43 £+ 13.79 7654 + 13.38 27.09+7.10
) B D3 233+404 1158 +3.03 2300+3.13
5 F1FH—p 1 557 +8.01 083+ 166 13.41+283
5 FILI7F 625+7.74 0.00 + 0.00 14341711

4 3
6 (4 EMEH) 31.76 £ 9.70 1368 +3.44 2919+ 387

S SPM=R2 77 >»d3T1) 2
I + BEREEETT.

FBIZFTRERPL, BEERE 24 KE®RICHE Lz ADAJUEHIZAROMNE L HIC/mES 72
DRFEELMMT DS EBm0D5, BkE 28 Bk, REEPITADABRHINE (F24) , &
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2.6.6 EMHHEBROBMEX
FVITE—E 7ILT7 GEGEFHEEEZ)

PRERSM T C. ASMKO ¥ 7 A2 ADA WNFFE L. T DOREITHERMETH U ik 528 HZIZ b
M &SN,

® 23 - BREZE 24 HARICBITHA ) TH—+H 7LD 7HAEOER E

%18 (BE) % 2 # (0.3 mg/kg) % 3 & (10 mg/kg) % 4% (3 mg/kg)
BNES R i BMES btk BUES bk BNES RN

1 200 13 200 19 1600 25 12800

2 <200 14 200 20 <200 26 > 716800

3 200 15 <200 21 12800 27 NA

4 <200 16 <200 22 800 28 12800

5 <200 17 <200 23 NA 29 800

6 <200 18 <200 24 200 30 89600

BEE : NA=EZSET
T EYBES 2RV27E/ v ITIRIVATREBVNEAbNI=-OREHGHEICEIER LGN o1,

& 24 - BRIEE 28 BRICE T HMA ) TH—F 77 7 iukiE O E 5B

5518 () %5 4 % (3 mg/kg)
BWES Pf ff BWES e ff
7 <200 31 819200
8 400 32 25600
9 200 33 204800
10 <200 34 819200
11 200 35 204800
12 <200 36 1600

NFlgfERk A ) 75 —8 T T 7 REZ B 24 R B L OV 28 HRRICHIE LTz L 2 A, Ffk
B 24 BEIE O 3 FE (4/508) RO 48 (1/508) TORR I NIz, HBikis 28 H&IZITATIR
HA Y T X —8 T T 7 REIIRETE o T,

PLE, ASMKO ¥~ 7 A2 3mgkg £ TOAY FH—8 777 ZEE 12 8MKE IV LG LZE X
DARMIIRGFTH Y, TG ICBET 2 FEFT AL Do T, RRBROSEICHEKSE | ARRBR
T® ASMKO ~ 7 ZZ81F % NOAEL (3 3 mg/kg Th o7,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

322 ASMKOTHRZRALV:- 13AMRERSSHEBRU 41 AMEIESEE (2)
Module 2.6.7 [ﬁ 2.6.7.7B]. .)31 HE

RREFRLYFBOEHICIE, B0 AMSKO TV AZHAWEEBELREEGEHERBRLE LT, &
BB A 20 0T /3 BICRIN L TEBLE,

#EHE ASMKO <7 A% 20 [T /45BN b2s SO0OBICHT T, B1RU2BICIIEEL, B
I~SEEITIZ03, 1 X3 mpkg DAY 7H¥—¥ TA 77 2 FNFNREIC 1@ 13:8M, 781V
R—F ARE L, E2EBELIE, FE (E18) XAV F7F¥—ET7Lr77 (B2~58) o
SN ENENAR SRR I DPH ##5 Lz, B##RE 1 RU4EBEICEAETH 10 L 455,
HAELTHEHELE (£29) .

£25-WON HBORBTY (>

B
B5£TE | EEEME wER DPH TRRRO
wES Bl i IR (mgikg) | (mg/kg) e B5ER
#® - ¥
1 10/10 1010 0 E3 s ¢ L
A
2 10/10 10/10 0 DPHA
s

3 10/10 10/10 o 03 DPHA 13 & v

4 10/10 10/10 Py 1 DPHA

5 10/10 10/10 3 DPHE

&S : IV=RllRA. DPH=2 7z v b K5 kS

a H2E\TELIE, Smgkg® DPH XIZ 09%EREEEH* 1 mUkg DEETHEERA (IP) 5L, $3E0%
SEgizAgtREOBE A ohizfz6, F4EESRHE 10 mgkg @ DPH XL 0.9%EEB IS & 2 mL/kg
DEETHRELE, BUYDOERER (B5~7E) X20mgkg® DPH X 09%4BERIEHEF A mLkg DER
TEE L=,
HEBHMD, SrTaStRGERTEEN S PEEOBENEHOAE-86, AV ITF—F FI 77 EE
#IZDPH (LAX2—FAR) #EELES (VXEIP) Lz, SOLAFa—EBE5FA) I4—F FLOFE
S5& 1BRLRAICHEL -

FHEAFECIIF 10T, 2HRUCHHEI DV ECORERBIFNEBETH- =, LT, vV A
TE{ AN ERBEXORRA (KEE, LEMEIE, MR UIDPHES THL T TE2d -
fiREE RS BEE T 5, BELLREERBEETE ol

ERPESICHLNZENE-TECHIIZ, HBRERNTI A FLACEDLATEY, HREV
REMGEORECEED T AR LR, FV FF—E TA 77 REORET
1372 BAREMORE UIBRAOREE SHL LEZ LN,

—REFRT R, AV ¥ —F TA7 7y REREROBEERIGZ I BRBETH 7=, BR
OFFRIAE S Cmgky) O2FITIRRCHTT, E2~TERGOEEIIRBO LN, BRI, §
48 (1mghkg) THEMCOLTHLN, FIH (03mgky) THFEDLARIoT,
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2.6.6 HEHBROBEX
FVTEF—E 7ILT7 (GEGFHEZR)

SEAAIAS EE R ON 1 38 RS D S A B2 A b 2 WERFE TR LS S W TR L 7=, SERER I, SRBREIoWFh
DR TH, FEWTHORGHEOMBETS ., 5 18 (B & HASTHREFFRAEETR P72,
EEIREEGIL, 4 KOS EEOME (ZhEh 1 &K 3mgkg) T99 HEZ2D 106 H HIZHT THiEH
FHABEICHEM U, REZbiZE, 38 (03 mgkg) OHMET36 HEMND 43 HBIZT THigH
FHABICED Lic, 2 OZEIHEIFRICHERE CTh oo, —RiRb DO TH Y BRI T—HL
CEETIE R 2T 2 e D B ERGICREE LW e B 2 b,

BEH B A MEREmI PRI D WCRENT L7e, BECIE, MBI 0B EE (E&M) 128V THREHEN
WCH BB oo Tz, METIEE 48 (I mgkg) T2 HEIZ, £72%8 58 G mgkg) T43, 99
FOV106 A BICEBEESFAHFARICEM Uz, Lo, BEHERMOPT ROMEE IR TH D
e, BB GICBEE L2 B2 bk,

IRFHAAMRE CERBRAEOR AN A DN, AR OIER R AREGEMN, JeRI7 R L <X
SME 7R Sk x RIFIRNCBET 2 L B2 bivlc, FFRTHY X —8 T AT 7 BEITERT 5 E M
TRB T IR NS — e o T,

MRS A B NI AL IR A IZ BV T 40 0.3, 1 KT 3 mg/kg & 5- S 1172 ASMKO
~ U ATEGIZEET 2@ e o 7o, BRI FHIRHE CTA bW < D OFTRIZ. A%
FEBEZ BN L, T T 2R B HIFT AN R o T2 2 LD AR R OB E
FlTZRW T L7z, AST KONALP DX FIX 2 s 0~ U A28 2B BT OMHENER 35 0]
REMER R b <. ZAUCEE L CRBEMR PR AEICB W OFIRCA 7 s I ) U3 Lz,

FVTHE—E T N7 7 ihG~ U A THEBEEOMET NITARBE K ONEEEEETENLD
AVTZDS, TAVDITMED Z T FE B L 72 A U AR I W E DWW T Th o7z, LT3 > T,
INHOETEEFHERNPR2NEZZ b, KRG THEEXR IO MERELLEENED L
LI AV T BTN T BB DR T 4TI VREOHED ZR LTV D ATRENMED f
HEW, FHEAESEOREICB N T, AV X —8 7T 7 b5~ v A CHEEZ R TETRIT 20
277,

FIRRFTRIC DWW TR, BBENHM CREE CTH S, HERIGBERER 2V, XIZARIEEED
I T RELERTLEDThHST2Z D, #RWEICE#E LW EE 2 bz,

FRERR IR IZIB VT, ASMKO v DU R ZA U 74 —8 77 7 ZEEI 1 E 13 #EE IV A—
T ARG/ OEEE R TET o Tn, BRONICEEBIIA T, REYNR AT I I UEE
DIRTFIZERT 2D Th-olz, 4 EEORIELKE, —MOME (FITREFRCRE . T, Bk
OB TA7 43I COEREMAETE Lz, EEMRZICBIEREED = BT v A Eh b
S77,

ADA HUiRfliL, F5#& TR (ks 1 %) R 38 (0.3 mgkg) O 1IEOHRTH
Mz, %48 (1 mgkg) O 10EROF SE B mgkg) @ 17VETH ADA M vz, HUk
MOREIIHE L &I LA L, S CHMERRE Ch o7, EHEMHZIIMRRE. 5380 2ILE D
HARED 9L TIRIRE LT ADA A Siv7z, 5 5 BECIE R THMED M Siviz, SIREED A
1PE (55 1 BECIRMIE IR SRR, &5 2 BECITR G TRTIREE) THLHUAMMEABH Shi-,
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26.6 BEHBOBEEX
AUTHE—E FLO7 GREFHBRI)

FEARZOREORRE»L, 2TOoHRECBWTHBEUVER - V- EMREEZSh< 2
POMBTEEOZ VT I ARRENEZ LG, ADAICL DAY FH—¥ To7 7 DEBEN
EMARAbh RV ERTRRENT,

ERBEMLT T, HEASMKO= R |2AV F¥—F PA 772 REIC1E 13EM IVES L
LIAEEMITRIFTH Y, NOAEL X 3 mgks Tholz,

323 ASMKOYOAZRALV-FRENRERSSMRE— RO
ASMKO =7 AZAWEENRERGHBRTER L, ARENE~OERICIV A7 4TI

o BERVERETAL, AV TS —F TA 775 10mgke DL EOAETEE L L ZOESRN
ER AT EZIW,

3231 ASMKO R RIZHIT52EMI L 6 BRBREOFE
Module 2.6.7 [3% 2.6.7.6], 0506Pnp 38

FDORBNL, 0mgkg Ll LA ) F¥—¥ TAZ7 7 ZHEIIVHEET S LEERBRTLI LR
RENE (222FEU223E, £ FNJ0047Pop & UF R0025Pnp HERB W) | RIERHHERIZ,
Rz P CEROAY F¥F—E TAT7 7 2RET 5 LEOHRRTROLALEESENEN DS
EhrEEMmL-,

ff ASMKO~w A (10[C) (23 L, SmgkgDA Y FH¥—F T 772 20M L1238 4B IV AR
—F ARG L= (6RO 5 RiT 20 mgke) (F26) ,

3 26 - 0506 REBRORBTH 1

nin nsR
BES | wow BN makg) LIS BsER
1 0/10 A FE—EFLI7 | 5mgkg 5mgﬂ€g§+igﬂﬂ:-‘:. v
B IV=IRIRA

ARIA N FHF—B A7 7 REOEAMBEPCESIZERE L —RRERE TR, 2ToREET2H)
MIEE THo, ERE 4 ERRICEROBMRECLTRR SN,

FRBEMT T, ASMKO <7 A2 Smgkeg DAY 75 —¥ 7T/7 7 & 28/ 2 L 12 6 5, 3t
0mgkg 5 L2 A, 20mghkg DHABZHERE IVA—F AfgE L EE (2227, JJJO0047Pnp K
BEW) LAk, AHFHESELE,

3232 AMSKORRIZHITH5XRIF7BEMRES (3mgkg, £D#& 10, 20 XIZ
30 mg/'kg) O
Module 2.6.7 [3% 2.6.7.6], [JJ0099Pnp 5% 2 (F J0505Pnp # 5%
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

FEZHEBRTIIEY, REBEAZETEEELEZ 0mgkg LEOF ) FH—E T 7 7 #EIZ
LA ERT LI ENEBRIT LT (Module 267 [# 2676], 0099Pnp #5) .

S B (Module 2.63 [# 2.632.1], [JJ0428Pnp X5 & U JJ0110Pnp #EEM) » 5, ASMKO
T IAZAN TE—FE TALT7 751 R Smgkg DB THE®RET S LFRBEUVRBT DA T 1
FIxY VBENMETL, #5MSABRECIRIBESAY 2 VIOV FL_ALECFRLZ L BAL
IZENTWS, BHEDA ) 75 —E 7L 7 7 FEICL 2N, KECEHINEHEOHSH
RARIZ LA b0 ThHhE, SHEOREANICEARZBETL L, REBREN RLIZETTHZ L
THEMEFEANEE SN TEERS D,

MEFEASMKO =7 A& 3BT iz, B1EE QM) X1 BBE 3mgkg DAV FHF—E 77
7E, 6 BRICREY IVA—7A%E L, B2RU3IH (F84C) (ZIXZ1BAIC3mgkg DAY
TH—ETAT7 7%, 6BRBIZENFN 20 BT 0mgkg DAV FTH—F¥ TAT7 72 IVHE—F A
HL7 (327 . B2EEEO 4 FEECEHEEER L, MiRELFEHREROLERE VYRR
MENRERORTEOMS (P, BT, M, W, B0, FEw, R, O, BRUTITRENR
ZEm LT,

% 27 - I0099Pnp RERORB T 1 >

L]
HES i1 HERHH w58 =53 BEER
AVII—€ | amgkg4y F¥—E FLT7 (1BE)
1 or2 FILIF7 B
" B (6EE)
3mgkg A FH¥—HE FL27 (1HB) 1BBIZER
2 22 Omgkg AU TI—E PRIy GHE) | Be Bl v
mg - 7 ARXIEE
Ay FE—g
FILTFF
5 o 3mgkg A F&—H 727 (1BE)
30mgkgAY F4—¥ FILD7 (6BH)
S - IV=RlRMA

HEE 2@ T, B5CHET 3 —BRREFRRUECH R -,
FIBTHEHRBROFHESE 2 RU3BICEAE L @ o, E2RUIHOFIE VDT
oo oAV FF—E TL7ricBELRZNEELZ LN,
E2RUIBETAST, ALT RU=m L AT o —ILOFEHEKE | BiIch<bThicEdhoT, Bk
DERERNINZ LG, ZOWMCEEEENERI RV EBDhS,
3mgkg DAY FH—€ TA7 7 2B ERICEREREINT-EM (818 OFMT, R
L7 v i—Hilan 7 o & L AR, RUERICE T AT o F LT KR F— AMRENFRE
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

BLl, IbIZfELIELIERFEEmMERIZ LA REFELRA LN, ZALORRIZ, 20 mgke
FYFH—¥ TAT7 7 REEBHTRMEEESELY L AZRE, 20mgkeBEL 30mgke BE (Fh
FNELBERUEIN) L THLTEELTVE,

FBIHTHRTOAIHTAR (RERRFOBELEERUT R b— 2 W B Mia O EiE) 53
RELEL, BFREOEERUT R F— A%, B35 (G0mgkg) IZH~FE2#H (20mgkg) TH
BEICER L, BIEREOHMLET S cMmiX, 82 RU3ETHERFN S I<SEEICHMLE,

20 XU 30mgkg DAY FH—E TAT7 7 ERESNEFTNTNE 2LBRVE I BROMICT, ik
R E VWIRIRICRERAEZ R A ORA A O, 23D T RERTH Y BEIFHTHS,

FRBOMENL, AV TF—F TA7 7 OBRMOEHEHAE (20 X 30 mgke) 85T HAENIC,
AT74 A VERTELPSELZEBHLNTVD, BEEENICEEOHSHEAE
GBmgkg) OFVFF—ETAT7728ELIZEZA, 20mgkg LLEDAF Y 7 H—F 77 7 HE
BREICLAECEBSZIENRTED LWL,

[ 0099Pup 3B TR L= AESHEDRENRBRIF THho 2 L6, BMOFEHRHE
(Module 2.6.7 [3% 2.6.7.6], JJ0505Pnp #8%) ZERE L 7=, ZOEERIZ. HEFNHET 30 mgke OF
NV FH—ETNAT7 7 OBRERFAETHLES, MBS AT7 4TI ) ORBRTLET HH
HFhEW<f, lEASMKO <=7 AL, 1BBIZ3mgkg DAY ¥ —E TAT 7%, TDEE,
SEUIIBEIZ0Omgkg DA N FHF—¥ TAL7 72 IVE—FAEE Lz (F28) ,

% 28 - R0505Pnp HEOLHORETH 1

Lk #E5R
BES | T BB R maka) LE B5EH
1 0/6 MNA 0 s NA
2 0/6 3 1HEIZHEERS v
FVIE—ETFLIF 1 BEIZ 3 mg/kg.
3 0/6 3. 30 IV
6. 8. 11 BEIZ 30 mg/kg

BER : IV=RIRA. NA=BiNET

HESHHOBREANCEIHOLFALAEC LTER SN, TOMO 2LEIEEOERNRAL
TREIREETH oo, ThoOEMITEOHRETER L, —RIREBFFR L LT, IR, BEZHLD
EUEMFHGRESI A LN, TALDOFRANG, P RT ¢ 53V A REEORRTH EiE T & 2
=7z,

INEOFRRIZESE, E2BICH LS ECILBBIZ 10mgkg DAY F¥—¥ TAT7 7 2EL
7= (F29, EEERBRT V1 288) |,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

£ 29 - W0505Pnp B OBEREBRTY 1

B8 BER
wEs | LT HBIR (mako) ik RS

1 /6 NA 0 FEEE NA
1 BBI= 3 mg/kg.

2 06 3. 10 1\

8. 11 HBIZ 10 mg/kg
FYIFE—¥ FILIF

1 BBIZ 3 mg/kg.

3 0f6 3. 30 1\
6 BEIZ 30 mg/kg

RS  IV=ERAM. NA=BRYgF

10 BRI 2RO 1 ETEEOERRHAIRERALN, BER L, 11 BEORGANE 2
BoSKy 3L THEEOEERLALNL, Z0ks, FHOEEFEF SE2TICREL, £0 45
BICEERTTV, VEOREMITER Lo,

kAL FEAREICB VT, RIRAFRLAZEIBO2ILT, AV F¥—E TA 77 I lETS
F: L TOLEPAIPOBETRE »v— A ZIN T A7 25— (GGT) OERELHEMA
HBifz, AIPOETRIKBETH-LLOEHEFNERILVWEZ A 0N, FEMEGEFOR
ETHD LTI T 5 FMR 0 BAERESE (iR L7k EMEToEaL &)
i, GGTBEHMOBRATHLTHEENH S,

EEBFESNLEEIHO 2L TAONLAY ¥ —F T 7 7 ICBET 5 OfhoREERERT
BLLT, ILTHERMEEENE L, TNIDEETFTOSREE U-miEErbs5, £20LE
ISR R UESEA A B, 0B (2231, RO025Pp RESE) ICHEETH-
foo 2 PEd HiZ, FFiZAT#ld O BARZ M B O RIER R I - PO RO R B M E RS A BT,
MERIMEFEOCHPREMRU T 47V /A FEEZHELE LTV, ERODERIITHATSS,

b, ZHBENHTT, AV ¥ —E 7L 7 7% 3mgkg DHEETERE L, 5 B#IZ30mgkes DA
BTHRELIZLIS, 30mgks DHERE 48 FFHEICEENEBOLNE, £, AV T F—ETH
77 & 3mgkg DHEBTEREL, 8HEIZ 10mgkg DHETRE LI ZA, 10 mgkg O HEEEE. 48
~TEMEICEELED LN, Chb0EMOEDICHT AT 1 T3 ) CBEERRIE LA

=7,

3233 AMSKO TR #RL V=3 BMM&EERE (3mgkg. £D# 20 mgkg) DFF
Module 2.6.7 [ﬁ 26.76], JH1235Pop HEs

ZOFEBOEMIT, £OHEEBE (Module2.63[# 2633.1], J1009Pnp HEZH) O R RS
B Thot, RORBTIE, £V FF—F TA7 72 EHIEHEL LT3imgke 5L, R
B3 EHICEEMmOBZEAR Q0mgke) ZHRELILLIA, 2TO-UVARERFLE, ZORELE
WLEHEAIZ, ASMKOSPATAZ I3 OBESRRERELSDIZTEETHSM, 38
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26.6 BEHBOBEEX
AVFE—E FLI7 REFHARI)
BTHLEHIZELWAZ 4T3 VBEOETHREALNS D THS (Module 2.63 [F 2.63.2.1].
IBO0110Pnp HEEZ M) |

HESPCR UM 3PCD ASMKO v 7 R IZH L, AV FH¥—EF 74 77% 1HBIZ 3mgke, 3HABIZ
20mgkg DHABRTIVA—F AKE L, 2@V SHEEEZERAEE L (F30) ,

% 30 - lH1239Pnp HBROREBTH 1 >

R B5&
BHES &1 £ (ma/kg) |25 3 BEEE
1 513 AYIH—E FILIF 3. 20 1BEIZ 3mgkg. 3 BEIZ 20 mgkg v
BS - Iv=HIRA

REHE S, BIIERI OB THY G BRIFThol, KB T RIEBOFESEATRS L2
PoloZ L RUMEORE (J1009Pnp &) 6, AV FF—E 77 7% 3mgkg DHBETERS
LTH63 HEIZ20mgke DHBETRETIHEBERELZRH VS L, 20mgke DERIFR—F 2 h
TR L AtEtE (2227, J0047Pnp HERS ) DMK A BT,

3234 ASMKO ¥ R#RAUL:- 11 BRMAEHERS (3 mgkg 2B T 4 @5 # 20 mg/kg
25) O
Module 2.6.7 [3% 2.6.7.6], [JJ0889Pnp #5&

FEFRRBR T, ASMKO= DA ICA Y FHF—¥ 7T/A7 7 FREFHRES L L %12, 10mgks
PE#EERRE Lz L 0FERERE SN hEIERTT LI,

6L ASMKO =7 A2t L, AV FH¥—F 77 7% 1, 4, 6 T8 HBIZ Imgks, FD#
11 BE (3 mgkg DEFEHEE 72 BEEIHE) 12 20mgkg DAETIVERA—F 285 L, 4L RikiRs
96 RFfiiic, 2MCAREHREG TRRICHBLE (F31) . —RREZEEEE L. T, R,
B, MERUBELERL, HEAREOEEEEE L,

% 31 - IR0889Pnp HEBORBTH1 >

Rh ¥ w5R
nES e HRNR (mglkg) ik B5ER
- 1. 4. 6. 8BEBIZ 3 mgkg. 11
1 0/6 FUIE—EFLITF 3. 20 B = 20 mg/kg %
RS - IV=HRRA

REHETO—FRREBIIIEETH Y, BCEA LN,
FEARRFIEM OB R, b OEEOFICED TO o RIEMIRES 2 S, 1EORIFE T
FHREREREO/NBRRBH O, O T ORRIRE IS ER OO IR 2 EET 5 AMERA L
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

HLEALNLA, MEROEMEAVFRIIA N2, MEETEZFRTLIRE (BIBED
BE, BRMERI) TnThofEEicbAaoninrot,

FHROBE?L, AV TFF—E TAT7 7 zBEMOEHEARTRE T HANIC. BENHEETI A
TLIZ3mgkg DABRTRE LIE A, LIANC 20 mgkg OHEEIFEZ LV FEWD -8 0H]
=iz,

3235 ASMKO ¥ RICIGAEESG#(CIFA 13 AM%E5 (3. 10 XX 30 mgkg) Li-FAE#HE
EOFE
Module 2.6.7 [3% 2.6.7.6], 00262 38k

3234 EEEOHEFMETASMKO v U A IR ETHEEMNHEBLEIC I BBRER L, =K
LAHE TiZ, ASMKO<=T7AIZ# L, 3mgkg DAV FH¥—¥ 7A77 %28 2L 4ERERIZ,
3mgkg (4[C t£5]) | 10 mgke (8T, tER]) HiX30mgkg (8IC 145 ORET2EMILIC
13 EMERE LT,

MEE ASMKO =D AIZH L, 1, 3, SEUCTHBIE Smgke DAV FHF—E¥ TAT7 7 28RELE

(FAEERE) . 9 AELRIEBET 1388 GH7E) AV FF¥—E TA77%3, 10X
0mgks DHETRE L (HEFREHE) , AV I —E TA77 A NVE=F2ARE L, £#O
— (E1BI 200 4R, B2 RUIET4EER) »oREFECIZESE1REE OBH) | 4
B (G1BE) RU'TEIA (93 HEB) oL 59REF4RFMERICELL, AV FF¥—ETLT7
OEEBER 54%) RUMTET I FRBE AREE) ZRIELE. SEEOBRYOEEK (F18
{20 4R, F2RU3EHIAML 4R »oREfECIZRE 1EA (9BH) |, 4EEB (51 H
H) EU'THE (93 HEH) ORSG4RCHFEEICEROLL, MPAfFv—h—Tv77r/ 1 4
RpfltR) WIC Rl Y o A7 EROIFEEERE (4Rl 28Tl (£32) .

£ 32 - Poo2e2 RBORBRTYF (>

B w5k \
BEs | o MR hiont sk ®5e
1. 3. 5RU7HHBEIZ 3mg/kg
1 414 3
9 B B LEORE 13803 3 mgkg
1. 3. 5RU7HHBEIZ 3mg/kg
2 88 | AUTI—E FLT7 3. 10 MR
9 B B LEOR:E 13803 10 mgkg
1. 3. 5RU 7HHBIZ 3mg/kg
3 8/8 3. 30
9 B B LMOR:E 13 803 30 mg/ikg

a ESHOEESLEBOEESOMIZ20mgkg @ DPHE IPESL. DPHEMES L THARBERIGE
wLI=EEIZIZEEDPH (10 mgkg) #EELT-.
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2.6.6 HEHBROBEX
FVTEF—E 7ILT7 (GEGFHEZR)

bt NI e~ RS T ET T T 4 TR —RUSHEC DR H DT, MEFR
BARORIE B G-LUE DO W E B 51412, BEEIZHONWTT T 7 4 X —0#iE (REE, i@,
BEBRD . B, W, BIREOEEOHNZR L) ZMEIcBlEE L,

100 H BIZ2HZ COL T TLHEF Lic, £ D%, BRRIFE PRI A & O [ AT A o ik 4 0
AN L VBRI LT, BRIz, 2FICOWCHIRR A Fhi Uiz, —H oMk (PR, Mg, Bk o
W) % . JEERALER AR T 10% T 4 E AL~ U >k (NBF) FCHRGEL, A7 4> I3
CERERESHT (MetaMorph 254T) FIE 2% 27 W Z AT VT R/ 2%RF AL T VT B RHCIRAE L
77

FARETIE, 9. SIKRONB HHDOA ) 7 ¥ —F 77 7 #5535 ICERI L 72 e c4 U 7
HF—8 TT 7 REOREERGFHZEMBFES b, L, F2KO3RETIESI KU93 HE
DIMFEFAY 7 —E 77 7 RENIHBE LD LW L, ZHUL ADADBFIELTZT2DTH S ]
BERH S (EIEER L T ey |, MiEHA4Y) 74— 77 7 RENME T L7282 TORER
THITH—E T N7 7 DBBREITKIARE LTHIThozZ e b, &2 TOHAE THEMEFHGL AT
ETHhD LW LT,

FVTH—B TNT 75~ A TO—1 HEWFOZ9, 51 K93 HHOHEG 4 FE#%ZICBIT 5
P MmERE T I NREZ LT OM 4127877,

Bl 4-ASMKO YO RICH T2 FHMFR 5 I FIRE

oSD -1 mSD9 aSD 51 oSD 93 ‘
35,000
*k
ek ek
*

30,000

25,000 i i
o
E
=]
=
@ 20,000
: J
o0
]
o
£
o 15,000
B
E
i
© I

10,000

5,000
0 T T
Group 1: 3 mg/kg Group 2: 10 mg/kg Group 3: 30 mg/kg

* P value < 0.05 compared to SD -1
** P value < 0.01 compared to SD -1
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2.6.6 HEHBROBEX
FVTEF—E 7ILT7 (GEGFHEZR)

INHORAENG, 51 HEUBICETOR TmEht 7 I FREXSEERMEIZ G EITHEm L,
CHNBHBEETHET S Z NS oT-, RUEETOMET YT I FEEAZRR Tl Lz &
TWZELWETRWZ &b, ZOBIMTHEKETRWZ ERmle sz, iEf 7 I NRE
IXSIHEE 3 HEETRIFRETHY , BEMOBEHEREZ FHl> Tz,

MetaMorph Z3#T DFEF:, ASMKO ~ 7 A AU T X —8 77 7 2 KEHREGTDH L. Bligo 2~
A AT Y CUEEEPHEREARICED U, ML OB CIIRETORTAT 4 I I Y UEE
BENFIEREICHL L2 L0 b, B LEE2TOHETIZ U T IV AR NRH 5 Z ENRENT,

L UBIH AT 4 o3I UEREEICOWTIE, ASMKO ¥ 7 A2 thASM % 10 X% 30 mg/kg ©
HAECKERE L TH 3 mgkg FGRHIZHAZE LWBAITA U o7e, JWEHRRTRICIZZ VT Z
VARBOBNRMP TS DD, 2 KO3 FEORET NI 3FEOM CEENE LB L &
NH, INHDOHETATZ 4 A3 D7 VT T ARNELTEI ENRBEINT, 2 TORETE
ERAEPRKRESE LWELDERNH -T2 &b, i OREHRINARYE —Th o7 2 L AR S
. ZOREHRBORE —DDICAT 4TI ) U HONWTERD DN TE R0 - 727
REMERD B,

KE, swEEEOMEIME, REHREOMERL, QMY 7B, J A M A T Z ofth
DRI BT, R PSR PIA BB N OB b vz, 72720, Znbidng
b HAEERGFH TR, BHEOHER GRHIERTRETH T2, AV TX—B T L7 70
SEEMEICBES 5 Z ENA SN TV R WHBMED R WELTH D72, BRI RERIT W EE
2 bz, MIRAENTFR ST A —%  MRFHIRAE K QBRI IC BV T, BBEE P ounTho
KR CH A BT T,

BT 2 m U CRIRBE ChH-o7-, B TNE 6T (MESUTEOWE 1 /8) 38D 5z, SR
ITART, FRICEET 56 0HE ULBIAIFTRL Ch - 7=,

ARFRER C R R IR I A U 7R B AR A (PR, U, I OVF) v, AV 74—
BTN T 7 B HICEET D BEEEIE A S R o T,

AR ORARIZ IS &, W ASMKO ~ 7 224 7 X —8 77 7 & & & 5/HO% T
FilE 1B 138 IV & 5- L7 & & D NOAEL |Z 30 mg/kg TH -7,

3.2.3.6 ASMKO Y9 RIZIRE. SERUMRERERIC 20 mgkg DAE%1%5 L1-AE#HEE
PETi
Module 2.6.7 [# 2.6.7.6]. 12-03293 #5&
A 7R R SR I ] B 53Xk & L C. ASMKO ~ 7 2 & W T H BB G0 % A I 7 %3
iliL7=,
MEHE ASMKO ~ 7 A% 4 SDOREC T, RIBICFHKHO LBV A FX—E TN T 7Z2 IVEA—7
A¥eH- LT,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

£33 - POV RBORBRTF 1>

R a BSR
HES gy oMK (mglkg) R EoE
1. 3. 5RUT7HBIZ 3mg/k
1 413 o/kg
9 HEBIZ 20 mg/kg
1. 8. 16 RUf 22 HEIZ 3 mg/kg
2 4/3 3. 20 HARA
FYVIH—ETFILIF 29 HAI= 20 mg/kg
1. 16. 29 BRU 43 HEIZ 3 mg/kg
3 34
57 BHI= 20 mg/kg
4 on NA NA NA

S . NA-BNET

a ERRASHETDAICEETLLABERGHELC SRS DL, E1HTIIERSLE, $F2
BHTE3EBEOHERS (16HE) L., E3HTI2EEDHEES (16 HE) LEOSEESDEIZ, £
T OEHIZ 20 mg/kg 0 DPH % IP 5L 1=,

AEFREEOHORE - AEFRRERICEEHE Q0mgkeHE) ZRITEHELTM 4=
—H—EICERHLIPHFEPEWD0H, B 1, 2 RU3IHEHO 3 LERGHE~BITETICERENR 9,
20 BTRST HEICEEHR L, FHOBY OEEIXI 20mgkeg DAYV 7HF—E TA 7 7 2HELTHBEH 3
A#% (FhFh 12, 2RV 60 BR) ICEEHR Lz, B4BOEOLE~ 7 AT 32 BEICEEHLE,
EEHRORICETOEE»SH, MRELENRE, 7 I FBRERUYA MUA v AR Z 17
Bomtr oz 02l L VIR L, #OLRIC2TOEFKICONTHIRLZEREL, Ak (BIF.
Aed, oM, AR, FEOEE, A, SREL, RREE UVRE) ZEEDIL T, MAEEMFARZEAIC 10%NBF $
TRFEL, 2FOFBE UEBO—H X, 27 4TI AEHREDT (MetaMorph 7747) HIC
2% T NANT VT E R 2% T HRNAVLT AT B FRTREF L, 26 0OFRE RO =R o—
HWAEFERL, RBE (AmplexRed T v A) ICLBAT 4TI EMESITHEIC-60°0CLLTT
FIFLTE,

FrE MDA 7 4TI ) EMRIZ, MetaMorph 4T R 1F Amplex Red 7 w4 & Hi2,
IRV EICARMRSRE LB ICELL{EY Lz, ARG #ICREE 20mgke) *iB
MLl s, B2HOLTHEBR A7 I FBESEICED Lz, #3HBICHERERS
LitdZ A, HREUVEERODORZ 4TI ) EREEED LIEAE 1 RU2BEICHEETH
ofz, EEL, ARERERICESHEEZENT S L, HREUERE blcA 7 T I ) CER
B3I R 2BLAREICELIEILE,

AV FH =TTy SN B3 BCHENECH 2CL LN, 1688 QEBEOHE
iR 5 ) CABNEHEAECIE, —RREFRICES LEFOBRBERGICRERT S L Bb
iz, LiL, 60BE GTEED® 20mgke ) 75 —¥ 77753 B%) I2BEHLZECIT,
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266 EtEHBOREX
ANIF—E FLo7 (REFHABRZ)

INETIEABNEAN FHF—F TL7 7 I L AEMREFHIC B, FVF¥—E T
N7 IR ERBETHo SN B 5,

miE £ bR EOFEMTIL, ALT, AST, ALP, #EUAEVCRFaLATa—IB T
FHE—¥ FTAT77IcMET Ao, GGT OFRRIT, ENLoOBEOOBRcEx o
oo £2ET I FRBEICEWT, HEOBEWIL2FEEIR o7,

BHEM S R EEGWLIELZA, BI1BICHAE 2 RUIBTHRAZNEERV 2P DZE(L
o, ARENERE (ThEh 29Kk 5THE) RUHEERNEICERSHEEZRTEEE (Thth 32
EUr60 HH) bbb, LALINLOELORY (SAP ZR<) ITRHEEKFS TIZARW,
FTOMOPBETOMHAREERSRICHAEETHD, i 3mgke DHEEIRGRLFRBRETHT,
FVTFHF—BTA77EE (28 RURE (B38) BRESILEHTIIRE (B18) &S5
SN ~AREER 5%IC SAP BRESEHFHARICEMLE, ZoZ b, HEMMEE
B LGl olBEET5E, J0025Pnp HEEE JJO158Pnp HB (223WHER) LREFICA
P Y oy EHINT S Z LR END,

R M DOAT 4 I CERET, B 1RUC2ECHEFRES LIZHEICE LR
ALz, HEENEEG®ICEREME 20megke) FEMLELZA, E2HOLTHBT AT ¢T3
TV BENEICED L, BE3IHICHERERELLLZA, FREVEBPOR 7 I3
CVERBIIES LEAE IRV 2BICRAEEThHom, REL, AREMRSHRICREZEBNTS
&, FREUEBE DICAT7 I3 VEREEIF IRV 2ELFARECEFLIBS LI,

FEMRFIREICE T, B3 LHERRS®RICRSHEEEBMLELEZA, HEIERD
BE2CC, BIBHREORMEEE (A F¥—F¥ 7L 7 7% 10mgke BORHBRTHRERICHESNLE
LBV, BMEmMEER I s v 7B BAaLHhE. ARERESHICERSREAZEMLZ3T
(F2@O2LRUE IFHORMFCH 108) T, Frigeo PR B P9 IR & B ik i - g iR B £
BHR LI, 20X RMERET7ATREATHLH, thoBhE TIIPAREERICAEL T
Bbl{ibh, EXNXNIERALZAEREICLIVALS, INEIHRRICHELEXNRRET
HOEAEESRELE D, LML, ZO-TRAETATERIEEMTZTbRThE, #BRHEICL
DERSINERETHDWERIEIESICERATE 20,

R, MR, B, EREI, LM, R, JPREURERETIX, WERYEICRET DA AR AR
Rixieinofe, WEEFEMRT RV L RFOUTIMERICEE S BRMFTR ThH ) SHENEREITL
WweEz bk,

FHBFEHTT, ASMKOF TV RICBWTERAFHEEZREIRAT LI LA, VNV FF¥—¥ 7L 7
7% Imgks THRE XIZEERE L THE W0mgkg ¥ 575 BEEMELZTO) L BAETH-
o =, AVFF—ETAZ77 DRAE3Img/ke @B THEFRES L TroEHEZRETS
ZLIIREETH o, ABEO LICHEL L, HEEGEPOR IS cEsHAROA ) 7 ¥ —€ 7T
TrEEICEVEDONEREEIC B LTWE, ZOZ MG, ASMKO ¥ 7 A BV TRERSH
BIIMhOREEZEBBFERRFTRRWI LR EINT:,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

33  FEIF-EEE

331 h=HAHFILERAVE: 26 AMRERSSEHBRU 4 AMEEERR
Module 2.6.7 [¥ 2.6.7.7. D], P07 &8

GLP EA R R EEMRRBRICB VT, =74 ¥1iZ0, 3, 10 RV 30mgkg DAY 7 H—¥E 7
T 7@ 30 55H IV RS ARET 26 EMER L (13 E#RE) | 4 BMOERTER &R,

HERE DY L AT 34 (BB BEIMIEPSR) IZRTLBY So0BICH Y fHit i, Bihic, BE
B 7R R CHERDE )V — S — RN ERIR~OBIRT 7t AL dedry oy F2EF S,
FMETFCRELE, MET7 7 EAFR— FAEELESS, MEAR Y 7 22 AV TRERIR) H#
L, BEREREOMN1ERE BA®) (2, HRBHEOHEILRERUVH4LIEN-FE2, 3RP4HD4
PC #E5]ZF L, BooEE GHEBEO 20C 45, 82 RU3EEO 3L SR N5 4 BokE
3MCRUHE2ID) (T 4@8MOEEEMET £ THRELZH#E L=, 5 5Bk 1 CIIEHR A& TRIC
gL (F34) .,

£ 34 -0 HBORBRTY 1 >

L -
HE3 [ gsurans | cummess BB (mg/kg) mE& | BSER
. Ve it

1 3/4 212 By 0 mg/kg

2 4/4 313 3
MM | ma. 26:Em

3 44 3/3 FNVIE—EFILIF 10 mg/kg v

4 4i4 32 30 mg/kg

5a 1/0 0/0 B 0 mg/kg E. 58/

S Iv=HlRA

a BF1HOHTHIMHES 61776 (. BEFEGHT—TILHETZOLH290E (Fi3EESE) THREEP
W, BEEELTHE-LEHMES (162480) #HEL. LEBEES LG, o=, =L, TOHRODETO/ITA
—SRE1EOETOMOBEFHEERLAY Pa—ILTHEL-.

b HEHBRETEFLEDRDORERT.

SHEFEMIT, £, —BREEE (BEROFEFHMEST) | FE, FEREFRR, RBEEY
BER R, BEFAEENFHEUFREARFEOEMIC LSS ER L,

TK O MiESEHRRE, 1, TTRU169 B0 (ERENAE L, 6 RV 13EHKRE) OBE&OER
AIEGIZ 141 BE (B11ERE) OBEETH IS oHEICERLE.

BT LD TE AT A —FERER 35, RIKRUEITIRT, FELWERIZI Module 264422
H] (EEoo7 #8k) IZbiE#T 5, AV FY—E TA 7 OPERE#IZET S TRIZARREAMT
72, HEOHME L HICREHEOEERESEMIIEE L VT 7 AET Lz, fIERG®OR
ORI, HESEOTHET 3 mgks Tik 840 Fl), 30 mgks TiX 1339 KM Th-oi,
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2.6.6 EMHBROMEX
AUTE—E FLT7 GEGEFHEEZ)
1HEHOAY X —8 TN T7 7 OFEGEGEEIX, 5528 3 mgkg) T 20242 ugehr/mL, 55 3 #

(10 mg/kg) T 987.65 pugehr/mL, &5 4 # (30 mg/kg) T 3712.16 pgehr/mL ToH-7=, 71 H H LT 169
AEOAY 74— 707 7O TKIFHEEG% & TR o7, F£HET, 71 HHAD169 HH D
FVTHE—F TILT 7 OBFERIIVIERGZIZHR30%0 5 S0%EETH -7z, AV TH—8 7
7 7 DREERGRICB T DBRBEOEIL, 7V T 7 AOBME OISR OEHEIC L Db 0T
bolo, AV TH—E TNT 7 EZEEOIKTIL ADA UM O LFIC X5 fREESTRE SIS,

#=35-1HB : 3. 10X 30mgkg DAY FTH—X ZIL 77 E&MEHA =V 4 FILIZHEEZESED
FESaAXRT 4 O9RINTA—2 (n=6~7/M%/F. Mean=SD)

o 3 mg/kg 3 mg/kg 10 mg/kg? 10 mg/kg? 30 mg/kg 30 mg/kg
NIA=% it i r 1 i i
c Ly 41.84 46.21 + 254.66 + 252,57 + 690.64 + 721.89 +
max (Wg/mL) +5.63 7.10 25.00 26.47 70.08 114.39
trg (h) 816+219 | 865+219 | 11.20+£3.04 | 1244+2.80 | 14.19+346 | 12.59 + 2.15
AUC (ugehr L 186.84+ | 217.99 + 936.15 + 1039.15 + 358051+ | 3834.81%
(ug+hr /mL) 21.59 45.34 110.62 187.73 255.27 513.45
AUC/HE 58 62.28 + 72.66 + 93,62 + 103.92 + 119.65 + 127.83 +
(ug+hr/mLimg/kg) 7.20 15.11 11.06 18.77 8.51 17.12

BB CrocREMAEE., tip=fRKEEE. AUC=ERE XM E THME L ISR E-HRhig TERE
a n=6/f*
b IVE#HERS. 30 2

%£36-71HEB (6EB&’E) :3. 10XI(F30mgkg DA ) TZ—E ZFILIT7EMBEH =V 4 FILIZK
BEREREO X AXRT I RINTA—E (n=7/4%/E%. Mean=SD)

o= 3 mg/kg 3 mg/kg 10 mg/kg 10 mg/kg 30 mg/kg 30 mg/kg
INS A—4A
i
c e 32.78 38.94 + 199.68 + 194.54 + 121474 + 625.54 +
max (Wg/mL) 8.62 545 62.87 3253 791.93 97.59
tuag (h) 676+552 | 490+329 | 8.06+1.88 | 7.86+328 | 493+205 | 585128
AUC (uaehr /L 11393+ | 12220+ 701.29 + 726.31 2703.09 + 272463 +
(ugehr /mL) 64.75 64.05 153.44 248.77 308.02 394.36
AUC/HE 58 37.98 + 40.73 + 7013 72.63 + 90.10 + 90.82 +
(ug-hr/mLimg/kg) 2158 21.35 15.34 24.88 10.27 13.15

BES : CrocBRe MARE. tip=iRREFY. AUC=ER XM E THME L MG EE-HREghiE TEiE
a IVE#HES. 30 2
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2.6.6 EMHHEBROBMEX
FVITE—E 7ILT7 GEGEFHEEEZ)

#37-1698H (13mEBE#KE)
REBERZO XS AXRT AT RINTA—R (n=6~7/1%/E:. Mean+SD)

03, 10X 30mgkg DAY FE—H FIL D7 EMlEH =0 4 HILIZ

o 3 mg/kg 3 mg/kg 10 mg/kg 10 mg/kg 30 mg/kg? 30 mg/kg
185 4=4 i it i e it
c "y 26.80 + 33.20 + 216.81 + 200.63 + 728.83 + 707.09 +
max (Mg/mL.) 11.69 9.36 70.73 44.93 148.04 153.05
oo 275+ 368+ | 634+499 | 10.00+7.12 | 477+164 | 7.86+4.00
w26 () 2.40 3.88
AUC (waehr L 97.59 + 98.81 + 601.84 + 74121 + 2344.14 + 243422 +
(hgehr /mL) 81.36 71.38 283.70 317.13 837.70 837.04
AUC/HE 58 32,53 + 32.94 + 60.18 + 7412+ | 7814+27.92 | 8107+
(ugehr/mL/mg/kg) 27.12 23.79 28.37 31.71 27.90
S : CraccEe MAEE., tip=fRKEEHE. AUC=EE KR E THME L -MEEE-HREME T A
a n=6/f

b IV#iRE. 30 5

AR ] P

3MCOFHESMECRFEHR LT, T OITHEBRRBEOENICER L TREY . BT+

Hizc#Ed5 L lbhiz, 7V 75— 77 7 ICBEET AR CIINTIORERETHREO Lk

Nz,

P 55 391 P e MR IR o D — iR IR B SR 1S

DFEBRP @ Te, ZIHIEBFERT,

BE L7722 E B2 BT, DM iR

ST FENCTEN 2o 72 2 & bR G BEE

BWT, BEICEET BT o7, 5 HIM
H. 30 mg/kg/[EIRE T Xt FRERIZ EE NGO RSBl (B 2/7 VTR O 2/7 D) KR OMEERZ2 L (7 3/7 L)

IREFEREICBWNT, 4V 74 —8 77 7 GBI HTRIZA DN h o T,
BRI T — & (IRFAAORRAL, REESR AR, MRAA LRI R ORI D /ST A —
) \THEL THRAE T N E A3 BRICRRRE TH o7z, BRFEYR/ ST A =2 TV DA E

ZEDFRD BAVIZIN,

ADRRED/NE W,

BSOS 720

FL<IX 8 HHDESHIIZ

R T I2E CORBBEME -T2 2 EN DG
EFTH, GEOE(L., FREORTR) b, BN &L O
L7pWEEZ L,

HEDRED 5

nie BFEEZEHY IR L) 2enb, AV TF—E TV T7 7 REICLDBEOLRLOTHL EE

Z bz,

RE, (REHINE

277,

mn]

. AR B EE,

PG O T —T VR E

(i A& P IPE

HlHg K O B RO A

(ZRE L7 7 — 7 VIR BRI R S AT i ds |

BT, HEICHEET S

FNL O BEAR R RO A Tl B NIEORHEL, P
CHRT D RRHEVERETE) |

RBITTR

BRHE(E

1 AR IE

~ 7 n 7y —VHRNBCHA, WEFE, MO SFEMERIE UM IRMESIEDS R b vz, Th b OpT

RIIBEL T —T NV EHAND

BTz, BRI T O LT RIEMR 2
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2.6.6 EHHRBOPEX

AUTE—E FLT7 GEGEFHEEZ)

DN OIS AFAE LTz, 2D OREBIIHARN Y T —T VOR-BICEKNT 2 b0 L E 2 5, 38
R OEIEE N RIE TG ORBIL o T,

ADABEIX, AV X —8 7773, 10 XiL30mgkg #%5HCT29 HE (5 3 [ 5%) 2
DI S 47z, ADA HUIRHIERER G2 L 0 &k L UTEIMEmZ 2= L, 8 75 &5 13 FiGO [’
THURMIA e b o7z, Bkt (169 BEH) (2%, 28 B mgke) D2, 538

(10 mg/kg) @ 13/14 DL} OV 4 BE (30 mg/kg) OEFITHMKMmARE SNz, & 18 (A8 <
BRI 218 U T ADA T S e o7,

ARG T COWTNOMAETHEGICEET 2 AN A LNRnoToZ D, W=7 4
PUCAV T H—E T AT7 7 &2 28R T &, 26 M IV G L7z & &0 NOAEL X, faf Lok
= To 5 30 mgkg/[RITH-Tz,
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2.6.6 HEHBROBEX
FVTEF—E 7ILT7 (GEGFHEZR)

4 EinEiraER

AV THE =Y TIVT 7 OIEERZENETHE 7 1 7T AT ICH S6 (31 47 7 7 v o—SHERK
DOIEFFRIZI T DLW 25E Lt Sz, AU 7% —8 77 7k, FEOMEE (it
A N URTE) | ZORM T a7 7 A N OESEIF T OUSINANC LS < & BREE L OV R
JEER e E TSNS, BIFNIEET—BRMICER SN TB Y, @YRER/HFICEE LTV,
ICHS6 (2D &, AV FH—8 77 7 OB 2 M9 5 3BT LR Sl L, BimmEtE
ARERIE SN L 72 o 7,
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2.6.6 HEHBROBEX
FVTEF—E 7ILT7 (GEGFHEZR)

5 MARMHEER

ICHS6 A A7 7 /v v—ItHERMLOIEERIZI T 228l 12X, S FEEMLICE
WU, BASRPEICR T 2 G0N & 556 2 & | FERNRPARERBRIIRETH D Lt T
W5, ICH S6 HA & 2 AWM S 7172 EMA/CHMP/ICH/731268/1998 (213 [/ A SRS o5 s A
D AR O MBNEZ DWW T, BRI RE L OR G OBLE BRI+ ~& ThH 2 (ICH
SIAHA RT7A4BH) | Liddish b, E5IT, FDA OFEER T A X A
lNnvestigational enzyme replacement therapy products: nonclinical assessment ([ 5% i 7o i 15 TR BRSE -
FERRAREFAM) | (20194F) Tl BERMiFHIE (ERT) OIEAIDOIRTEARZ XFFT 5720 D0 A
PERBILRE LE 2N EEZ BN TWD,

UTFDORIZHESE A ) TH = TAT7 7 IZRARMIT RN B2 DT, HEEHITE R D
T2 E T LT D,

o T MR IILTO 60 HRIEHEGHRERI N ASMKO ~ 7 2 TD 3 A KiEHR5RR A5
oA ) T H—8 TILT 7 OWTNOIERRFMRBRIZBWT Y, AT A3 U < ITIEEE
PEDIEFTERT FIT A B o 72,

o FUTH—F T/NT7IIDNA EXGT HAREMEDIK Ve NgEA 7 4> I IV F—ED
WMz 2 B Th A,

o IR BUF DOREIE T BFNE K O AU 2 R 3~ DA IE 2 > TUL7R0,

o [FoMETIL DPH 205 L THIMBIMENISNA LD, AV T X = TNV T7 7%
FEHEE L- & S ICARENE LN ATEEMMEV, L7z T, FotlEz2 VWi EER
BiERTXRWEEZ NS,

o MR T 4 aAI Y F—F LB IINA & OBRICET AR ROFE LT 72
FERL. M TAWMEIIRBEN o, M T, AV TFEX—E T LT 7D T 7y —<ab Yy
T AREWRIET — F _X— ZAOFE T HEMH AW CEES D IR o T,

DLl ARIEETe AL Z 07 Th o Z & & BMERBRER, ROFIHTRERT — & X—2D
FRAFER D, BRI O EEE (weight-of-evidence) (ZHSFHiE LT, 4V F¥—F¥ 7 v
T EOBADY 2T PHINT 2 LV SRRV ERERR LTz, S BT, T oI —EER G
% & HERISEIERS D E C D v RetED D D720, NABRMREBRTER D H i RAE LN, L
Tl T, HFEEIE, AV 77X —8 77 7 OIERRD AFPERBRI T2 & L7,
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2.6.6 HEHBROBEX
FVTEF—E 7ILT7 (GEGFHEZR)

6 AEXLESESER

F N THE =8 TNT 7 OEREFRA RN A T 2 IR 2 e L7z, #UBRIL CD-1 v v AR
NZW U %% FWTEM L7z, IS IEAEM R O AE OB L TN 5 72 9 OFEAER) 7 B9 fE
B b,

e b O B OEMFEIL ASMKO ~ 7 A Th 53, AJlE CAE T VEAORE (FENE D
e, —I8HTE 0 ORDOENR DI K EEIENMR, KO EoRMB, AFENIT 2~4 20 A
i E CICEBN AR L OB ORENEL D) BHDHZ L. MA T, RET NOFERERY FxHRT —
B R—=ANRLGFONTT — 2 OFIRBRNETH D Z Ln, AEERRIC o~y 225D Z
EINTE RN T,

ShAEE) % - TR L M L T\ e, IEFEN & O T sh B Ee R ER i, BEICER
i L7e BB TR O TV DL EOFT-2IERITIHE LNV EZ X HiILd, ASMKO v 7 A3k b
D B ONEMET VT DM, AEFERERE &K O 007e R MG & 25 72 (14)(15). st
AEBRIZITEH TE 22V, ASMKO v 7 2Tl REIREORAD . HAERBORD, K EEPEOKT
K OKEFIERED R & W o T ATER DO RS S TR Y . WRTEE RN/ NS a b AT —/uE
FEDOHM BB 55, ASMKO ~ 7 A1 2~4 2> H i & TISEEN T L O FHIEE 2 BIEL, 6
~8 P HMTHLT T 5, AV 77X —8 77 7 TR 2 i L7272 (Module 2.6.4 [6.1.1
HIBH) | N7 7T 00 RE LU TOMRITEI R 4, R E RS8R RfEE R
ZEBRTHEIND, INHORFE, FERE L TELUAIEBIRMOREIIZETIZEDLREGDED &,
ASMKO DFRB & FAM S 41 5 R & g1k & Ok A IREEC T2 72 MR TEY 7003 1 308 ) 1< FE ki
TERNWEZEZDBND,

6.1 ITOoOWE-EEYVR

6.1.1 WM CD-1 YO RZAW-ZMRERVEKRE COMEMKRELEICET 5K
Module 2.6.7 [ 2.6.7.12 A], FER0510 &5k

A GLP i 52 R Aesklk L. EME Crl:CD1(ICR) (CD-1) ~ w7 A(Z 0, 3.16, 10.0 & T¥30.0 mg/kg
DAV T H—=B TNVT77%EHTIVAR—T AEE Lz, KBRO B, MM CD-1 v 7 A IZ[FEE
AT, R o R OERIRCNT CTA U FH—8 T 7 7 2% 5 LT & & OZ IRt K OVER~D
EEERINTHZE ThoTm, AL, ICHSSROIRENDHAT—Y AROBIZ—&HT5H XD
THA LT,

K~ o 22kt L, [RJE 28 H AT O [AE IR H & ORISR 49~53 H B OL55 F TR 3R
WEERBIZ 1 ERE Lz, M~ 22k L, A& 15 B2 6 REHF T L OERE (GD) 7HET
PR T IR E AR B LRI G L (F38) .
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2.6.6 EMHHEBROBMEX
FVITE—E 7ILT7 GEGEFHEEEZ)

% 38 - FERO510 SRER DA TH 1 >

58 | mE | mowm ki
HES HERME (mg/kg/[El) | (mg/mL) (mL/kg) B | i
1 *HERA/ £ A 15 D 0 0 8.1/4 Ve Ipb | 25 | 25
2 xt#83/ DPHI 0/20 0/5 8.1/4 Ve e | 25 | 25
3 A1) FH—+ 777/ DPHI 3.16/20 0.39/5 8.1/4 e pe | 25 | 25
4 A1 F4—+ 7L 77/ DPHI 10.0/20 1.23/5 8.1/4 e pe | 25 | 25
5 A THE—+ 777/ DPHY 30.0/20 3.70/5 8.1/4 Ve Pe | 25 | 25

S . IV=ERARA., IP=FEREA, DPH=C Dz v E RS 3 ViEESE

a 20mmol/lL ') VEEF R L, 5%FEEAKE. 100 mmol/ll * FA4=>. 0.1 mmol/L EDTA (pH6.5) % IV$#%
5,

b HERIERE PS5,

c WR—35R#%E,

d 7xvE RS ViERE

e DPH®D# IP#E (XMEMEXIIBEERMERSD 10~20 281 .

FERBITEEOREICESEFHE Lz, 5 2~5 IR, 5 2 R GLIEOHBRME &5 10~20
SHNCDPH % IP# 5 L7c, 2 TOYUARHEICFR LEGEEZ T DX 0. & 1 AT R ER S
D 10~20 AN AR % 1P 5 L7z,

AFRBRTIX, ABSE, —MIRRE@IZS. (RE, REZL(b, BEE, MEMRN, Rk O ihane, B
AETHREREAT  CR5FOIEEYIE R ONREE) | IFB R OV OF A, HIRAT AL, #8F B &7 QNS BRAR AR 7
AR A A 3T L 72,

HETIE, 3.16, 10.0 X1 30.0 mg/kg BETENZEIL T, 4 KOO A EELHAZICHLE LTI,
IO I G4 3EFEUANICRILL, LIE LI fRiREEOJIT R a2 tE-72 (fBisk & LT,
10.0 mg/kg #E> 1 PCCIEER 23 H H OGRS L THLINTT)  HEHZOFTRRE,
REEOEFEUFTRE T2 D, ZRODOREIEA Y T X —8 T 7 7 FHITKR 28 s
WERT 5 LB 2 be, HEHEOREIZIST 2SR RS 2 — KRBT RS 7 b7z D13
LTHREHIOATHY , BIEI O T, IREE, SRR, EEIJCHH, HAlRFm R O ) MR
WA UTe, BHERFIRRRE £ CTHEMF LR O —MORIEFT R & LT, 30.0 mg/kg #f CIHEEO TTIEE, JEE)
K. BEEB O T, R, SRR L CREEREREI L., Znbi3F ) 74— 717
7 B GACK T DB SOSICRN T D B 2 bz, BEORE, (RERNER CEEICBW T, 4
U7HE—B T NT7 7 ICLH8IE, MLV TNOHETHRD bR o Te, ARELHTE H K,
RRR, ZREROWREERRICBWTA Y F¥—F 77 7 [CEET 258137 < . HIRET I3
SN ote, FT/3T A—4 (R ERESOR ESVE R O HIRRBOR RE) B0
THIV T H—E TNA7 7 IZEET HEMEA LT, B EEE MERORBEEG SO A TIEVvg
NOABETHLAY X —F 77 7 CBET AT RIT e~ 7=,
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2.6.6 EHHRBOPEX
AUTE—E FLT7 GEGEFHEEZ)

HMETIE, 3.16, 10.0 2 Tr30.0 mg/kg #ETENZEIL 6, 4 KON B EEGHZIZIHET L TRA I,
INODORTIFTAY 7H—E TLT7 7 #5521 5% G 1R 29 0H%ICHBL L 7o, —MIREDEME
TR EMEST-Z & IR D, TNOHDRLEIIA Y X —8 77 7 B 53T Dl
JSCBET 5 LB X b, BEREOMEIZIW T —BOIRIERT A3 B AL 7o D 13E L CHE L3 R X%
FHEANVZRFEB OHTH Y . BFREB O T, HREBOTTHE, H RO MM, HECHH, Bty
T OB AR SRS Slz, ZhbidA Y X —8 T 7 7 G D R R R K
LEFZZ BN, MEOKRE, KREHMER HEEEICKBW T, 30mgkg FTOHETAH I 74—
TNT 7 ORI bV o T, REATEAK, RBEE, ZhE, HEEETOICIVEREOFE
DIRFGA—=RICBNT, AV FE—F TIL7 7 ICEET L BIIAONR -T2, WThOHET
& I B AT R Dz oo 7z,

Ub, #VFE—=BTNVT7 7 2&E5 L TH, M~ D 2O KU aied L <13 GD 7123 L
T~ o ZADOFEYIHANT A —Z LRI/ ST A — 2 ~DORBI I o Tz, ZUHDOFRERND, R
i K OBEMI R B4 ) FH—F 77 7 D NOAEL 1%, #at Lizfk@mMETH 5 30 mgkg T
HoT,

6.1.2 CD-1 YV RZRAWLIE - BIRFEEICET 2F4RER
Module 2.6.7 [# 2.6.7.13 A], TER0694 55

IR« BRIEFRAEICEET 5 GLP A w3 tEiBr I3\ ¢, M Crl:CDI(ICR) (CD-1) <~ 7 A2 0, 3. 10
KN30mgkg DAY FX—8 TNV T7 7 &2 IVE—T7 AL Lz, KRBOBIEL, ICHTA K74
S5(R2) IZHEML L 7=FRBRT V1 2B\ T, AV T X —F 77 7 MR CD-1 ~ 7 A KOS - JRIE
DORAEICKIETHELTMT 5L Thote, BT, RMICKIT LAY 74 —8 777D TK
RT A—HERE LT,

WHRME CHHA N T H—E T T 7 ROV RWE 20 mmol/L U ) b U 7 AL 5%FEH
FBE, 100 mmol/L A F 4= 0. mmol/L EDTA [pH6.5] ) % 0, 3. 10 %X T30 mg/kg/H DHET
GD 6~1512 1 A 1[al, SMURBEIRNS IVHR—F 25 L7z (F£39) .

Property of the Sanofi group - strictly confidential Page 64



2.6.6 EMHHEBROBMEX
FVITE—E 7ILT7 GEGEFHEEEZ)

% 39 - TER0694 SHER DA TH 1 >

B
B2 BE BERE TK/ADA
HES wERME (mglkg/H) | (mg/mL) | (mLikg) | #5588 | IHR | HBvad
1 xR £ RIS KD 0 0 7.7/4 vepb 25 5
2 *tR4/DPHE 0/20 0/5 7.7/4 wvenpf 25 5
3 |AVTH—+¥ 7T 7/DPH® 3 0.39 7.7/4 wvenpf 25 20
4 |FYTHE—+H 7T 7/DPHE 10 1.30 7.7/4 venef 25 20
5 |A#VTFH—+ 7ILT7/DPHE 30 3.90 7.7/4 wvenef 25 20

BE : IV=E3RA. IP=IEEEAN., DPH= 27z 0 RS I UERIE, TK= £ ax T4 7 X, ADA=REMIIK

20 mmol/L 1) VEEF MU DL, 5%FEREAME,. 100 mmol/L * FA =2, 0.1 mmol/L EDTA (pH6.5) # IVi#&5,

H$BERIERE IPHRE,

IV iR—3R#&5,

TK B U ADA AIERBEIE TKIADA sHED A IZB L=,

DIz VERSIUERIE-F IHTIXGD 14 ITABMERE GEEIEDET) AHdhf=f=H. BYDLH
(FE1~58) OEYDOEEHRIZANT. dBMEXIIHBRMEDZEHIZ DPH X IZ4ERIERE IPREL

1=o

f DPHIZIP#HE (MEHEXIIEBRYERSED 10~20 281

D Q O T Q

AR TR L 7= 8 R 7 A — 2 ROTEH TR OB Y« A58, —HCRREBLEE, (KE, TR TE
Hb, REEINE, BEEE, WIRBEI NCIIR K O oM, RILOMAETEBIX, FMEL. M,
(R N NBRR A X OVE SR T o T2,

TK BREBABICE D (T SN2 TOREN S, GD 12 O& 5 0, 2 5% 10 5N 1, 2, 4,
8 Jo I8 24 f 741 TK K& Y ADA 3l FH o ifn i skt & B B L 7=,

FVTHE—E TN 7 ICBET R T e o7, ARBRCI 12 40O ESEHIRBAEEL, 96
FEEDS 1PL, RHEC 11 1F (ERBRAEM 9 ILE O TK sHli 7 7 4 hEW 2 L) Tho7z,
FRE (RHREE) oM 1VE (TKFHMEAYT 74 FEM) 23 GD 121238 L TRA S, EOfh,

3 mg/kg/ HREDOME 10 IT23 GD 12~16 [ZFET L TR I N2, T O ITmEHE SO IZBE S 5 Al He

PER o Tz, B ARE (10 mgkg/ HHEE) DM 1 VEANFHEIZAE HICHPE LTz, 25 1 RE CoHIREE) ROV
FEEMIE VTS REEMW OMEICE X H 2 7o, R C KR OUBIERSICER LW E B2 Hh b R
FEIZAV 7H—EB T A7 7ICBEHELRNWEEB X O, ZOBBITIROEY 1) BB HEERFN

Tz, 2) FECITRREECHRE L7z, 3) EREMWELEE O I AR L7z (BHEE B ARIIE

~ 7 AT TR~ U A ERIE L) o ZOMOETOMMKIL GD 18 OFFHMZERR F THEF L

72
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2.6.6 EMHBROMEX
AUTE—E FLT7 GEGEFHEEZ)

AV T =8 TT 7 BT D fRREEATLIZ, GD 14~16 12 3, 10 2T 30 mg/kg/ HAE (Zh
T4, 4 LONTIE) CIREMEDIK FRAOLNT=DORTH -T2, ZHUIA Y 77X —¥ T 7 7 K54
(TR S AL D @B ESOS IR LTy,

REMW) OKRE, REMER OEBREICBW T, SRELHRLTH) X —8 77 730
NORBETHEEL KX S ehoT,

GD BIZA Y FH—FB T A7 7 HE5EHO 16/58 P (28%) THIWVGEFRMESICAFEO b7z, i
IREOSEEDEE 3 -E (3 mg/kg) @ 9/19 VL THRD HAv, HUAAMIL 1:100~1:800 DFiH TH - 72, % 4
# (10 mg/kg) TIE, 420UETADA BBEMETH Y | HUBlIZAT 1:100 Th o7, 5 5HE
(30 mg/kg) TIE. 3/20 5T ADA 235 TH Y . HUAMIZAT 1:100 TH -7, ADA DIEHLOF
% 24RO MER A Y 74 —8 77 7IRE (Com) ITHEZRITLTEHY ., HUEBEET
B o TR TR K 13%0 Lz, 72720, ZOfRERAEMINT 2B821X, ADA OEFIN DV ETH
ST E RPN CunDIESDENKENDSTEZ EIWCEET I VNELRD D,

IRt~ 7 A2 D TK /3T A —Z HERE R 2K 401277, 7 LWFERIT Module 2.6.4 [4.2.3 IH]
(TER0694 #BR) (2 Hit#id 5, EAMETEE T 7 7 A4 WS & 1R CD-1 = 7 2 Tl
IR i & 72 > 72 DI 0.033~0.166 FffE#% (B 54 O fIE1 I3 2 [B1H OFEHEIRE ) Th o7z,
Comax 2 OV AUC 04 [T W IV B IR ITE R ELH) LTI L 7=, &M 1044 (3 mg/kg/H 25 30 mg/kg/
H) 12725 &, Ciald 11665, AUCo24 X 1LOFFITHM LTz, ZNHORERND . FK 30 mgkg %
PEIRE CD-1 = 7 ZAKEB G LTZBE DAY F X —F 7L 7 7 OFME R VMOV TR 5122
D3RR EN GO LIRS,

£ 40 - 3R CD-1 ¥ RIZ3, 10 XL 30 mgkg DAY TH—E FIL T 7% 7TRIZEEZD TKINS A—4
(n=2~17/B5 . Mean)

3 mg/kg 10 mg/kg 30 mg/kg
NRTA—4
(n=4~17/8 ) (n=2~15/B 1K) (n=2~16/B%5X)
tmax (h) 0.166 0.0333 0.0333
Crmax (ug/mL)a 35.2 176 409
AUCo-24 (ugehr/mL) 83.1 278 916

mﬁ"? Cmax— I_JIEJ# tmax— _lél_ J§§|Ji¥5¢f|aaﬁ~ AUCo.24 =0~24 E#Fﬂﬁa).mllﬁqjiﬁg'ﬁiaﬁﬁﬂﬂﬁﬁ?ﬁ*ﬁ
a WR—3 X5

HIRE, REEMIC ARRAT AT S 72 o 72,

TR B R NIRRT O/NT A—2 (IR, FREAL, FERE. - RIEOARF,

FEWROERE L OB IEOMER]) ([2BWT, &V I X —8 77 7 IZBE#T 5 28I oT-, VT
H—8 TNT 7 ICBET DR IEONE, WIEK OVEEORTERLER L LR Tz,

ftiam & LT, MR CD-1 v 7 2D GD 6~1512 3, 10 XL 30mgkg DAV FX—E 7L 7 7% 1 H
1EIVES L THAETITA LN, BEYOKRE, KEENE, HiE 1B RIEOEFLURE
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2.6.6 EMHHEBROBMEX
FVITE—E 7ILT7 GEGEFHEEEZ)

DEE~DOEE L2 JRIROIE, WIBL OVEOFERER L RE Loz, BB ~DR 2
1%, 3 mg/kg PA B & TS IC R L2 IEEMEIR T (2 OS5 %R GD 14 &Y 1512 DPH & #%
5) ORBEN/EMLTEZEORTH-T-, TNHDOT—XIHSE, BEW LR UORAEICET LAY
TH—¥ 7T 7D NOAEL (X, e EE L TR L7 30 mgkg (2D & XD AUC4 13

916 pugehr/mL) Toh 72,

6.1.3 CD-1 YV REZAVHERNRUVHAERORA LV ICBEOHEEICET 25 HHR
Module 2.6.7 [ 2.6.7.14], DPN0380 75k

AR M O AR DFE AT NS RHADOHEREIZBA 3 2 GLP 8 # BRI 3B\C if Crl:CD1(ICR)
<~ A20, 3.16, 10 X OR30mgkg DAY FH—¥ 7L T7 7% IVER—T AFKE Lz, KikBio HEY
1L, ICH =#FAfn A K7 A > SSROIZ—E LR T A > C, AV F¥%—8 7L 778 CD-1~+
U A DR /M (FO) R OWMERAE TO+ (F1) OFRFEICKIZTHEEEHNZHRETHZ2LTH
>7z,

FO HEARDME~ 7 2K RE (55 1 KOV 2R XUTHBRWE (5 3~58) %, #Eitike A

(GD6) M HFERK 19 XL 20 H (3L [LD] 19 XX 20 H, HPE LK) XL GD22 (HELZR
Mo T BR) £ THRAIC 1E, AMURBEARN S IVAR—TF 2% 5 Lz, 2hfoR#mcit, kot
%5 B £ CHBRWE U 2 %5 Lish -T2, 77205, GD 17 XIE 19 ([T HPE L= Bk
L <3t o725 GD 18 1285 L e o 7o EIRICIZR D 5% LD 1123 L7, GD 18 12 5-1%
HHE L7 BRIk O# G- % LD 2 125 i L7z (R 41) .

% 41 - DPNO380 SRERDHBRTH A »

B58 | BE |R5ER
HES WER M E (mg/kg/B) |(mg/mL)| (mL/kg) | B5#E% | B
1 oLl Soer 0 0 8.1/4 | o Ipb | 25
2 *EB/DPHI® 0/20 0/5 8.1/4 | o/Ipb | 25
3 A THE—+ 7L 77/ DPHIE 3.16/20 | 0395 | 8.1/4 | v pb | 25
4 A1 TH—+ 7L T 7/ DPHIE 10/20 1.23/5 | 81/4 | e pb | 25
5 A THE—+ 7L 77/ DPHIE 30/20 3.70/5 | 8.1/4 | o pb | 25

BRS : IV=820RM. IP=fERERN. DPH=CD ok K5 = UiGEsE

a 20mmol/lL ) VEEF R 1L, 5%FEEEME. 100 mmol/ll * FA=>. 0.1 mmol/L EDTA (pH#6.5) % V%
5,

b £EBRIERZ IPRE,

¢ VHR—5R#&5,

d 27z E RS UERIE-F 2~5FICIE. FE2RBEUBONBYE X IEHEBEMERSE 10~20 24811 DPH
5Lz, 2TOYIRALPERICEALESEZ1T5&L5. £ 1HICIEIHEMERS 10~20 SRIICEERIER
#IPEELT,

e DPHDOH IP%E (IEMEXIHERMERS D 10~20 28I) .
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2.6.6 HEHBROBEX
FVTEF—E 7ILT7 (GEGFHEZR)

F1 ¢ (F) QIR E S L < I35 E O 2 B 5 L TR 67, R ok HhIc
BEFE (FENIRE) SN RASICIL 2N L CORBES N mTRER D 5,

FO HEANCTRII L7z /8T A—ZIXRO@EY : AL, —MCIRIEBIZE, RE, REHNE, BRSO
Blzz, BEMWOBIEL, IR KO- ORI QNS RO A IRBLES,

FI AT L 72/ 8T A =2 I3KR D@ Y« A58, —MRRBBILE . (KE, (KEIINE, S, M
RRE. ATEIRHE (B U AKKE, JEENEME L OCHEREMESEIL) | EHAE, FIRPTR., HEES O
B E I NN K O3 O R,

FO HARD~ 7 A TIHE 1~5 HETENEIL 1, 0, 5, 0 XU 2 PERNLHF I T L TR N,
BHEET, 2O TITHEG 1~2 HUNIZHE L, LIXUIE—BIRIEDOEMEFT R & L CHZEH)
OTCHEXIIR T, HflmemEk, M, PEEONK (RERIREICESL) | EOF bR O R
JERZ e o7z, R DETERE M OC—BAREBOEEFTROMEN S, T 6DRTIFAY 74 —E8
TV T 7 EEICH T MBS ICER T 5 LB X b,

PRI Mo O L AITRT o oD FO HHARME D AR ER e A BRI &IV T, 10 mgkg LA EDOH&ETA Y
TH—Y TIVT 7 DEBIH LN 2o T0, 3.16 mgkg BET, EIET OKEMM (GD 6~18) LK
IR AR (GD 0~18) TORENM) OFLEREIGINED 0 mgkg #E GE2 ) ITHANMRETH Y,
BHEOHIM TIIFEIFRICAR L oo, AREO—MIREEFT ICES < & REORMEIIARE TR
LAY I H—8 TIT 7 BEITKT D MBIESONICER T 5 & B2 bbb,

30 mgkg #f (55 S#E) T, SLERZATLIREME (S0 Mo B 1~4 B TZEREN 0, 1,
2 KO3 IE) (ZHAIN L7, & BIT, ABEOREEY) 2 ITEO 71325 T —MIREEFT RO 728 LD 5
~21 DI LEFK ST, 30 mgkg BFETIZHARE (PND) 5~7 B H KON 11~14 B HOHIRHIZI W T
HAEROAFRNGRICED Lz, HAERECIE, 4V 7 X —8 77 7 Ik D s 23 7
T OHPFER DB ICHE LD LEX b, S HIZ, 3.16 mgkg #£ TiX PND 15~18 K TN 19~
21 OWIMICHAEROEFENAEICHD Lic, HAEREGFREORAIT 1 ICOREIICER L T,
Z OfEARTIZ PND 15~18 12 7IEDOF-H3FET1S L, PND 19~21 (2 —fRBEFT /. (Wi K P) (SR L
T OVLBEL LRI Sz, HPE LI-REW o8, IR, HEEREY &= 0 O L5 KL
BOAEIRE (EFERD 1IELL B OGN EW ORIk~ v 20%80) | FIER#, £FEE —EdH
720 OF OV OV E BN EROAFERIEREIL 3 04 ) 77X —F 77 7 E 5O CRIFRE
Tho, MHBETHLFE 2R L L_NFEE TR LN -T2,

F1 fitfff~ 7 22T, BRI 011380 - 72, Fl IR~ w7 21280\ ¢,

3.16 mg/kg BED 2 PN —HAIRBED BT RAC KL W PND 23 |22 S vl-, 2 H O MR RIXH %
HEEBOMT, IRig N, Bk (BIEBRICESL) | #ftiinE, RLB RO EROEE Th -7z,
IO DOEERTHR LN —HARIEFT RIS S &, BEL L, AV T X —8 77 7 ZAERBEE O
AWM PICHREE L7 2 & ORICBIED & 5 rIREMEIZERA T E Ao To, ABEORIORE 1 L%
PND 1192301 L CHA STz, ZORETH L —REFT RIZA Y 74 —8 7 v7 7 IZBE L
RNWEBZONTEROBHOARTHY , SERIIRHTH- T,
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2.6.6 EHHRBOPEX
AUTE—E FLT7 GEGEFHEEZ)

FVFH =8 TIVT 7% 30mgkg £ COHETREMICHES L &, FI RO~ v 212k
WTC, IROEE~OEEII R0 > 7« BEALE, FERTR ORI P o — iR iEBIE2, RE, (REH
DB R OMEE & ; MR ; ARIRATEN NI ST X —4& (A FES), BB UTTE Y AKek
B RELR OV DT A —% 5 FIRRETH ; 48 F B & OSBRI R R L & 5 75 EOIBH & ORIIE
INT A—H,

fame LT, BT 54 ) 7% —¥ 77 7 D NOAEL I, f&aH&ETH S 30 mgkg TH
o7z, REEW O ATEN NS DA K OFEEIZ B % NOAEL % 30 mg/kg Tdh o7, Fl HARDHEME
HAE VTR L7245 AT A—Z OWNT B W TH A Y 74 —8 7T v7 7 |[ZBET 5 28X
2o T,

6.2 JE(FomE—NZW o4 ¥

6.2.1 NZW o9 Xz - RIRFEICEAT 5 FHHR
Module 2.6.7 [# 2.6.7.13 B]. TER0698 55k

iR - JR ) (B89 % GLP i B ik T, HENZW 912 0, 3, 10 2O 30 mg/kg DA
)7§~?7W7f%W%ﬁ§5Lkoﬁﬁ%@ﬁ%@\EHE@%Wﬁ4F§47$mﬁ’*ﬁ
L7zl T A T, AV X —8 77 7 PR B W N IR R OMR R O A ETREE
M52 Thote, BT, IV THXH—E TNV T 7D TK/XT A —FZJE Lf:o

PEHRME NZW 7 125 PB4, 5 >OFERBRMER G 1B~ S#) 1225 LT >IEERIZHI Y
1772, DPHOMER Sz &2 BE LT, TOBRICHBE LTDPH &G %2179 7200 > H D%}
MEE GE2HD) ZRELT, SO ISIEOMEY X%, TK % 7AiM BT, 520 H&E#f
(5B 1 BE~26 S HE) IS 3ILT DIEIERICEI 0 )7z, dRRMEC A ) 74— 7477 0, 0, 3, 10
KO 30 mg/kg/ B XIIRTBYE % GD6~19 £ T 1 H 1[E, £ 10 5MEHFHELZ, 7B
TR BEURE S 705 7 @EmtﬁmI»meygﬁé&ﬁﬂ%kbk#\%%%Lﬁ%émﬁ@oto
BEREIT 7.7 mLkg THY | EEOEREAERRICES W THEAFEINT (F42) .
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2.6.6 EMHHEBROBMEX
FVITE—E 7ILT7 GEGEFHEEEZ)

% 42 - TER0698 SHERDHAER TH 1

B
BEE RE |BRERE TKIADA
BHES HERME (mg/kg/H) [(mg/mL)| (mL/kg) | ®5#FkE | EHR SUEREE
1 *tERa 0 0 7.7 Ivb 25 3
2 *tEaa 0 0 7.7 vb 25 3
3 ) TE—E TILT7 3 0.39 7.7 Ivb 25 3
4 T FE—ETILT7 10 1.30 7.7 Ivb 25 3
5 FTYTE—ETILT7 30 4.00 7.7 Ivb 25 3

BS : IV=E3RA. IP=[EEER., DPH= D 2 0B RS S UERIE, TKe X2 ax 2T 09 X, ADA=IEYHIK

a EERYIERER : 20 mmol/lL V) VERT R DL, 5%FEHEAHE. 100 mmol/L A FA =2, 0.1 mmol/L EDTA, F§t
FA¥sEK (USP) | pHB.5

b 10 HREE#HK IViRE

FHIE 1L, REMOAESE, —IREE, IR R OMKREZ L, BEE, WIRAHIRETA, I LD
FEH O, RIROMRI R OMRE, &, NIBEOVEHSRE, FFaxxs 7 AT A2 KN
ADA Th o177,

TKRBRICE D (11T 722D, GD 12 OG0 (0RFHE) . 52 K10 5%, 51, 2, 4, 8 &
O 24 REZICERIML L, A 74 —8 77 7 RE R OEREZ HIE LT,

F7o. TKEBREEOMEN D GD 6 DLl (0KfH]) KU GD 12 OG- 24 Fefil# 28k L, My
ADA OFHEZHIE L7,

WTHOBEREIZBWTYH, Y X —F 77 7 |[TBE LSO T 1L b o T-,
FHEEIL, 0 GRFRR2) | 3. 10 XY 30 mg/kg/ H EEHGREDZNZE4 4 PE, 3PL, 3K N2 LT
GD 19 7% GD 26 OIZERD H AL, TOBRLEIL ST, £72 10 mgkg/ H & 5-HED 1 PL23# F )5
TREBIZRMI M Lz, 2O OEKRORET, 1) (RBECTHRAE Lz, 2) HEEKFETIZR 2o
7oy 3) B G BRAART TP G- BHAARE) & Be 5 & 2 D% & Tkt L 72 IR E D & BT R OB oK
T Lz enb, AV TIHX—B T A7 7 L3R THDL LB DT,

3. 10 KON 30 mg/kg/ AR GRETIE, A4V FH4—F¥ 77 7 ITEE Lz —BIRRE 2L 358D BTz,
BEERMIZY, GD 6 22 Haf EUIBR T & H £ T 1 FIPL BBl s vz,

B 5, REM O R EINEITRE X5 0z, HEHIRTH GD6~10 ORFEM) F-Hk
EAEAL R II R IREE T 54.0g DN TH 720 L bl LT 3mgkg/H T-126g TH Y, 10 LW
30 mg/kg/ H B CTIE FREED Z A 100% K% O 88% T~ 72, GD 16~20 [ CTlERkEI) O TR 28
b1 3 TN 30 mg/kg/ H B G- CTENEA-29.6g L TN-5.5¢ ThH 7=, 3 mgkg/ HHEGRETIX, &5 HIM
O BRI K O T RFICARE D D338 =720, R O SEBRES R L, GD 6~20
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2.6.6 EMHBROMEX

AUTE—E FLT7 GEGEFHEEZ)

J OV GD 6~29 [ THIFBEED 28% KL TN 74% T > 72, 10 KO 30mg/kg/ H e 5-8ETld, < FREE & Lhlik
L 72 GD 6~20 X T GD 6~29 REENV IR EZ L&D, £ 109% K% Y 79%., TN 107% M OF
104%TH o7,

F7o. BEOVEEEE L EGEHHP OIS SE N RKE D o572, GD 6225 GD 20 OFIZEIT 5
3. 10 U8 30 mg/kg/ H & G- EFEORFEM) BT EIX, SHRBEOZEH 78%. 91% K 1N 97% Th -
7oo 3 UM 10 mg/kg/ HERIZ 1T D G- HIRIN OEEHEETEIX, GD 6 225 GD 20 £ TOREEHIFRE T
SFREED 72%~92%F TOMK FAAHIT=, 30 mg/kg/H D GD 13~16 2 18 GD 16~20 12381} 5 -
BRI T, TR TNEEED 84~91% Th > 70, BHHIMK TRIZEENRLLNIZHLDD, 3,
10 X O30 mg/kg/ HBEO P BEIEITK T L2 ETH Y, GD 6~29 OO XA &I AL D %
NEI 90, 90 KN 95% Th o7z, REM OB EIRTIX, BEEE TOLL B D% T
KT 2 R EI N EDEBALNFRD HZe o T2h, MTHAEKRGFE T oz e, 4V
THE—=Y TNTFICEEE LW EEZ BN,

B L2 CobE (3. 10, 30mgkg/ H) OIERMESEIT, SRAERIEIMS, b4 745
—® T T 7 OBEBHHER SN2, GD 12128\ A Y 7 ¥ —8 77 7 &5 R1E 7 VEF 6 PEA
ADA Bt~ L7223, ADA OfEFR E GD 12 TOA Y X —1 7V 7 7 BEEE & ORI S )72 F3 B
72072, tmax 1. 2 TOREMIZINT, IV FHEE & TH 2 XL 10 7O0NTNTh o7,
S A Y S H =8 TV 7 iR EE 3~30 mg/kg O A BN A LCTEIM L. (3843) , F
ZPEE 3. 10 L O30 mg/kg/ H TEALZEI 6.36, 8.00 KN 891 KEfl CTh -7z, FH27 VT TR
filllx 3. 10 %Y 30 mg/kg/ H TZIEHL 513, 5.01 2N 4.73 mL/hrkg Th o7z, RO EEIEIL
3. 10 X O*30 mg/kg/ H TENEIL 46.1, 58.0 21 60.8 mL/kg Th -7,

= 43 - 1R NZW 99X (A1) TH4—+ 7L 77 3. 10 XL 30 mg/kg & 7 Bix5%D
FESaOXRTF LI RINSA—E (n=2~3/B5 5. Mean)

3 mg/kg 10 mg/kg 30 mg/kg
RTA—4
(n=3) (n=2) (n=2)
ti2 (h) 6.36 8.00 8.91
Crmax (Mg/mL)2 114 370 1180
AUCo-24 (ug*h/mL) 598 2000 6350

BBS: Cra=REMPRE. tp=#RFBAA. AUCo24=0~24 B D IMEHIRE-FE R TEE. hr=KH
a IVHEfiks

IV FHE—Y 7T 7 B EAEME D 7 P8 6 PLIL GD 12 T ADA Bt 478 L7228, ADA Off
RLGD 12 TOFY FH—F 77 7Igig & OMIZIH ORI -7z, SEHIt A4 74—
Y 77 7 MR BT 3~30 mg/kg O F BRI LB LTI L 7=,
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2.6.6 EHHABOBEX
AUTE—E FLT7 GEGEFHEEZ)

HRIF O WIRFIBLESFT 0, U « 7537 A —2 IFREROBEZICB W T, WTInokh &
THAVTFH—B T NANT 7 EGORBIRD N hoTe, AV T H—E T 7 7 OF51%, IBR
DI, Nl ITEREDER & FEORAERIE Lo T, BT ERGHTRBRE TH-
72

PLE, R NZW HE o4 ) 24— 77720 HE1D . 0 fRE2) . 3. 10 KX
30mgkg/ HOMET L H 11, K10 0HOFRFEIC LV IREG Lz, WThoREEICBWTH,
REMW ORE, REBNMER EERICAHY 74— 747 7 [CBE LI EBIIRO STz,
REEh ) O SR ARG & J OVEAEEE R, WITNOFAERECHRE LT L, 3 mgke/ HAETIEHE
BRI B O G HARTHE T IR T3 A BTz, 3 mg/kg/ HRETIE, 51RO BRAAES K O%& T HRIC A
HBEDNRRD T2, HEWOFEEREN RGP RG& TR O2AZE L TRETH -
Tl ZNLUAOHERETIIRO b oTo, XA ETIFEE A EORECHENBILE I N0,
IO OFERIT, BHBERTUIERGBRMER) O 5 K O 54 7% O I 238 L Thikie L 72K
D R B RB R ICHRE L b0 EEZ BN, LB T, AV THE—E T AT 70D
FEMIZ 3T 5 NOAEL 1% 30 mg/kg/ H  (AUCo.24 1% 6350 pgehr/mL, Crax 1 1180 pg/mL) Toh o7z,

IR - BRIRAEFRELE R IBAEICAY X —8 77 7 ICBE L ZZETRO T, WIT ok
HEIZBWTHA Y 74 —8 77 7 ICB# L2 R oS R, NIB R OVE RS S 13380 i ns o
7oo LTED3o T, FEAEICKT 5 NOAEL 13 30 mg/kg/H Th - 7=,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

7 BRI

BFRBHERM L LT, I=24 FATAVWRERGEERR (3310, o7 #ESR) o
TIV S BLOARBER VHREARFENFMLER L, AV F¥—E TA 77 REICEE
THORRIERED b T,
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266 BEHBOMEX
AYIH—E 7LD 7 REFHEBRR)

8 o=t
AV FHF—F TA7 7 IiAMmiEREME A #d LA, BYELAEoFEMIZERL Tz,

8.1 E b2MmZ%ERAL: in vitro M#ES 58
Module 2.6.7 [# 2.6.7.17], 009 &8

AV FHE—ETA77OE FEMFMEKIZHT HENEE inviro TRETLTZ, FERIZEETR
pHTH U FF—F 7oA77 PRMROBEHB - FET SAREA 7 I3z 2K GELT
R A 5| R ZTHNEM oIl E L=,

FAIZ O'Leary & D HEIZFE S T2(16),

F invitro RO EEEHT T, 1.1 mgmL OEBETH Y 7¥—E 747 7 OFEMESEIZERET
ot

82 #HNIE—EFITFOOY FHERE

821 ASMKO TR F#AW-HFRMNERRESHHB—T ) IIF—E FLI700y FHE
Module 2.6.7 [ 2.6.7.17], [JJ0372Pnp 35k
Module 26 7 [# 267.17], 02784 #5
AV FE—F TIT 7O g Eo o FOBET o7 7y A L ERET ABENEERBRLE
L7, ZokEEERIT, RS otRA Ly NEOELSEZE2HRTH-DICEE L,
ASMKO = 7 Al 7ICIZ 20mgkg DAV 7 ¥ —¥ 7oA77 0y - R % EE IVE—F A%
5L7 (W0372Pmp#EER) , AV F¥—FE 7 Ar7r0ony VR E ZCHETERETSE 4K
MERICECEZ ST 2 L BLATORBRTHLMIEN TS (2227, J0047Pnp HERSR) .
AN FH—E TAT7 riE 15 BEE, v 20— REBICEOTESTRAREHE L, 70Cd 3
IECEEOER, 2[CTEEDOERSALNE, ZTAOOMRIEIAY 75 —F 77 7 &5 17 FH
BIZHA LI, 4RENEMICERZ L, FV XY —E TA778RE 2 REEIZERY O3 L TE
EORERNBA LN, TO®RINLERZER L, FHRFORBFRL LT, BIBOMEX,HiRE U5
BB LN, —BRBOBER RN AR R Th 5 BI% ol fiiRE UiRefkit, 4V
FHE—ETA7rOoy IR E 20mgke DFAETHRE Lz (2221, J0047Pnp HERESHR)
IO LNEFRIC—EL TV,
ARBENETT, vy ' AP A) 75— 7L 7 7% 20mgkg DABTHRELZEZA, v
> I PECEE (BENLEEOEREVEIEORERR) BEHLE,
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AVFE—E FLI7 REFHARI)

FEROEE T, HMWS-A ) 75— 747 7 &P 10%+KH (83%) THHe > - P
ASMKO v 7 AlZBi5FET w774 %, HMWS-A V) 7# —+ T/ 7 7 SEH 10%#8
(11.0%) Thsev I :EEL- (o734 35 .

i ASMKO =7 A cA NV 7 —¥ 7177 (uy FIRXEZ R %3 33 10mgks @
HAECTIWVA—FARELE, E1EUC3I#H (el 3oy F I ETNAEFRIET
10mgke DHABTHRELE, E2RU4E (FHSE Ziiey M T T3 RV
10mgkg DRBRTERE LT (R4) .

44 P23 REBORBTY 1 >

Ehndk " #E5E
BET | o wRMR 0 morka) Ak B5EH

TNV IFE—E FILIF!

1 4/4 ov - N .
) IFE—EFILIFI

2 4/4

B - I
TNV IFE—E FILIF! HERS v
- 7

3 4/4 nwk o
) IFE—E FILIF/

4 4/4 0 - .

BEE - M=ifE. F=H. IV=RERA

4 HBICEFAIZPZ CO I TERER L, TOHK, ETo#HILET I F, MiRELFNRER
A bAoA /B2 o2 HRIER (i - #8380 Multi-Analyte 7’2 7 7 o /L) O i % H
Lz, Mmoo, 2Flic oW THlfka EhE Lz, —HoMAIREaasEaffimA & LT 10%NBF
PCRTF L, B 1 RV 2HOAOIBE ERO—HIZAT ¢TI CEEEOIT

(MetaMorph E{@45347) B E LT2% 7 A EZATATE K 2% 3T R AT AT E FRETRELE,

ASMKO =D A IZA YV F¥—E 7477 (oy "R EUC I % 10 mgke DHBETERS
Lzl Za (ENENEIRV4E) |, EUBERTLIZLRENE. B1LEUV2EH G mgke)
THRECRBEETT, EI3IHE 48 (10mgke) & O TERIIFABRE TH--, RHIECHIZE 12
IECHH, 2055 S5EEE3IH (oy Ml % 0mgke) . 7IEEEAE (v N ZE
10 mgkg) Th-oi-,

MiEELFEIRE T A —F OFRICE D LABERA LN o7, AL LTE 2R (v
FEE G 3mekg) DALTIZE1E (o - % 3 megks) (Zh-HHENICEETH- -,
ZOFRIZ, 20CTALT BEEIZHM L2 Thoo i, Y oFBERESEFEAREIC BT
BE A RIIA BN, LiEdoT, ZOFFRIZEEFNRUEEZENLRESEN VL EZ
LAz, 3mgkg DA FHF—F TAT7 7 2L LIZL E0OET I FREGT - #E Multi-Analyte 7 L
A FoatremicsoT, vy VI - Bl M TEEERRY Aol BIRT
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AYIH—E 7LD 7 REFHEBRR)

ABETREFPIRIEThHo i, MREMFIBRE T A—F, €7 I FROT > #E Mulu-
Analyte 7 LA [ZBT HAHEITIIEZERM TE 2o e,

ASMEKO =D A2 3mgkg DAV ¥ —E TA775BELTA7 s I ix) JEREFHET
MEUEEENICEHLEZEZA, WwFhboy IR B18) Lol (B28) &
TREBRETH-T=, 3mgkg DHET, FVF¥—ET7A770oo FSM078 (F18) Lo b
B 58 oREERENFTRIRETHY, RLBALELRERRBREOAMERERVS
ol (RFEFHHFHELFOFTELZMDARY) THY, BHREIT100%ThoT, HFROFESIT 2
MTRAETH-T, 10megke DARTIE, vy M 38 oo ' (F48) 8
BEEN=O ATREREEN -0, EFEARTAENICETILE LR, BEEOLD
A TE Lot

ERBOFEGRUENS, AV 7 —F TA7 7 ZHE IVEE L E0ESE 0 7 714 AT,
HMWS & &7 10%:FK7 (83%) oow bk (vy D L BMWS &5 10%&E (11.0%) Do
F(ey ) TRETH-T=.
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2.6.6 HEHBROBEX
FVTEF—E 7ILT7 (GEGFHEZR)

9 BERUEM

BALB/c ¥ A, C57TBL/6 ¥ 7 A, CD-1¥ U A, SDT v h, E—=Z7 /LR, NZW U HF R OH =7~
AP O TEMEREBR A F 0 L7, mERBRICA W 28mE, a2 HEEORBRCcI b 0%
ARIPEHERIZRIH SN TS, BT RT — 4 X—ARH 5, WOZFHE L7- & CTORITMIEIZ
FVTE—=BTNANT 7 ZWMOAETETA Y — b NESE DL~ ) —AZFEE N~ ) — A 6-
U UPESZBRDBFEL TV DO FENIERDODH EEILND, EOFHEIZESNTERIN LT,
ASMD BFE~DOAPER G %2 R 2720, BRI, ARG O &E 6 AR O
W H £ THx Th-o7-, BALB/c~ 7 A, C5TBLI6 ¥ A, CD-1 ¥~ 7 A, NZW %X, SD 7 v b,
E— I NVREOI =T APV ERNTELIZRR T, ) 75 —8 77 7 OFEMEITRFTH
O BRI LI E SR o T,

ASMKO ~ 7 2 & H\ = 3 tEadBe 9266 L 72, ASMKO ~ 7 A3t b ASMD O FHA L A{LZ0 &
OAEFFRCHEEIL T D, ASMKO ~ 7 A IZHEIF 595 & 10 mg/kg LA ED & CatEmEMERT A
NIRBT D2 L, MO TIX 30 mgkg £ TEMENALNZRNT LD, ASMKO ~ 7 A (XM
OEFEL L TR BIRENEmWE B R bz, il L2 OIEEREMFE T, 4V 74 —8 Tv
77 DG EKROREENFRFRE CTHLEEITANALNRNZ L, ASMKO v U A T bl
PR E B M (T D o i L K VBT RS2 2 E AR ST,

BELHBERRICBITOARIL. BonlcTr —ZICESWTHRELE, mAZE LT, £V 7¥
— B TAT OOy FTIE, AV FX—F T T 7 EEEICHE S SR G RERELZREL.,
ZOH%DO/N Y F T, BRTHEATEORARE L LKL T I0FORSRENGON D HEZZREL
7oo EELHMRBROMHEICITEK RS HEZEIN L,

ASMKO ¥ 7 A TRD LI IEICA 7 ¢ I I ) VEYEREFED O 22BN L 0
A ZMRRET D72, BT 2 HRET 2 KO MRBERY /PO EFHE N b 2 LIS, H
BARAZICHEMEELZETRT7 4TI OB I DESCHZRY, ) X —8 T 17
7 O AR EEE G TR BT B2 M H] S 3D MR EREHT D E 5B A i L 7=,
ASMKO ~ 7 A1 3mgkg DAY FX—¥ 7L 7 7 %#BEHT4MEIVES L, 0 12 KH%IC
20 mg/kg ZHEIIVEE LIZE ZA, ETITRDLNT ., ZOMOFEE R b EEEMET L, £

. AR GBI X D MEF OV A N AA RO T R FBREO EREAIH SN, A TH—F
TN7 7 3mgkg) ZRHATIEZR<E 1 BIHEEEES L T 5 20 mgkg DHELER—F7 AFE L
TH, FVTH =B TN T7 7 ODAFMEIZRIE TH -T2, EHIZ, ASMKO ¥ U A 3mgkg DAY 7
F—F TNT7 7 EFHT4EHREG L2k, 3. 10 XX 30 mgkg O HEZ AT 13:8M GF7E) #
HLIEZHEBRTIEX, AV 7= TV T7 7 OREMITRA THY . NOAEL 1L 30 mgkg Tho7o, =
HORERN S, ASMKO ~ 7 AET /M@ EZ HEE 5% 580 b= atEHEEIcE, A7 v
I AREM OB R ERENPBET D Z L NSRS 72, ASMKO v 7 X & ASMD B Z x4
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& LB R BR T BEE O FIEICERNH -T2 b DD (FNENME R 5 IREE%E) |
ASMKO ~ 7 A R OEFARGRER ORE RS, HEFHOZRMHEINTN ORI TH L Z LRI TW
Do

CD-1 v 7 AR NNZW 74 F & 2 A A HEERBRIC W T, Y 77X —8 77 7 133l
Lizfei & 30 mgkg) THEMEMEREZRI 2D o7,

B & VTR BRIT. ASMKO ~ 7 ATl Z ORBRIC LI 2RI AN R #E <5 25 720 Fhii L
inole, AV TE—E TNAT 7 TERMHRFEORRTH D20, BIEEE, BAFM, YL
FICBET 2B 0 L S,

ftiam & LC, @b/ ICH R ONEHEET A RI A VGRICESEEMM LA ) X —8 77 7 DI
ERARRRERIL, BRBR T 0 77 AOEK A Y 7 X —8 TV 7 7% ASMD BEDOIREHK L L il
EIRFEARRHGET D 2 L2 FFL T D,
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#+* 2.6.7.1 - Toxicology Tabulated Summary — Overview - Study Program

Test Article: Olipudase alfa

Species Method of Duration of Doses GLP Testing -
(Strain) Administration Dosing {mg/kg) Compliance Facility Study Number Location

Single-Dose Toxicity

Mouse (BALB/c) IV Bolus Single dose 0,4 812 No Genzyme Corporation, Il-0032Pnp] 423141
Framingham, MA, USA

Mouse (BALB/c) IV Bolus Single dose 0,4,8 12 No Genzyme Corporation, I-0024FPnp] 42312
Framingham, MA, USA

Mouse (ASMKO) IV Bolus Single dose RIE No Genzyme Corporation, -0788Fnp] 42313
Framingham, MA, USA

Mouse (ASMKO) IV Bolus Single dose 10, 20 No Genzyme Corporation, 004 7Pnp] 42314
Framingham, MA, USA

Mouse (ASMKO and IV Bolus Single dose 0,3 100 No Genzyme Corporation, I-0025FPnp] 42315

C57BL/B) Framingham, MA, USA

Mouse (ASMKO) IV Bolus Single dose 0,01,03,10 No Genzyme Corporation, -0158Fnp] 42316
Framingham, MA, USA

Mouse (ASMKO) IV Bolus Single dose 0,01,03 No Genzyme Corporation, Il-0060Pnp] 42317
Framingham, MA, USA

Mouse (ASMKO) IV Bolus Single dose 0,310 No Genzyme Corporation, Il-0336Pnp] 42318
Framingham, MA, USA

Mouse (C57BL/B) IV Bolus Single dose 0,75 No Genzyme Corporation, l-0976Pnp] 42319
Framingham, MA, USA
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Species

Method of

Duration of

Doses

GLP

Testing

(Strain) Administration Dosing {mg/kg) Compliance Facility Study Number Location
Mouse (ASMKO) IV Bolus Single dose 0, 10, 20, 30 No Genzyme Corporation, I-0975Pnp] 423110
Framingham, MA, USA
Mouse (ASMKO and IV Bolus Single dose 0, 20 No Genzyme Corporation, - 1329] 423111
C57BL/B) Framingham, MA, USA
Mouse (ASMKO) IV Bolus Single dose 0,003,01,03 Yes Genzyme Corporation, [041] 423112
Framingham, MA, USA
Mouse (ASMKO) IV Bolus Single dose and No Genzyme Corporation, Il-0370Pnp] 423113
(olipudase alfa) Framingham, MA, USA
IP (MAC)
Mouse (ASMKO) IV Bolus Single dose e No Genzyme Corporation, Il-08239Pnp] 423114
(olipudase alfa) Framingham, MA, USA
IP (SAM and
NAC)
Mouse (ASMKO) IV Bolus Single dose 0,10, 20 No Genzyme Corporation, l-0058Pnp] 423115
Framingham, MA, USA
Mouse (ASMKO) sC Single dose 0, 30 No Genzyme Corporation, - 0741Pnp] 423116
Framingham, MA, USA
Rat IV Bolus Single dose 0, 3,10, 30 Yes ] l025] 423117
Dog (beagle) IV Bolus Single dose Olipudase alfa: Yes I [026] 423119
DPH: 1 f
Repeat-Dose Toxicit
Mouse (ASMKO) IV Bolus 6 days 3/0, 3/20, 3/30 9 No Genzyme Corporation, I-0099Fnp] 42321
(2 doses) 9 Framingham, MA, USA
Mouse (ASMKO) IV Bolus 6 or 8 days 0, 3/10,3/30 h No Genzyme Corporation, I-0505FPnp] 42322
(2 doses)f Framingham, MA, USA
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Species

Method of

Duration of

Doses

GLP

Testing

(Strain) Administration Dosing {mg/kg) Compliance Facility Study Number Location
Mouse (ASMKO) IV Bolus 1 day (4 doses) 20 (5 mg/kg No Genzyme Corporation, I-0506FPnp] 42323
every 2h) Framingham, MA, USA
Mouse (ASMKO) IV Bolus 3 days 3/20! No Genzyme Corporation, Il 1239Fnp] 42324
. Framingham, MA, USA
(2 doses)!
Mouse (ASMKO) IV Bolus 11 days 320/ No Genzyme Corporation, - 0889Pnp] 42325
(5 doses)/ Framingham, MA, USA
Mouse (ASMKO) IV Bolus 13 weeks Olipudase alfa: No Genzyme Corporation, [l 00262] 42326
(7 doses) 3/3, 3/10, 3130 k Framingham, MA, USA
DPH: 20
Mouse (ASMKO) IV Bolus 9,29, or Olipudase alfa: No Genzyme Corporation, [l 03293] 42327
57 days 0, 3720 Framingham, MA, USA
(5 doses) ! DPH: 20 mg/kg '
Mouse (ASMKO) IV Bolus 12 weeks 0,03,10, 30 Yes Genzyme Corporation, [C05] 42328
Framingham, MA, USA
(7 doses)
Mouse (ASMKO) IV Bolus 13 weeks 0,03,1,3 Yes Genzyme Corporation, 031] 42329
Framingham, MA, USA
(7 doses)
Rat (Sprague- IV Bolus 26 weeks 0,0,3,10, 30 Yes 0271 423210
Dawley) (14 doses) I ER-0604Pnp] | 4232-11
Monkey IV Infusion 26 weeks 0, 3,10, 30 Yes ) [R007] 423212
(cynomolgus) (13 doses) T 1]
Genotoxicity: Not applicable
Fertility and Early Embryonic Development
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Species Method of Duration of Doses GLP Testing Studv Numb Locati
(Strain) Administration Dosing {mg/kg) Compliance Facility udy Number ocation
Mouse IV Bolus M: once every | GZ402665/ DPH: Yes ] [FERO510] 423511
(Cr:CD1{ICR)) (GZ402665) or other day 0/0, 0/20, 1
_ beginning 28 3.16/20, 10/20, I . UsA
P {SS}',’;E and [ 4.vs before 30/20
cohabitation,
during
cohabitation
and continuing
until euthanasia
F: once every
other day
beginning 15
days before
cohabitation,
during
cohabitation
and continuing
until GD7
Embryo-Fetal Development
Mouse IV Bolus GD6 to GD15 | GZ402665/ DPH: Yes [TERDG94] 423521
(Cr:CD1(ICR)) (GZ402665) or 0/0, 0/20, 3/20,
IP (Saline and 10/20, 30/20
DPH)
Rabbit (NZW) IV Infusion GD6 to GD19 GZ402665: 0, 0, Yes [TERDG98] 423522
(GZ402665) 3,10, 30
Prenatal and Postnatal Development
Mouse IV Bolus GD6 to LD20 GZ402665/DPH: Yes [DPNO380] 423531
(Crl:CD1{ICR)) (GZ402665) or 0/0, 0/20,
IP (Saline and 31 ﬁigg ;'21[]”!20’
DPH)
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Species

Method of

Duration of

Doses

GLP

Testing

(Strain) Administration Dosing {mg/kg) Compliance Facility Study Number Location
Local Tolerance: Not applicable
Other Toxicity Studies
Human whole blood In Vitro Not applicable 1.1 mg/mL Yes I [009] 423771
I . USA
Mouse (ASMKO) IV Bolus Single dose 20 No Genzyme Corporation, -0372Fnp] 4231-21
Framingham, MA, USA
Mouse (ASMKO) IV Bolus Single dose 3,10¢ No Genzyme Corporation, [ 02784] 423122

Framingham, MA, USA

Abbreviations: IV: Intravenous; IP: Infraperitoneal; NAC: N-Acetyl-L-cysteine; SAM: S-Adenosyl-L-methionine; SC: subcutaneous; ASKMO: Acid Sphingomyelinase Knock-Out
Mice; GLP: Good Laboratory Practices; NA: not applicable; DPH: diphenhydramine hydrochloride; GD: gestation day; M: male; F: female
a Intended dosing was Group 1 and 2: undosed control group; Group 3: 30 mg/kg Day 1, 10 mg/kg Day 4, 3 mg/kg Day 8; Group 4: 30 mg/kg Day 1, 10 mg/kg Day 4, 3 mg/kg
weekly for 8 weeks beginning on Day 8; Group 5: 30 mg/kg Day 1, 10 mg/kg Day 4, 3 mg/kg every other week for 8 weeks beginning on Day 8; however, 24 hours following
the initial 30 mg/kg administration of olipudase alfa, all mice in rhASM treated groups were found dead (Groups 3-3).

Li-I = T T =

Groups 1 and 5 received vehicle control; Groups 2 and 6 received 3 mg/kg olipudase alfa; Groups 3, 4, 7 and 8 received 10 mg/kg olipudase alfa
two different lots of olipudase alfa (Lot [l with <10% (8.3%) HMWS and Lot | with =10% (11.0%) HMWS).
140 mg/kg of NAC followed 30 minutes later with 20 mg/kg of olipudase alfa. NAC was administered twice following the initial administration, & hours apart.
Groups 1 and 2: 20 mg/kg of olipudase alfa followed by 165 mg/kg of SAM, hourly for the first 8 hours then every 8 hours for 2 more doses (starting 30 minutes post

olipudase alfa dose). Groups 3 and 4: 20 mg/kg of olipudase alfa followed by 140 mg/kg of NAC followed by 70 mg/kg NAC every 6 hours for 48 hours.

-

10 mg/kg).

E Rl =1

Due to signs of hypersensitivity, diphenhydramine (1 mg/kg) was administered prophylactically to all animals given 10 or 30 mg/kg with the exception of one male given

Group 1: 3 mg/kg Day 1 followed by 0 mg/kg Day 6, Group 2: 3 mg/kg Day 1 followed by 20 mg/kg Day 6, and Group 3: 3 mg/kg Day 1 followed by 30 mg/kg Day &6
Group 1: no treatment, Group 2: 3 mg/kg Day 1 followed by 10 mg/kg Day 8, and Group 3: 3 mg/kg Day 1 followed by 30 mg/kg Day 6
3 mg/kg Day 1 followed by 20 mg/kg Day 3

3 mg/kg every other day (Days 1, 4, 6, 8) for a total of four doses, followed by 20 mg'kg at Day 11
All groups received 3 mg/kg on Days 1, 3, 5, 7 (Debulking Phase). Then 3, 10, or 30 mg/kg beginning on Day 9 (Treatment Phase) and continuing every other week for 13

weeks (7 doses). DPH (20 mg/kg) was administered (IP)10-20 minutes prior to dosing olipudase alfa to prevent possible anaphylactic reactions. In the event that animals

demonstrated a hypersensitivity reaction post-test article administration, despite DPH pre-freatment, a second dose of DPH was administered IP at 10 mg/kg.
Group 1: 3 mg/kg every other day on Days 1, 3, 5, and 7 followed by 20 mg/kg on Day 9. Group 2- 3 mg/kg once weekly on Days 1, 8, 16, and 22 followed by 20 mg/kg on

S

Day 29. Group 3. 3 mg/kg every other week on Days 1, 16, 29 and 43 followed by 20 mg/kg on Day 57. Group 4. 0 mg/kg served as an undosed control. All mice received
20 mg/kg diphenhydramine (DPH) intraperitoneally prior to the first 20 mg/kg dose in Group 1, the third 3 mg/kg dose in Group 2, and the 3 mg/kg debulking dose in Group 3,
and each dose thereafter.
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Test Article: Olipudase alfa

& 2.6.7.2 - Overview of Toxicokinetics Studies

Type of Study Test System Adh:'l?:rilsnt‘:a:ifon [m;ﬁ;f:a y) Canpl;iPa nce Nit;ﬁzr Location
Single-Dose Toxicity
Rat IV (bolus) 0, 3,10, 30 Yes l025] 423117
[-0622Pnp] 423118
Dog IV (bolus) Olipudase alfa: 0, 3, 10, 30 Yes 026] 423119
DPH- 12 [l 0623Pnp] 423120
Repeat-Dose Toxicity
13 weeks (7 doses) Mouse IV (bolus) Olipudase alfa: 3/3, 3/10, 3/30 b No l-00262] 42326
DPH: 20
26 weeks (14 doses) Rat IV (bolus) 0,0, 3,10, 30 Yes 0271 423210
[Il-0604Pnp] 42321
26 weeks (13 doses) Monkey IV infusion 0, 3,10, 30 Yes 007 423212
Genotoxicity — not applicable
Carcinogenicity — not applicable
Reproductive and Developmental Toxicity
Embryo-Fetal Development Mouse IV bolus GZ402665/ DPH: 0/0, 0/20, Yes [TERDG94] 423521
(GZ402665) or 320, 10/20, 30/20
IP (saline and
DPH)
Property of the Sanofi group - strictly confidential Page 9
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Method of Doses GLP Study .
Type of Study Test System Administration (mg/kg/day) Compliance Number Location
Embryo-Fetal Development Rabbit IV infusion GZ402665: 0, 0, 3, 10, 30 Yes [TER0698] 4.2.3.5.2-2
(GZ402665)

Local Tolerance — not applicable

Other Toxicity Studies — not applicable

Abbreviations: |V: intravenous; GLP: Good Laboratory Practices
a Due to signs of hypersensitivity, diphenhydramine (1 mg/kg) was administered prophylactically to all animals given 10 or 30 mg/kg with the exception of one male given 10

mg/kg).

b All groups received 3 mg/kg on Days 1, 3, 5, 7 (Debulking Phase). Then 3, 10, or 30 mg/kg beginning on Day 9 (Treatment Phase) and continuing every other week for 13
weeks (7 doses). DPH (20 mg/kg) was administered (IP)10-20 minutes prior to dosing olipudase alfa to prevent possible anaphylactic reactions. In the event that animals

demonstrated a hypersensitivity reaction post-test article administration, despite DPH pre-treatment, a second dose of DPH was administered IP at 10 mg/kg
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Test Article: Olipudase alfa

! 2.6.7.3 - Toxicokinetics — Overview of Toxicokinetics Data

Steady-State AUC (ug+<h/mL)}
Biweekly Mouse Rat Rabbit Dog Monkey Human Clinical Safety Margin
Dose (Based on AUC)Y
(mg/kg/dose) | M/F combined M F F M F M F
or F
Human dose - - - - - - - - 6079 -
3 mg/kg
33 46.65 @ - - - - - - - - Not determined
3/10 2110% - Not determined
3/30 617.99 - - - - - - - - Not determined
3 83.19 16250 123b 598 d 229 € 311 € g9 f g7 f - No safety margin
231¢ 144 € Mo safety margin
10 2789 530 0 473 b 2000 9 845 © 773 € 741t 602 - No safety margin — 3.3x
449°¢ 387 ¢
30 916 9 1711 b 968 b 6350 9 2496 © 1665 € 2434 f 2344 f - 1.5% — 10x
1690 © 1122 € 1.9% — 2.8X

Abbreviations: M: male; F: female; AUC: area under the concentration versus time curve GD: gestation day
All data from single dose and repeat dose GLP and non-GLP studies from last collection period as indicated.

a Day 93, mean serum concentrations (pg/mL) from male and female combined at 5 minutes post-dose. Source of data — nonGLP Study [J-00262]; All groups received
3 mg/kg on Days 1, 3, 5, 7 (Debulking Phase). Then 3, 10, or 30 mg/kg beginning on Day 9 (Treatment Phase) and continuing every other week for 13 weeks (7 doses).

b Day 1 AUCqin - Source of data - Single dose GLP Study [Jj025] and [ 0622Pnp]

Day 183 AUCqp.irs - Source of data - Repeat dose GLP study [Jj027] and [Jj-0604Pnp]

d GD12 AUCgp24 - Source of data - Embryofetal toxicity GLP study [TER06594] and [TEROE98]; pregnant mice and rabbits, respectively

Lx]
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e Day 1 AUCqin - Source of data — Single dose GLP Study [J02¢€] and [J-0623Pnp]

f Day 169 AUCpast - Source of data - Repeat dose GLP Study [Il007]

g Based on the human steady state AUCq-. at the target dose of 3.0 mg/kg of 607 + 120 pg*h/mL (Section 3.1 of Module 2.7 2)
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Test Article: Olipudase alfa

& 2.6.7.4 - Toxicology Drug Substance

Batch or Manufacturing | Concentration % Purity Study No. Type of Study Location
Lot No. Process {mg/mL) By SDS-PAGE | By SDS-PAGE By HPLC
Non Reduced Reduced
[ ] L 1.1 NA NA NA [I-0032Pnp] Single dose mouse 42311
I M 3.95 NA NA NA [-0024Pnp] Single dose mouse 42312
[ | ] A mE 5.1 NA NA NA _|i—U?BBPnp] Single dose mouse 42313
_|.-004?Pnp] Single dose mouse 42314
!D 099Pnp] Repeat dose mouse 42321
[ ] HHmeE 36 NA 99.1 98.0 l-1329] single dose mouse | 4.2.3.1-11
[l-0870Pnp] single dose mouse | 4.2.3.1-13
[Em-0839Pnp] single dose mouse | 4.2.3.1-14
[-0025Pnp] Single dose mouse 42315
[l-0158Pnp] single dose mouse 42316
[El-0975Pnp] single dose mouse | 4.2.3.1-10
[l-0836Pnp] Single dose mouse 42318
[lC05] 12-week mouse 42328
[Em-0058Pnp] Single dose mouse | 4.2.3.1-15
[C741Pnp] Single dose mouse 4231-16
| [mO0505Pnp] | Repeatdose mouse | 4.2.3.2-2
_|-D 506Pnp] Repeat dose mouse 42323
!D 889Pnp] Repeat dose mouse 42325
[ A 42 NA 976 979 | [I-0060Pnp] Single dose mouse 42317
[Em-0976Pnp] single dose mouse 42319
Property of the Sanofi group - strictly confidential Page 13
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Batch or Manufacturing | Concentration % Purity Study No. Type of Study Location
Lot No. Process {mg/mL) By SDS-PAGE | By SDS-PAGE By HPLC
Non Reduced Reduced
I R 42 NA 976 97.9 [041] Single dose mouse | 42.3.1-12
l-02784] Single dose mouse 423122
_|.—1239F'np] Repeat dose mouse 42324
[031] 13-week mouse 42329
-00262] 13-week mouse 42326
Il-03293] Repeat dose mouse 42327
I 78 M e 37 NA 98 6 969 [025] Single dose rat 4231417
_|.—[] 622Pnp] 423118
[l026] Single dose dog 423119
[-0623Pnp] 4231-20
[ mmoz Repeat dose rat 423210
[Il-0604Pnp] 423211
I Eilboy ki 40 NA =98.0 977 | [Il0372Pnp] Single dose mouse 4231-21
[IC07] 26-week monkey 423212
I AN e 39 MNA =980 979 CO7] 26-week monkey 423212
. [ A 41 NA 97 1 965 [ 02784] Single dose mouse | 4.231-22
[ ] miikB 37 NA 98.87 96.1 [F_ERU51 0] Fertility and early 423511
embryonic
development mouse
3.7 MNA 99 @ 972 [DPNO380] Prenatal and 423531
Postnatal
Development mouse
] H SR R 4.0 MNA NA NA [TERO698] Embryo-fetal 423522
development rabbit
I ®iEB" 41 NA 97.4 96.1 [TERDE94] Embryo-fetal 423521
development mouse
] FHA Rk 1.1 MNA MNA NA CO9] in vitro hemolysis 423771
Abbreviations: NA- not applicable; SDS-PAGE: sodium dodecyl sulfate-polyacrylamide gel electrophoresis; HPLC: high perfaﬂan{:e liquid chromatography
a CE-SDS Reduced
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Test Article: Olipudase alfa

% 26.7.5 - Single-Dose Toxicity

Method of Observed .
. . | Administration Doses Gender Maximum Approximate _— Study .
Species/Strain (Vehicle/ (mg/kg) and No. Nonlethal Lethal Dose Noteworthy Findings Number Location
. per Group (mglkg)
Formulation) Dose (mg/kg)
Mouse (BALB/c) IV (bolus) 0,48 12 5M 12 MNot The NOAEL of olipudase alfa | 3 42311
determined administered as a single IV 0032Pnp]
injection to BALB/c mice was
12 mg/kg.
Mouse (BALB/c) IV (bolus) 0,48 12 5M 12 Mot The NOAEL of a single | 3 4231-2
determined administration HMW-olipudase 0024Pnp]
alfa related species was > 12
mg/kg.
Mouse (ASMKO) IV (bolus) 304 9 or 6F Not determined 30 30 mg/kg of olipudase alfa [ ! 42313
administered IV to ASMKO mice 0788Pnp]

resulted in acute toxicity and
death.
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Adl'.'lgtl‘_lud of D Gender ghsgr\red Approximate Stud
Species/Strain l;:r:;:;lsi;rlzﬁlun {mc:’i;) and No. N:::zﬁ:: Lethal Dose Noteworthy Findings Nut:'lhir Location
Formulation) per Group Dose (mg/kg) (mglkg)
Mouse (ASMKO) IV (bolus) 10, 20 2 ordF 10 20 10 mg/kg olipudase alfa resulted [ 42314
in mild lethargy by 15 hours post | 0047Pnp]
olipudase alfa administration.
20 mg/kg olipudase alfa resulted
in mild to severe lethargy and
death within 24 hours post
olipudase alfa administration.
Based on these results, doses
above 10 mg/kg of olipudase alfa
administered IV in ASMKO mice
are considered toxic.
Property of the Sanofi group - strictly confidential Page 16
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Method of

Observed

Species/Strain Administration Doses :\;nednﬂ?:r Maximum T_I;EI::TII;ZT: Noteworthy Findings Study Location
P (Vehicle/ (mglkg) : Nonlethal y 9 Number
. per Group (mgfkg)
Formulation) Dose (mg/kg)
Mouse (ASMKO IV (bolus) 0,30r10% | 2to5M/2to | C57BL/6 mice: | >10 mg/kg.in | 5 unscheduled deaths happened [ 8 42315
and C57BL/6) 4F 10 C57BL/6 mice | in the ASMKO 10 mg/kg group (3 | 0025Pnp]
10 mg/kg in males and 2 females).
ASMKO mice: | ASMKO mice | Significant body weight changes
not determined were observed in 3 and 10 mg/kg

dose groups in ASMKO and

10 mg/kg C57BL/6 mice.
Dose-responsive increases in the
following were observed in
ASMEO mice:

- Hepatocellular ballooning
degeneration and apoptosis,
liver inflammatory foci

- Adrenal cortical
degeneration/
apoptosis/necrosis

- ALT, AST, bile acids, and
cholesterol

Adrenal haemormrhage in ASMKO
10 mg/kg

Increased SAA and SAP in
ASMKO 3 and 10 mg/kg

NOAEL in C57BL/6 mice was
=10 mg/kg.

NOAEL in ASMKO mice was not
determined.
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Species/Strain

Method of
Administration
{Vehicle/
Formulation)

Doses
(mg/kg)

Gender
and No.
per Group

Observed

Maximum

Nonlethal
Dose (mg/kg)

Approximate
Lethal Dose

(mg/kg)

Noteworthy Findings

Study
Number

Location

Mouse (ASMKO)

IV (bolus)

0,01,03,1

1to2M/4 1o
8F

1

=1

Increased creatine kinase, AST,
and cholesterol at 1.0 mg/kg
Dose-responsive increases in the
following were observed:

- Hepatocellular ballooning
degeneration and apoptosis,
liver inflammatory foci

- Adrenal cortical
degeneration/
apoptosis/necrosis

NOAEL in ASMKO mice was

0.3 mg/kg.

[ 3
0158Pnp]

42316

Mouse (ASMKO,
22-28 week old)

IV (bolus)

0,01,03

M/
3-5F

0.3

Mot
determined

In 22 to 28-week-old ASMKO
mice, the highest dose of
olipudase alfa at which
histological effects did not differ
from vehicle control was

0.1 mg/kg.

Findings in this study were
similar to those in ASMKO mice
at 8-10 weeks of age, suggesting
that the increased substrate
levels present in 22 to 28-week-
old ASMKO mice do not increase
toxicity

[
0060Pnp]

42317
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Species/Strain

Method of

Administration

{Vehicle/
Formulation)

Doses
(mg/kg)

Gender
and No.
per Group

Observed

Maximum

Nonlethal
Dose (mg/kg)

Approximate
Lethal Dose
(mg/kg)

Noteworthy Findings

Study
Number

Location

Mouse (ASMKO,
25-28 week old)

IV (bolus)

0 (untreated),
3,10

6M (1M in
control
group)

3

10

Twenty-three hours post dose, all
10 mg/kg animals were
mildly/severely lethargic or dead.
All animals at 3 mg/kg survived to
their intended time points with no
observable adverse effects.
Older ASMKO mice, that are
known to have an increased
substrate load, may succumb to
olipudase alfa mediated toxicity
at an earlier timepoint than mice
of a younger age.

[ 3
0836Pnp]

42318

Mouse
(C57BLI6)

IV (bolus)

0,75

5F (1F in
control
group)

73

Not
determined

C57BL/6 mice dosed with 75
mg/kg of olipudase alfa are not
susceptible to the enzymatic
toxicity compared with ASMKO
mice.

| 3
0976Pnp]

42319

Mouse (ASMKO)

IV (bolus)

0, 10, 20, 30

oM and/or F

Mot
determined

Heterozygote ASMKO mice do
not experience toxicity in
response to olipudase alfa at
doses of 10-30 mg/kg in contrast
to homozygous recessive
ASMKO mice.

[ 3
0975Pnp]

423110
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Species/Strain

Method of
Administration
{Vehicle/
Formulation)

Doses
(mg/kg)

Gender
and No.
per Group

Observed

Maximum

Nonlethal
Dose (mg/kg)

Approximate
Lethal Dose

(mg/kg)

Noteworthy Findings

Study
Number

Location

Mouse (ASMKO
and C57BL/6)

IV (bolus)

0,20

oM andfor F

20

Not
determined

Apoptosis was observed in the
liver of ASMKO mice following IV
administration of olipudase alfa.
There were no statistically
significant differences in
apoptotic observations in the
aorta, heart, brain, and intestine.
When present, endothelial
apoptosis in heart, aorta, and
liver were rare to minimal and not
of sufficient severity to impair
organ function.

-1329]

423.1-11

Mouse (ASMKO)

IV (bolus)

0,0.03, 0.1,
0.3

10M/10F

0.3

Not
determined

NOEL was 0.1 mg/kg.

NOAEL was 0.3 mg/kg based on
mild and reversible findings of
degeneration and inflammation in
the liver.

No changes in clinical chemistry
(AST, ALT) associated with liver
findings.

l041]

423112

Mouse (ASMKO)

IV bolus
(clipudase alfa)

IP (NAC)

Olipudase alfa:

20
NAC - 140

1M/ 1F

20c

Not
determined

At 10 hours post-clipudase alfa
dose all mice showed
progressive lethargy similar to
observations of previous mice
dosed with 20 mg/kg alone.

All mice were euthanized 10
hours post-olipudase alfa dose.
NAC did not prevent the toxicity
associated with administration of

20 mg/kg olipudase alfa to
ASMKO mice

[ |
0870Pnp]

423113
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Method of Observed .
. . | Administration Doses Gender Maximum Approximate _— Study .
Species/Strain (Vehicle/ (mg/kg) and No. Nonlethal Lethal Dose Noteworthy Findings Number Location
. per Group (mgfkg)
Formulation) Dose (mg/kg)
Mouse (ASMKO) IV bolus Olipudase alfa: M 3F 20 Mot At 5-10 hours post-olipudase alfa | 3 4231-14
{olipudase alfa) 209 determined dose all mice in all dose groups 0839Pnp]
IP (SAM and NAC: 70, 140 showed progressive lethargy

previous mice dosed with 20
mg/kg alone.

All mice were euthanized 10
hours post-olipudase alfa dose.
SAM and NAC did not prevent
the toxicity associated with
administration of 20 mg/kg
olipudase alfa to ASMKO mice
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Method of
Administration
{Vehicle/
Formulation)

Species/Strain

Doses
(mg/kg)

Gender
and No.
per Group

Observed

Maximum

Nonlethal
Dose (mg/kg)

Approximate
Lethal Dose

(mg/kg)

Noteworthy Findings

Study
Number

Location

Mouse (ASMKO) IV (bolus)

0,10, 20

4 or 8M

10

20

Removing the spleen from male
ASMKO mice prior to receiving a
known toxic dose of hASM
resulted in some protective
effects depending on the dose
administered. At 10 mg/kg,
splenectomy appears to have
protected the ASMKO mice from
lethality since all animals
survived out to 96 hours, and this
dose had previously been
identified as the LDS0 at 48-72
hours. At 20 mg/kg, toxicity was
still observed with all animals
either dead or requiring
euthanasia by 48 hours.
However, the toxicity does
appear to be somewhat delayed
since previous studies indicated
that 20 mg/kg rhASM resulted in
death within 24 hours of
administration. This protection
and/or delay in toxicity may be
due to an overall decrease in
substrate burden or it could also
result directly from spleen
removal, if the spleen itself plays
a critical role in the mechanism of
toxicity .

[ 3
0058Pnp]

423115
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Method of Observed .
. . | Administration Doses Gender Maximum Approximate _— Study .
Species/Strain (Vehicle/ (mg/kg) and No. Nonlethal Lethal Dose Noteworthy Findings Number Location
. per Group (mgfkg)
Formulation) Dose (mg/kg)
Mouse (ASMKO) SC 0, 30 4 to 5F Mot determined 30 Subcutaneous administration of | ] 423.1-16
olipudase alfa at 30 mg/kg in 0741Pnp]
ASMKO mice resulted in acute
toxcity with clinical and
histological findings similar to that
observed previously. However
the toxicity was delayed
compared to IV administration of
30 mg/kg of olipudase alfa, which
produces acute toxicity within
6 hours. This may reflect the
delay in reaching Cmax with SC
administration
Rat (Sprague- IV (bolus) 0, 3,10, 30 10M / 10F 30 Mot No adverse toxic effects were l025] 423117
Dawley) 20 mmol/L determined | observed. | B 423.1-18
sodium NOEL was 30 mg/kg. 0622Pnp]
phosphate, 5 %
sucrose (wiv),
0.06%
Polysorbate 80,
0.1 mmol/L
EDTA, and 0.1 M
L-Methionine, pH
6.5 / solution)
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Method of

Observed

Species/Strain Administration Doses :\;nednﬂ?:r Maximum T_I;EI::TII;ZT: Noteworthy Findings Study Location
P (Vehicle/ (mglkg) : Nonlethal y 9 Number
. per Group (mgfkg)
Formulation) Dose (mg/kg)
Dog (beagle) IV (bolus) Olipudase alfa: AM/ 4F 30 Not No significant pathological mmoze] | 42.3.1-19
(20 mmol/L 0, 3, 10, 30 determined findings were noted. [ 8 47231-20
sodium DPH: 1€ Hypersensitivity reactions 0623Pnp]
phosphate, 5% observed in control animals
SUCTOSE (W), immediately after dosing include
0.06% the following:
Polysorbate 80, - Hypoactivity and recumbent
0.1 mmolL posture

EDTA, and 0.1 M
L-Methionine, pH
6.5 / solution)

- Muzzles swollen
- Eyes developed red
conjunctivae

Animals with hypersensitivity
reactions, as well as all
remaining test article animals,
were treated with
diphenhydramine.
All animals recovered over the
2-week recovery period.
Mo effects on blood pressure,
rectal body temperature, or
respiration rate were observed.

NOAEL was =30 mg/kg.
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Method of Gender Observed Approximate
Species/Strain Adr(r\illg;‘sig:}lon (Ir)nogs/i:j) and No. M:::::;;::; Lethal Dose Noteworthy Findings Nsljt;?air Location
Formulation) per Group Dose (mg/kg) (mglkg)

Abbreviations: IV: Intravenous; IP: Intraperitoneal; NAC: N-Acetyl-L-cysteine; SAM: S-Adenosyl-L-methionine; SC: subcutaneous; ASKMO: Acid Sphingomyelinase Knock-

Out Mice; DPH: diphenhydramine hydrochloride; M: male; F: female; NOAEL: no-observed-adverse-effect-level; NOEL: no-observed-effect-level; AST: aspartate

aminotransferase; ALT; alanine aminotransferase

a Intended dosing was Group 1 and 2: undosed control group; Group 3: 30 mg/kg Day 1, 10 mg/kg Day 4, 3 mg/kg Day 8; Group 4: 30 mg/kg Day 1, 10 mg/kg Day 4, 3
mg/kg weekly for 8 weeks beginning on Day 8; Group 5: 30 mg/kg Day 1, 10 mg/kg Day 4, 3 mg/kg every other week for 8 weeks beginning on Day 8; however, 24 hours
following the initial 30 mg/kg administration of rhASM, all mice in rhASM treated groups were found dead (Groups 3-5).

o O O

Groups 1 and 5 received vehicle control;, Groups 2 and 6 received 3 mg/kg olipudase alfa; Groups 3, 4, 7 and 8 received 10 mg/kg olipudase alfa
140 mg/kg of NAC followed 30 minutes later with 20 mg/kg of olipudase alfa. NAC was administered twice following the initial administration, 6 hours apart.
Groups 1 and 2: 20 mg/kg of olipudase alfa followed by 165 mg/kg of SAM, hourly for the first 8 hours then every 8 hours for 2 more doses starting 30 minutes post

olipudase alfa dose. Groups 3 and 4: 20 mg/kg of olipudase alfa followed by 140 mg/kg of NAC followed by 70 mg/kg NAC every 6 hours for 48 hours.
e Due to signs of hypersensitivity, diphenhydramine (1 mg/kg) was administered prophylactically to all animals given 10 or 30 mg/kg with the exception of one male given 10

mg/kg).

f  NAC and SAM have shown in published reports to replenish glutathione stores and protect mice from known toxicity caused from TNF alpha induced increases in
ceramide and acetaminophen.
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Test Article: Olipudase alfa

% 2.6.7.6 - Repeat-Dose Toxicity - Nonpivotal Studies

Species/
Strain

Method of
Administration
(Vehicle/
Formulation)

Duration of
Dosing

Doses
(mg/kg/

dose)

Gender and
MNo. per
Group

NOAEL
(mg/kg/day)

Noteworthy Findings

Study
Number

Location

Mouse
(ASMKO)

IV (bolus)

6 days
(2 doses) @

30, 3720,
3309

2 or4 MIF

Mot applicable

Clinical observations were normal in
all groups at 24 hours post second
dose.

Mo significant changes in clinical
pathology were noted at 24 hours
post second dose.

The livers of animals treated with
only 3mg/kg of olipudase alfa
exhibited random ballooning
degeneration of hepatocytes and/or
Kupffer cells and random foci of
apoptotic cells in the parenchyma.
The only adrenal present for
examination of the animals treated
with only 3mo/kg of olipudase alfa
exhibited mild cortical degeneration
and apoptosis in the zona
fasciculata and medullary cell
swelling.

Pre-dosing with 3 mg/kg 5 days
prior to dosing with 20 or 30 ma'kg
resulted in no additional toxicity
observed at sacrifice 24 hours post
second dose compared to treatment
with 3 mg/kg followed by vehicle.

[ 0099Pnp]

42321

Property of the Sanofi group - strictly confidential

Page 26



26.7 B REBEER
ANVIH—E FILIF

GREFHEBRA)

Species/
Sirain

Method of
Administration
(Vehicle/
Formulation)

Duration of
Dosing

Doses
(ma'kg/

dose)

Gender and
Mo. per
Group

NOAEL
(mg/kg/day)

Noteworthy Findings

Study
Number

Location

Mouse
(ASMKO)

IV (bolus)

6 or 8 days
(2 doses) ©

0,310, 3/30
b

6F

Mot applicable

Prior to dosing with 30 mg/kg
(Group 3), 4/6 animals were found
dead and the other 2/6 animals
were severely lethargic and
moribund and were subsequently
euthanized.

Group 2 was administered 10 ma/kg
of rhASM on Day 8. One animal
was found severely lethargic and
moribund on Day 10 and was
euthanized. Prior to dosing Group 2
on Day 11, 3/5 animals were found
moderately lethargic. All animals in
this group were dosed and
subsequently euthanized 4 hours
after dosing.

Histopathological examinations
were only conducted in the
remaining Group 3 (3/30 mg/kg).
MNoteworthy findings were observed
in the liver, kidney, and adrenal
gland. In the liver, hepatoceliular
degeneration and inflammatory foci
and localized vasculitis with
neutrophilic infiltration and fibrinoid
necrosis in the central veins of the
liver in 2/2 mice were noted. In the
kidney, renal tubular necrosis was
observed in 1/2 mice. In the adrenal
gland hemorrhage and cortical
necrosis were minimal in both
animals.

[-0505Pnp]

42322
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Species/
Sirain

Method of
Administration
(Vehicle/
Formulation)

Duration of
Dosing

Doses
(ma'kg/

dose)

Gender and
Mo. per
Group

NOAEL
(mg/kg/day)

Noteworthy Findings

Study
Number

Location

Mouse
(ASMKO)

IV (bolus)

1 day
(4 doses)

20 (5 mg/kg
every 2h)

10F

Mot applicable

Administration 5 mg/kg clipudase
alfa every 2 hours for a fotal dose of
20 magfkg over 6 hours resulted in
acute toxicity.

This dosing regimen resulted in the
death of all animals within 24 hours
of the first administration, similar to
a single bolus IV administration of
20 magfkg of olipudase alfa

[-0506Pnp]

42323

Mouse
(ASMKO)

IV (bolus)

3 days

3120 ¢

aMA3F

Not applicable

Animals appeared bright, alert and
responsive throughout the duration
of the study. Based on a lack of
adverse clinical observations, it is
concluded that a dose escalation
regimen of olipudase alfa at 3
ma'kg followed three days later with
olipudase alfa at 20 ma/kag,
prevented the acute toxicity
observed when a single bolus dose
of 20 mo/kg was administered.

- 1239Pnp]

42324

Mouse
(ASMKO)

IV (bolus)

11 days
(5 doses) d

6F

Not applicable

All mice appeared clinically normal
for the duration of the study.

All mice survived to their designated
time points.

Histopathology:
. Very few inflammatory clusters
in liver

. A small focus of neutrophil
inflammation in the adrenal
gland of 1 mouse

. Leukocytes around central
veins

* No evidence of vasculitis,
adrenal cortical necrosis, or
renal tubular necrosis in any
animal

[-0889Pnp]

42325
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Species/
Sirain

Method of
Administration
(Vehicle/
Formulation)

Duration of
Dosing

Doses
(ma'kg/

dose)

Gender and
Mo. per
Group

NOAEL
(mg/kg/day)

Noteworthy Findings

Study
Number

Location

Mouse
(ASMKO)

Olipudase alfa: IV
(bolus)
DPH: IP

13 weeks
(11 doses)
e

Olipudase
alfa: 3/10,
3/10, 3/30 ©

DPH: 20

4 to 8M/ 4 to
8F

230 mg/kg

Mortality was similar across all
groups and were considered
unrelated to test article. There were
a total of 6 early deaths observed
including 5 males and 1 female.

Mo toxicologically significant
treatment-related effects on body
weight, organ weight, organ to body
weight ratio, organ to brain weight
ratio, acute phase protein levels,
cytokines, or other biomarker levels
were seen in animals treated with
olipudase alfa.

Mo significant changes were
observed in clinical chemistry,
hematology, or liver function tests.

Mo histopathological evidence of
toxicity related to olipudase alfa
administration was seen.

IV administration of olipudase alfa
to ASMKO mice QOW for 13 weeks
following a debulking dosing phase
resulted in a NOAEL of =30 mg/kg
in male and female ASMKQO mice.

[ 00262]

42326
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Method of

; - ) . Doses Gender and
Species/ Administration Duration of NOAEL - Study i
Noteworthy Find
Strain (Vehicle/ Dosing (mg/kg/ No. per (mg/kg/day) oleworty Findings Number Location
) dose) Group
Formulation)
Mouse Olipudase alfa: IV 9,29, or Olipudase 3104 M/ Mot applicable | Under the conditions of this study, [Il-03293] 42327
- olipudase alfa can be administered

(ASMKO) (bolus) 57 days . alfa: 0, 3/20 104 F as debulking dose of 3 ma/kg in

DPH:IP (2 doses) DPH: 20 ASMKO mice either QOD or weekly

mg/kg f prior to a treatment dose of

20 mgfkg. While olipudase alfa
debulking doses could be
administered QOW prior to a high-
dose treatment, the death of one
mouse in this group and the
histopathology consistent with
previously observed toxicity of high
dose olipudase alfa suggest that
this dosing regimen may not be as
well tolerated as the other dosing
regimens.

Abbreviations: ASMKO: acid sphingomyelinase knock-out mice; IV: intravenous; |P: intraperitoneal; DPH: diphenhydramine; NOAEL: no-observed-adverse-effect-level, M:
male, F: female; QOW: every other week, QOD: every other day

woa 9 ooom

Group 1: 3 mg/kg Day 1 followed by 0 mg/kg Day 6, Group 2: 3 mg/kg Day 1 followed by 20 mg/kg Day 6, and Group 3: 3 mg/kg Day 1 followed by 30 mg/kg Day 6
Group 1: no treatment, Group 2: 3 mg/kg Day 1 followed by 10 mg/kg Day 8, and Group 3: 3 mg/kg Day 1 followed by 30 mg/kg Day 6
3 mg/kg Day 1 followed by 20 mg/kg Day 3
3 mg/kg every other day (Days 1, 4, 6, 8) for a total of four doses, followed by 20 mg/kg at Day 11
All groups received 3 mg/kg on Days 1, 3, 5, 7 (Debulking Phase). Then 3, 10, or 30 mg/kg beginning on Day 9 (Treatment Phase) and continuing every other week for 13

weeks (7 doses). DPH (20 mg/kg) was administered (1P)10-20 minutes prior to dosing olipudase alfa to prevent possible anaphylactic reactions. In the event that animals

demonstrated a hypersensitivity reaction post-test article administration, despite DPH pre-treatment, a second dose of DPH was administered IP at 10 mg/kg.

f Group 1: 3 mg/kg every other day on Days 1, 3, 5, and 7 (Debulking Phase) followed by 20 mg/kg on Day 9 (Treatment Phase). Group 2: 3 mg/kg once weekly on Days 1, 8,
16, and 22 followed by 20 mg/kg on Day 29 (Treatment Phase). Group 3: 3 mg/kg every other week on Days 1, 16, 29 and 43 followed by 20 mg/kg on Day 57 (Treatment
Phase). All mice received 20 mg/kg diphenhydramine (DPH) intraperitoneally prior to the first Treatment Phase dose in Group 1, the third debulking dose in Group 2, and the
second debulking dose in Group 3, and each dose thereatfter.
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& 26.7.7 A - Repeat-Dose Toxicity - 12-Week Mouse Study

Report Title: Effect of repeated intravenous administration of recombinant human acid sphingomyelinase to acid sphingomyelinase knock-out mice
with a four week recovery period

Species/Strain: Mouse (ASMKO) Duration of Dosing: 12 weeks Test Article (Batch): Olipudase alfa
)
Initial Age: approximately 9 weeks Duration of Post-Dose: 4 weeks Study No.: [Jj005]
Date of First Dose: [ lic Il 2080 Method of Administration: IV; once every other | Location: 42328
week (7 doses)

Vehicle/Formulation: 20 mmol/L sodium phosphate, 5% sucrose, 100 mmol/L methionine, 0.1 mmol/L EDTA ata | GLP Compliance: Yes
pH of 6.5/ solution

Special Features: Main study animals (6/sex/group) were euthanized 24 hours following the final dose. Recovery animals (6/sex/group in control and 3.0
mg/kg/dose groups) were euthanized 28 days after the final dose.

No Observed Adverse Effect Level: 3.0 mg/kg in male and female ASMKO mice

0 (Vehicle

D /kg/day/d a a a

ose (mg/kg/day/dose) Control)/DPH? 0.3/DPH 1.0/DPH 3.0/DPH
Number of Animals on Study (Main Study) M: 6 ‘ F:6 M: 4 F:2 M: 4 F:2 M:7 F:5
Mortality - There were no unscheduled deaths in this study
Clinical observations
hypersensitivity including lethargy and rapid breathing - - - - - - + +
Serum antibody analysis {(number positivel/total number of samples)
24 hours post final dose 2/6 2/6 5/6 5/6
28 days post final dose (recovery) 3/6 NA NA 6/6

Property of the Sanofi group - strictly confidential Page 31



26.7 BHRBHMER
FVTE—E TF7ILT7 GEGTFHBEZ)

i 2.6.7.7 A - Repeat-Dose Toxicity - 12-Week Mouse Study (continued)

Report Title: Effect of repeated intravenous administration of recombinant human acid sphingomyelinase to acid sphingomyelinase knock-out mice

with a four week recovery period

0 (Vehicle Control)

Dose (mg/kg/dose) IDPH? 0.3/DPH? 1.0/DPH2 3.0/DPH?
Number of Animals on Study (Main Study) M: 6 ‘ F:6 M: 4 F:2 M: 4 F:2 M:7 F:5
Liver Persistence (number positive/total number of samples)

24 hours post final dose ND ND 4/5 1/5

28 days post final dose (recovery) ND NA NA ND

There were no adverse or toxicologically relevant effects on body weight, hematology, urinalysis or urine chemistry parameters.

Serum Chemistry (Terminal Sacrifice)

alkaline phosphatase (U/L) 173 101~ 100 * 86 *
cholesterol (mg/dL) 90 102 118 126 *
Organ Weights (Terminal Sacrifice) 0.070 0.052 * 0.052 * 0.056 *
liver to body weight ratio

Gross Pathology (Terminal Sacrifice) (incidence/number of animals observed)

Spleen — discoloration, dark, red 0/3 1/3 0/4 2/2 2/4 01 2/3 0/2
Seminal vesicle - unilateral or bilateral dark or tan 1/3 - 2/4 - 3/4 - 1/3
discoloration
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7 2.6.7.7 A - Repeat-Dose Toxicity - 12-Week Mouse Study (continued)

Report Title: Effect of repeated intravenous administration of recombinant human acid sphingomyelinase to acid sphingomyelinase knock-out mice

with a four week recovery period

Dose (mg/kg/dose)

0 (Vehicle Control)
/DPH?

0.3/DPH?

1.0/DPH?

3.0/DPH?

Number of Animals on Study (Main Study)

M:6 | F:6

M: 4 F:2

M: 4 F:2

M:7 F:5

Histopathology (LM — Terminal Sacrifice)

liver — increased inflammatory foci per section within the
hepatic parenchyma

adrenal gland — cortical degeneration/apoptosis

0/6

1/6

1/5

2/5

bone marrow (sternum and femur) — decreased number of
large foamy cells and erythroid hypoplasia

Histopathology (LM — Recovery Sacrifice)

bone marrow (sternum and femur) Erythroid hypoplasia
correlated with anemia

+

Conclusions: Repeated administration of rhASM to ASMKO mice up to 3 mg/kg every other week for 12 weeks as an intravenous injection resulted in mild
dose responsive and reversible histopathological changes in the liver and adrenal and a dose responsive and reversible increase in total serum cholesterol. In
conclusion, based on the reversibility and mild dose responsive findings, intravenous administration of rhASM to ASMKO mice once every other week for 12
weeks (7 doses) at 0.3, 1.0 or 3.0 mg/kg/dose resulted in a no-observable-adverse-effect-level (NOAEL) of 3.0 mg/kg in male and female ASMKO mice.

Abbreviations: M: male, F: female, IV: intravenous; DPH: diphenhydramine, IP: intraperitoneally; LM: light microscopy, -: finding not present; +: finding present; * :statistically

significant (T-test)

a Beginning with the second dose (Day 14), mice at 3 mg/kg exhibited signs of hypersensitivity including lethargy and rapid breathing. DPH was administered at 5 mg/kg; IV.
To ensure that all animals were treated uniformly, all mice were administered a dose of DPH after their second treatment. Beginning with the third dose (Day 28) and
continuing through the seventh dose, mice received a prophylactic injection of DPH, administered IP, approximately five minutes prior to dosing. Several mice in Group 4
showed additional signs of hypersensitivity including mild to moderate lethargy, and were treated with additional doses of intravenous DPH. Animals responded to the DPH

treatment within 15 to 30 minutes with improved activity levels.
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5 2.6.7.7 B - Repeat-Dose Toxicity - 13-Week Mouse Study with a 4-Week Recovery Period

Report Title: rhASM: 13-week multiple dose intravenous injection toxicity study in acid sphingomyelinase knock-out mice with a 4-week recovery

Species/Strain: Mouse (ASMKO) Duration of Dosing: 13 weeks

Test Article (Batch): Olipudase alfa ([N

Initial Age: 8 to 13 weeks Duration of Post-Dose: 4 weeks

Study No.: [J031]

Date of First Dose: I 2000
weeks (7 doses)

Method of Administration: IV; once every 2

Location: 4.2.3.2-9

Vehicle/Formulation: 20 mmol/L sodium phosphate, 5% sucrose, 100 mmol/L methionine, 0.1

mmol/L EDTA at a pH of 6.5/ solution

GLP Compliance: Yes

Special Features: Main study animals (10/sex/group) were euthanized 1 week following the final dose. Recovery animals (10/sex/group) were euthanized 4

weeks after the final dose

No Observed Adverse Effect Level: 3.0 mg/kg in male and female ASMKO mice

Dose (mg/kg/dose) 0 (Vehicle Control) cgg:z'ﬁ}ggl_l 0.3 / DPH 1.0 / DPHa 3.0 / DPHa

Number of Animals on Study M: 10 F: 10 M:10 | F:10 | M:10 | Fi10 | m:10 | F10 | m:10 F: 10

{Main Study)

Noteworthy Findings:

Anti-ASM Antibody Analysis (no. of positives/total no. samples)

Teminal 0/19 1/20 120 10/20 17120

Recovery 17 onv 219 9/19 16/16

Died or Killed Moribund © 1(D-7) 1(D15) | 1(D-1) | 1(D1) 0 1(D65) | 1 (D88) 0 3(D 15, 1(D 79)
32, 32)

Clinical Observations (no. of animals with observation/total no. animals)

Lethargy (mild to moderate, at 0/20 0720 0/20 0/20 0/20 0/20 2/20 0/20 18/20 18/20

10 and/or 60 min postdosing at

Dose 2-7)

There were no toxicologically significant effects on body weight, food consumption, ophthalmic examinations, hematology, serum chemistry, organ weight,
macroscopic or microscopic observations.
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7 2.6.7.7 B - Repeat-Dose Toxicity - 13-Week Mouse Study with a 4-Week Recovery Period (continued)

Report Title: rhASM: 13-week multiple dose intravenous injection toxicity study in acid sphingomyelinase knock-out mice with a 4-week recovery

Conclusions: Intravenous administration of rhASM to ASMKO mice once every other week for 13 weeks resulted in a no-observable-adverse-effect-level
(NOAEL) of > 3.0 mg/kg in male and female ASMKO mice.

Abbreviations: M: male, F: female, DPH: diphenhydramine, IP: intraperitoneal, IV: intravenous

a 5 mg/kg DPH (IP) or 0.9% Saline (IP) was administered beginning with the second dose at a dose volume of 1 mL/kg. Due to signs of hypersensitivity following the third
dose, on the first dosing day of the fourth dose animals received 10 mg/kg DPH or 0.9% Saline at a dose volume of 2 mL/kg. For all remaining doses animals received 20
mg/kg DPH or 0.9% Saline at a dose volume of 4 mL/kg.

b Death in one male at 1.0 mg/kg rhASM was attributed to atrial thrombosis/rupture, a spontaneous condition in mice. Death of one control female (vehicle article/DPH) was
associated with hydronephrosis, also a spontaneous condition in mice. The cause of death in 2 males at 3.0 mg/kg rhASM, was most likely a result of a severe
hypersensitivity reaction following administration of rhASM that could not be prevented with DPH administration. Hydronephrosis was also noted in one of the 3.0 mg/kg
rhASM males whose death was most likely the result of hypersensitivity. The cause of death for the remaining six early death animals was not apparent upon gross or
microscopic examinations. However, during the course of the study, it became apparent that several mice had difficulties using the water bottles, and that these deaths may
be therefore attributed to dehydration, as the deaths occurred prior to study initiation or were noted within the first weeks of study start. The small numbers of these deaths,
their random distribution across groups, and the absence of gross or microscopic evidence of toxicity, were considered indicative of spontaneous etiology or possible
dehydration rather than an effect of test article administration.
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& 2.6.7.7 C - Repeat-Dose Toxicity - 26-Week Rat Study with a 4-Week Recovery Period

Report Title: 26-week intravenous injection chronic toxicity study with recombinant human acid sphingomyelinase (rhASM) in rats with a 4-week

recovery period

Species/Strain: Rat (Sprague-Dawley)

Duration of Dosing: 26 weeks

Test Article (Batch): Olipudase alfa (N

Initial Age: approximately 7 weeks

Duration of Post-Dose: 4 weeks

Study No.: [Jll027] and [} 0604Pnp]

Date of First Dose: I 200

weeks (14 doses)

Method of Administration: IV, once every 2

Location: 4.2.32-10 and 4.2 3.2-11

Vehicle/Formulation: 20 mM sodium phosphate, 5% sucrose, 0.06% Polysorbate 80, 0.1 mM
EDTA, and 0.1 M L-Methionine at a pH of 6.5 / solution

GLP Compliance: Yes

Special Features: The terminal sacrifice for the first 5 rats/sex at 3 to 30 mg/kg/dose (i.e_, rats used for toxicokinetic blood collection) occurred on Day 185,
and for the second 5 rats/sex in at 3 to 30 mg/kg/dose as well as the saline control rats on Day 184. The remaining rats in the vehicle control and 3 to 30
mg'kg/dose groups were used to assess recovery and were sacrificed on Day 212 (after the 4-week recovery period). Samples of liver were collected at
scheduled sacrifices for determination of tissue test article concentrations (reported separately in [JJ0604FPnp]).

No Observed Adverse Effect Level: 30 mg/kg/dose

Dose (mg/kg/dose) 0 (Saline Control) Counf:':ll;.::}l:Ha 3/DPH? 10 / DPH? 30/ DPH?

:",;';‘:;::;;"'mals on Study M: 5 F:5 M: 15 F: 15 M: 15 F:15 | M:15 F: 15 M: 15 F: 15

Toxicokinetics

AUCpins (Hg-h/imL) Day 1 NA NA NA NA 123 130 235 185 679 643
Day 85 NA NA NA NA 160 102 541 399 1872 1256
Day 183 NA NA NA NA 231 144 449 387 1690 1122

Comax (pg/mL) Day 1 NA NA NA NA 70 75 124 123 568 541
Day 85 NA NA NA NA 92 65 27 216 881 701
Day 183 NA NA NA NA 135 96 253 192 810 522

Anti-ASM Antibody Analysis (no. of positives/total no. samples)
Day 1 NA NA NA NA 0/5 0/5 0/5 /5 0/5 0/5
Day 85 NA NA NA NA 1/5 1/5 415 215 0/5 2/5
Day 183 NA NA NA NA 2/5 1/5 3/5 2/5 0/4 2/5
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i 2.6.7.7 C - Repeat-Dose Toxicity - 26-Week Rat Study with a 4-Week Recovery Period (continued)

Report Title: 26-week intravenous injection chronic toxicity study with recombinant human acid sphingomyelinase (rhASM) in rats with a 4-week
recovery period

Dose (mg/kg/dose) 0 (Saline Control) 0 (Vehicle 3/ DPH? 10 / DPH? 30 / DPH?@
Control)/DPH?

Number of Animals on

Study (Main Study) M: 5 F:5 M: 15 F: 15 M: 15 F: 15 M: 15 F:15 M: 15 F: 15
Liver rhASM Analysis, mean (ug rhASM/g wet tissue)
Terminal NA 0.21 0.15 0.57 0.57 0.83 0.89 2.31 2.03
Recovery NA NA NA 0.27 0.31 0.40 0.44 0.38 0.32
Noteworthy Findings:
Died or Killed Moribund ? 0 0 0 1(D24) 0 0 0 1(D29) 3 (D8815), 7, 0
Clinical Observations (no. of animals affected)
Convulsions 0 0 0 1 1 0 2 0 2
Tremors 0 0 0 1 1 (head) 0 0 1 (body) 0

(body)
Hypoactivity 0 0 0 0 0 0 0 2 1
Sternal recumbency 0 0 0 1 0 0 0 2 0

Body weight gain, mean (g)

Week 1-26 (mean) 399 152 407 176 400 160 418 176 471 160
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i 2.6.7.7 C - Repeat-Dose Toxicity - 26-Week Rat Study with a 4-Week Recovery Period (continued)

Report Title: 26-week intravenous injection chronic toxicity study with recombinant human acid sphingomyelinase (rhASM) in rats with a 4-week
recovery period

Dose (mg/kg/dose) 0 (Saline Control) 0 (Vehicle 3/ DPH@ 10 / DPH?@ 30 / DPH?@
Control)/DPH?
?‘“;I‘:i‘:gru‘:;;)‘"ima's on Study M: 5 F: 5 M: 15 F: 15 M: 15 F:15 | M:15 F: 15 M: 15 F: 15
Food consumption, mean (g)
Week 1 186 140 183 142 188 146 196 144 207 151
Week 4 209 154 210 155 213 160 223 152 242* 164
Week 8 225 159 221 161 220 170 228 166 261* 164
Week 12 205 143 196 149 200 149 199 156 224* 155
Week 16 225 164 219 167 224 168 225 173 261* 171
Week 20 233 167 214 167 219 172 217 173 246 170
Week 26 216 165 204 162 209 163 205 164 237 163

There were no toxicologically significant effects on ophthalmic examinations, hematology, serum chemistry, organ weight, macroscopic or microscopic
observations.

Conclusion: In conclusion, intravenous administration of rhASM to Crl:CD®(SD)IGS BR rats once every two weeks for 26 weeks (14 doses) at 3, 10, or 30
mg/kg/dose resulted in a no-observable-adverse effect level (NOAEL) for rhASM treatment of at least 30 mg/kg/dose in males and females.

Additional Information: N= 4 to 5/group/timepoint for toxicokinetic analysis of olipudase alfa; the lower limit of quantitation was 0.137 ng

Abbreviations: M: male, F: female, DPH: diphenhydramine, IP: intraperitoneal, 1V: intravenous, AUC: area under the curve, Cmax: maximum concentration; D: day, -: finding
not present

*: significant increase over the Control Group 2

a All animals were pre-treated with DPH after Week 2, through Week 15. DPH dose was administered at 5.0 mg/kg for the second through the sixth doses, 2.5 mg/kg for the
seventh dose, and 1.25 mg/kg for the eighth dose.

b Cause of death for three 30 mg/kg/dose males was not determined; death in the control female and 10 mg/kg/dose female were not considered related to olipudase alfa.
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5 2.6.7.7 D - Repeat-Dose Toxicity - 26-Week Monkey Study with a 4-Week Recovery Period

Report Title: 26-week intravenous infusion chronic toxicity with recombinant human acid sphingomyelinase (rhASM) in cynomolgus monkeys

with a 4-week recovery period

Species/Strain: Monkey (cynomolgus)

Duration of Dosing: 26 weeks

Initial Age: 2.5 to 5 years

Duration of Post-Dose: 4 weeks

Study No.: [J007]

Test Article (Batch): Olipudase alfa (JINNLE )

Date of First Dose: Jllend I 2000

Method of Administration: IV; once every 2
weeks (13 doses)

Location: 4.2.3.2-12

Vehicle/Formulation: 20 mmol/L sodium phosphate, 5% sucrose, 100 mmol/L methionine,

0.1 mmol/lL EDTA atapHof 65

GLP Compliance: Yes

Special Features:

No Observed Adverse Effect Level: >30 mg/kg/dose

Dose (mg/kg/dose) 0 (Vehicle Control) 3 10 30 0
:‘;:::esrl:;ﬁ?mals on Study M: 59 F:6 M: 7 F:7 M: 7 F:7 M:7 F:6 M: 14
Toxicokinetics
AUCo.ast (ug.h/mL) Day 1 NA NA 202 988 3712
Day 71 NA NA 118 714 2714
Day 169 NA NA 98.2 672 2393
Conax (Hg/mL) Day 1 NA NA 44 254 706 NA
Day 71 NA NA 359 197 920
Day 169 NA NA 30.0 209 717
Anti-ASM Antibody Analysis {no. of positivesi/total no. samples)
Day 1 o7 or7 o7 o7 o7 o7 057 077
Day 29 o7 or7 57 47 57 47 47 6/7
Day 85 0/6 or7 [ BI7 57 B/7 7 77 NA
Day 127 0/6 0/6 [ BI7 B/7 B/7 7 77
Day 169 0/6 0/6 [l 7 B/7 i 7 6/6
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& 2.6.7.7 D - Repeat-Dose Toxicity - 26-Week Monkey Study with a 4-Week Recovery Period (continued)

Report Title: 26-week intravenous infusion chronic toxicity with recombinant human acid sphingomyelinase (rhASM) in cynomolgus monkeys

with a 4-week recovery period (continued)

Dose (mg/kg/dose) 0 (Vehicle Control) 10 30 0
Number of Animals on Study
. 4 . . . . . . . - 44

(Main Study)? M: 5 F:6 M:7 F:7 M:7 F:7 M:7 F: 6 M: 1
Additional Information: For toxicokinetic parameters, N=12 to 14 per group (combined males and females)
Anti-ASM Antibody Analysis (no. of positives/total no. samples)

Day 1 0/7 0/7 0/7 0/7 0/7 0/7 0/7 0/7

Day 29 0/7 0/7 517 417 5/7 417 417 6/7

Day 85 0/6 077 77 6/7 5/7 6/7 77 77 NA

Day 127 0/6 0/6 77 6/7 6/7 6/7 77 77

Day 169 0/6 0/6 77 77 6/7 77 77 6/6
Noteworthy Findings:
Died or Killed Moribund ¢ 1(D169) | 1(D110) 1(D138)

There were no treatment-related findings in any of the evaluated data.

Conclusion: In conclusion, under the conditions of this study, the no-observable-adverse-effect level (NOAEL) for male and female cynomolgus monkeys
treated with rhASM by intravenous infusion every 2 weeks for 26 weeks is >30 mg/kg/dose.

Abbreviations: M: male, F: female, AUC: area under the curve, Cmax: maximum concentration.

a Animal 161776, a Group 1 male, was not dosed after Day 29 (third dose) due to an irreparable catheter dysfunction. The monkey was moved to Group 5, given a new
animal number (162480), and not dosed further, although it was on the same schedule for evaluation of all other parameters as the other animals in the group.
Reflects the numbers of animals that survived to scheduled terminations

¢ There were three unscheduled sacrifices on the study that were unrelated to treatment with the test article. A control female on Day 110 (Week16), a control male on Day
169 (Week 25), and a 30 mg/kg/day female on Day 138 (Week 20) suffered accidental limb fractures and were euthanized for humane reasons. There were no treatment-
related findings in any of the evaluated data.
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8  In Vitro BEizEEER
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%+ 2.6.7.12 A - Reproductive and Developmental Toxicity - Fertility and Early Embryonic Development to Implantation

Report Title: GZ402665 (Olipudase Alfa): Intravenous Fertility and Early Embryonic Development to Implantation in Mice

Species/Strain: Mouse Crl:CD1(ICR) | Duration of Dosing: M: once every other day beginning 28 days before

cohabitation, during cohabitation and continuing until euthanasia

F: once every other day beginning 15 days before cohabitation, during
cohabitation {(maximum of 14 days) and continuing until GD7

Initial Age: 62 days old at receipt

Test Article (Batch): Olipudase alfa

Study No.- [FER0510]

Date of First Dose: I I 2000 Day of Mating: GD 0

Location: 4.2.3.5.1-1

Special Features: None Day of C-Section: GD 14

GLP Compliance: Yes

Design similar to ICH 4.1.1: Yes Method of Administration: IV (GZ402665) or IP (DPH)

No Observed Adverse Effect Level:

Vehicle/Formulation: 20 mmol/L sodium phosphate, 5% sucrose, 100 mmol/L methionine, 0.1 mmol/L EDTA at a

FO Males: 30 mg/kg/dose pH of 6.5
FO Females: 30 mg/kg/dose
F1 Litters: 30 mg/kg/dose
0/0 0/20 3.16/20 10/20 30/20
Daily Dose (mg/kg/dose) {Control) {Control/DPH) {GZ402665) (GZ402665) (GZ402665)
Males:
No. Evaluated 25 25 25 25 25
Mo. Died or Sacrificed Moribund 0 0 7 4 0
Clinical Observations (N/N) @
Decreased Motor Activity 0/0 0/0 3418 16/11 14113
Ataxia 0/0 0/0 35,22 8/6 a8/8
Vocalization 0/0 0/0 1M 33 2715
Hypermreactivity 0/0 0/0 9/8 b6/5 212
Tremors 0/0 0/0 0/0 11 212
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7 2.6.7.12 A - Reproductive and Developmental Toxicity - Fertility and Early Embryonic Development to Implantation (continued)

Report Title: GZ402665 (Olipudase Alfa): Intravenous Fertility and Earl

y Embryonic Development to Implantation in Mice

0/0 0/20 3.16/20 10/20 30/20
Daily Dose (mg/kg/dose) (Control) (Control/DPH) (GZ402665) (GZ402665) (GZ402665)
Males (Continued):
Labored Breathing 0/0 0/0 2/2 0/0 2/2
Body Jerks 0/0 0/0 0/0 11 0/0
Cold to Touch 0/0 0/0 5/5 0/0 0/0
Necropsy Observations - - - - -
Body Weight Day 49 (g) 37.7 36.6 36.3 36.9 37.0
Food Consumption Days 1 to 25 (g/day) 9.4 9.2 8.6 9.3 8.1
Mean No. Days Prior to Mating 2.2 2.2 2.5 2.4 20
No. of Males that Mated 25 25 19 19 23
No. of Fertile Males 25 23 15 17 18
Organ weights - - - - -
Sperm motility - - - - -
Sperm density - - - - -
Histopathology - - - - -
Females:
No. Evaluated 25 25 25 25 25
No. Died or Sacrificed Moribund 0 0 6 4 1
Clinical Observations (N/N) @
Pre-Cohabitation/Premating
Increased Motor Activity 0/0 0/0 6/6 7/6 9/9
Decreased Motor Activity 0/0 0/0 18/15 10/10 4/4
Whole Body Twitches 0/0 0/0 2/2 0/0 0/0
Cold to Touch 0/0 0/0 2/2 0/0 0/0
Ataxia 0/0 0/0 11 0/0 0/0
Labored Breathing 0/0 0/0 11 0/0 0/0
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7 2.6.7.12 A - Reproductive and Developmental Toxicity - Fertility and Early Embryonic Development to Implantation (continued)

Report Title: GZ402665 (Olipudase Alfa): Intravenous Fertility and Earl

y Embryonic Development to Implantation in Mice

0/0 0/20 3.16/20 10/20 30/20
Daily Dose (mg/kg/dose) (Control) (Control/DPH) (GZ402665) (GZ402665) (GZ402665)
Females (Continued):
Gestation
Decreased Motor Activity 0/0 0/0 12/9 11 0/0
Ataxia 0/0 0/0 10/8 17 0/0
Necropsy Observations - - - - -
Premating Body Weight Day 15 (g) 28.5 27.9 28.0 27.4 28.2
Gestation Body Weight GD 14 (g) 44.3 42.7 43.8 42.6 43.9
Premating Food Consumption Days 1 to 15 (g/day) 7.9 8.8 7.7 6.5 7.5
Gestation Food Consumption GD 0 to 14 (g/day) 8.0 7.9 7.2 6.9 8.0
Mean No. Estrous Cycles/14 days 3.12 2.92 2.75 3.00 2.87
Mean No. Days Prior to Mating 2.2 2.2 25 25 2.0
No. of Females Sperm Positive 25 25 19 22 23
No. of Pregnant Females 25 23 15 19 18
Mean No. Viable Embryos 11.8 11.3 12.3 11.7 12.3
Mean No. Nonviable Embryos 1.2 1.1 0.7 1.2 0.8
Mean % Postimplantation Loss 9.0 10.0 6.2 9.0 6.8

Organ Weights

Conclusion: On the basis of these data, the paternal and maternal no-observable-adverse-effect levels (NOAELSs) for olipudase alfa were 30 mg/kg/dose.
The mortality that occurred in all olipudase alfa groups was considered due to hypersensitivity from olipudase alfa administration. The male and female
reproductive NOAELs were 30 mg/kg/dose. Administration of olipudase alfa had no effects on mating and fertility of the male or female mice or cesarean-

sectioning and litter parameters of female mice evaluated at mid-gestation.

Abbreviations: -: No noteworthy findings; N/N: Total Number of Observations/Number of Mice with Observation; DPH: Diphenhydramine; GD: Gestation Day
a All considered related to test article hypersensitivity.
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% 2.6.7.13 A - Reproductive and Developmental Toxicity - Effects on Embryo-fetal Development - Mouse

Report Title: GZ402665 (Olipudase Alfa): Intravenous Embryo-Fetal Toxicity Study in Mice

Species/Strain: Mouse /Crl:CD1(ICR)

Duration of Dosing: GD 6 through 15

Test Article (Batch): Olipudase alfa

Initial Age: 62 days upon arrival at
Testing Facility

Day of Mating: GD 0

Study No.: [TER0694]

Date of First Dose: 1 I 2000

Day of C-Section: GD 18

Location: 4.2.3.5.2-1

Special Features: Toxicokinetic and Anti-
Drug Antibody Evaluations

Method of Administration: IV (GZ402665) or IP (Saline and DPH)

GLP Compliance: Yes

Design similar to ICH 4.1.37 Yes

Vehicle/Formulation: 20 mmol/L sodium phosphate, 5% sucrose, 100 mmol/L methionine, 0.1 mmol/lL EDTA at

apHof 6.5
No Observed Adverse Effect Level: F0 Females: 30 mg/kg/day F1 Litters: 30 mg/kg/day
0 0/20 3 10 30
Daily Dose (mg/kg/dose) {Control) {Control/DPH) {GZ402665) (GZ402665) (GZ402665)
Toxicokinetics {Dams)
AUCq.24 (pg.himL) GD 12 NA NA 83.1 278 916
Cmax (pg/mL) GD12 NA NA 352 176 409
Anti-Drug Antibody: GD13
No. positive ADA response @ 0/4 0/5 919 4720 320
No. Pregnant 24 25 21 22 24
No. Died or Sacrificed Moribund 1b - gc 2d -
No. Aborted of with Total Resorption of Litter - - - - -
No. Delivered - - - 2 -

Abbreviations: NA: Not Applicable; GD: Gestation Day; ADA: anti-drug antibody
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7 2.6.7.13 A - Reproductive and Developmental Toxicity - Effects on Embryo-fetal Development - Mouse (continued)

Report Title: GZ402665 (Olipudase Alfa): Intravenous Embryo-Fetal Toxicity Study in Mice

0 0 3 10 30
Daily Dose (mM/day) (Control) (Control/DPH) (GZ402665) (GZ402665) (GZ402665)
Clinical Observations® -
Decreased activity - - 5/4 4/4 717
Body Weight (g) - GD 18 59.8 59.2 56.8 56.7 59.0
Body Weight Gain (g) - GD 6 to 18 29.5 28.9 26.6 26.8 291
Gravid Uterine Weight (g) 23.42 22.28 20.66 21.05 22.45
Food Consumption (g/animal/day) - GD 6 to 18 7.7 7.4 7.4 7.4 7.6
Mean No. Corpora Lutea 14.5 15.1 15.3 14.4 14.7
Mean No. Implantations 14.4 14.6 14.4 13.7 14.0
Mean % Preimplantation Loss 0.58 2.66 4.93 5.08 3.88
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7 2.6.7.13 A - Reproductive and Developmental Toxicity - Effects on Embryo-fetal Development - Mouse (continued)

Report Title: GZ402665 (Olipudase Alfa): Intravenous Embryo-Fetal Toxicity Study in Mice

0 0 3 10 30
Daily Dose (mg/kg/day) (Control) (Control/DPH) (GZ402665) (GZ402665) (GZ402665)
Litters:
No. Litters Evaluated 24 25 14 21 23
No. Live Fetuses 13.5 13.2 12.0 12.7 12.8
Mean No. Resorptions 0.8 15 2.4** 1.0 1.3
No. of Litters with Dead Fetuses 0.0 0.0 0.0 0.0 0.0
Mean % Postimplantation Loss 5.88 10.28 16.26* 6.70 9.51
Mean Fetal Body Weight-Combined (g) 1.334 1.314 1.294 1.314 1.352
Live Male Fetuses (%) 49.40 52.03 47.86 46.03 45.10
Fetal Anomalies: - - - - -
Gross External - - - - -
Visceral Anomalies - - - - -
Skeletal Anomalies - - - - -
Fetal Ossification Site - - - - -

Conclusion: Olipudase alfa was intravenously administered to pregnant Crl:CD1(ICR) mice once daily on GDs 6 through 15 at doses of 3, 10, or 30
mg/kg/day. Maternal effects were limited to an increased incidence of decreased activity at 23 mg/kg/day which resulted in administration of DPH. Olipudase
alfa did not result in any mortality or effects on maternal body weights, body weight gains, and food consumption. Olipudase alfa did not result in any effects
on embryo-fetal survival or fetal body weights, and did not produce any fetal external, visceral, or skeletal malformations or variations. On the basis of these
data, the maternal and developmental no-observable-adverse-effect level (NOAEL) for olipudase alfa is 30 mg/kg/day (AUCo-24 916 pgeh/mL).

Abbreviations: - :No noteworthy findings; GD: Gestation Day; DPH: diphenhydramine hydrochloride

a ADA positive animals/total number of animals
Female 2006 (main study) was found dead on GD 7, and female 2128 (TK satellite) was found dead on GD 12 following the 2-hour blood collection time point.
Females 2072 and 2075 were found dead on GD 12, females 2062 and 2071 were found dead on GD 13, and females 2052, 2058, and 2066 were found dead on GD 14.
Female 2069 was found dead on GD 14 before dose administration, while female 2060 was found dead on GD 16, during the non-dosing period. Female 2144 (TK satellite)
was found dead on GD 12 following the 2-hour blood collection time point.

d Female 2084 delivered on GD 7, the 2™ day of the dose administration and it is related to an error in animal procurement. Female 2087 delivered its litter on GD 18, the day
of the scheduled euthanasia.

e X/X =Frequency of observation/number of affected animals
*p<0.05, **-p<0.01 (Dunnet Test)
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& 2.6.7.13 B - Reproductive and Developmental Toxicity - Effects on Embryo-fetal Development - Rabbit

Report Title: GZ402665 (Olipudase alfa) An Intravenous Infusion Embryo-Fetal Development Study in Rabbits

Species/Strain: Rabbit (New Zealand White)

Duration of Dosing: GD 6 to 19

Test Article (Batch): Olipudase

aifa (S

Initial Age: Approximately 5 to 6 months

Day of Mating: GD 0

Study No.: [TER0698]

Date of First Dose: 1IN

Special Features: Toxicokinetic and Anti-Drug
Antibody Evaluations

Day of C-Section: GD 13 (TK), GD 29 (Main)

Location: 4.2.3.5.2-2

Method of Administration: Intravenous infusion

GLP Compliance: Yes

Vehicle/Formulation: 20 mM sodium phosphate, 5% sucrose, 100 mM methionine, 0.1 mM EDTA in
Sterile Water for Injection, USP at a pH of 6.5

Dose (mg/kg/day) 0 04 3 10 30
(Control) (Control) (GZ402665) (GZ402665) (GZ402665)
Females | Toxicokinetics:
AUCo24n) (pg-himL) — GD12 NA NA 598 2000 6350
C max !Hg.me] -GD12 NA NA 114 370 1180
Anti-Drug Antibody:
No. positive ADA response © Day 6 0/3 0/3 0/3 0/3 0/3
No. positive ADA response & Day 12 0/3 0/3 3/3 12 212
No. Pregnant 21 23 24 25 25
No. Died or Sacrificed Moribund 0 4 3 4 2
No. with All Nonviable Conceptuses 2 4 3 2 2
Clinical Observations®
Ungroomed Fur 3 4 6 8 8

Necropsy Observations?

Matenal accumulation in thoracic cavity

Fluid accumulation, Pale in thoracic cavity

Material accumulation, abnormal appearance

in sternal region subcutis
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7 2.6.7.13 B - Reproductive and Developmental Toxicity - Effects on Embryo-fetal Development - Rabbit (continued)

Report Title: GZ402665 (Olipudase alfa) An Intravenous Infusion Embryo-Fetal Development Study in Rabbits (continued)

Dose (mg/kg/day) 0° 0° 3 10 30
(Control) (Control) (GZ402665) (GZ402665) (GZ402665)
Females Absolute Body Weights GD 20 (%)° 3982.6 g -0.9 -3.3 -0.1 -1.0
(continued) | Food Consumption GD 6 to 20 (%)° 129.17 -6.33 -21.66 -8.74 -2.41
No. Corpora Lutea 11.7 12.3 11.0 11.3 11.7
No. Implantations 10.7 10.6 10.0 10.8 10.8
Mean % Pre-implantation Loss 8.33 12.87 8.13 4.16 7.16
Litters No. Litters Evaluated 19 19 21 21 23
No. Live Fetuses 194 185 187 222 229
Mean No. Resorptions 1.4 0.9 1.1 0.8 0.8
No. of Liters with Dead Fetuses 0.0 0.0 0.0 0.0 0.0
Mean % Post Implantation Loss 12.63 8.54 11.30 8.22 7.25
Mean Fetal Body Weight (g) 39.36 38.83 38.42 37.79 39.45
Fetal Sex Ratios (% live males) 51.37 47.66 47.50 37.31 52.24
Fetal Anomalies
Gross External - - - - -
Visceral Anomalies - - - - -
Skeletal Anomalies - - - - -
Fetal Ossification Sites - - - - -

Abbreviations: NA: not applicable, GD: gestation day, AUC: area under the curve, -: no noteworthy findings; No.: number
a Test Article Control: 20 mM sodium phosphate, 5% sucrose, 100 mM methionine, 0.1 mM EDTA in Sterile Water for Injection, USP at a pH of 6.5

ADA positive animals/total number of animals

Gestation period. Number listed is the number of animals affected.

Animals that aborted and were euthanized before scheduled only.
For controls, group means are shown. For treated groups, percent differences from controls are shown. Statistical significance is based on actual data (not on the percent
differences).

DdD Q O T
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# 2.6.7.14 - Reproductive and Developmental Toxicity - Effects on Pre- and Postnatal Development, Including Maternal Function

Report Title: GZ402665 (Olipudase alfa): An Intravenous Pre-/Postnatal Developmental Toxicity Study in Mice, Including a Postnatal

Behavioral/Functional Evaluation

Species/Strain: Mouse (Crl:CD1(ICR)

Duration of Dosing: GD6 to LD19

Test Article (Batch): Olipudase alfa (S

Initial Age: 69 Days

Day of Mating: GDO

Study No.: [DPNO380]

Date of First Dose: 1 I 2000

Method of Administration: IV (GZ402665) or IP (Saline and DPH)

Location: 4.2.3.5.3-1

Special Features: None

Vehicle/Formulation: 20 mmol/L sodium phosphate, 5% sucrose, 100 mmol/L methionine, 0.1 mmol/L EDTA at a pH of

6.5

Litters Culled/Not Culled: Not culled

Day of Necropsy: LD 21 (or GD 23 for dams that did not deliver)

| GLP Compliance: Yes

Design similar to ICH 4.1.2: Yes

No Observed Adverse Effect Level: FO Females:

30/20 mg/kg/dose F1 Males: 30/20 mg/kg/dose F1 Litters: 30/20 mg/kg/dose

0/0 0/20 3.16/20 10/20 30/20

Daily Dose (mg/kg) {Control) (Control/DPH) (GZ402665/DPH) {GZ402665/DPH) (GZ402665/DPH)
FO Females:
No. Pregnant 24 23 23 25
Mo. Died or Sacrificed Moribund 2 1 5 0 2
No. Aborted or with Total Resorptions Of Litter 0 1 1
Clinical Observations (Gestation) @

Decreased Motor Activity 0/0 0/0 54 M 2i2
Clinical Observations (Lactation) 2

Increased motor activity 0/0 32 0/0 M 2i2

Decreased motor activity 0/0 0/0 1M /0 2i2

Pale Extremities 0/0 0/0 0/0 0/0 22

Hunched Posture 211 0/0 0/0 0/0 11

Cold to Touch 0/0 0/0 11 0/0 0/0
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7 2.6.7.14 - Reproductive and Developmental Toxicity - Effects on Pre- and Postnatal Development, Including Maternal Function (continued)

Report Title: GZ402665 (Olipudase alfa): An Intravenous Pre-/Postnatal Developmental Toxicity Study in Mice, Including a Postnatal
Behavioral/Functional Evaluation (continued

0/0 0/20 3.16/20 10/20 30/20
Daily Dose (mg/kg) (Control) (Control/DPH) (GZ402665/DPH) (GZ402665/DPH) (GZ402665/DPH)
Dehydration - Moderate 0/0 0/0 0/0 0/0 11
Swollen — Whole Body 0/0 0/0 0/0 0/0 11
Necropsy Observations - - - - -
Body Weight
Gestation Body Weight GD 18 (g) 58.4 55.8 51.9* 55.6 56.8
Gestation Body Weight Change GD 10 to 12 (g) 4.4 41 4.3 4.8 4.7*
Gestation Body Weight Change GD 14 to 16 (g) 7.0 6.1# 4.8 6.3 6.2
Gestation Body Weight Change GD 16 to 18 (g) 6.7 5.7 ## 3.1 5.1 5.8
Gestation Body Weight Change GD 6 to 18 (g) 27.2 244 # 21.0 241 25.4
Gestation Body Weight Change GD 0 to 18 (g) 30.8 28.5 24.6* 28.1 294
Lactation Body Weight LD 3 (g) 38.1 36.3 ## 36.4 36.8 36.8
Lactation Body Weight LD 4 (g) 394 37.6 ## 37.3 37.8 37.7
Lactation Body Weight LD 5 (g) 40.4 37.9 ## 37.3 38.5 38.0
Lactation Body Weight LD 6 (g) 415 395 # 38.9 39.9 39.5
Lactation Body Weight LD 7 (g) 42.2 39.6 ## 39.2 39.8 39.9
Lactation Body Weight LD 8 (g) 43.8 421 # 41.1 41.8 414
Lactation Body Weight LD 9 (g) 44.8 429 # 40.9 425 424
Lactation Body Weight LD 10 (g) 46.1 43.4 ## 42.3 44.0 42.8
Lactation Body Weight LD 11 (g) 457 435# 42.3 437 435
Lactation Body Weight LD 12 (g) 47.0 44.2 ## 43.1 44.5 44.0
Lactation Body Weight LD 13 (g) 46.9 444 # 42.7 45.0 45.0
Lactation Body Weight LD 14 (g) 46.8 446 # 43.3 45.1 44.0
Lactation Body Weight LD 15 (g) 47.8 45.1 ## 43.3 45.3 44.6
Lactation Body Weight LD 16 (g) 48.0 457 # 44.8 45.7 44 1
Lactation Body Weight LD 17 (g) 47.8 454 # 44.0 452 43.9
Lactation Body Weight LD 18 (g) 47.0 445 # 43.6 45.3 44.8
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7 2.6.7.14 - Reproductive and Developmental Toxicity - Effects on Pre- and Postnatal Development, Including Maternal Function (continued)

Report Title: GZ402665 (Olipudase alfa): An Intravenous Pre-/Postnatal Developmental Toxicity Study in Mice, Including a Postnatal
Behavioral/Functional Evaluation (continued

0/0 0/20 3.16/20 10/20 30/20

Daily Dose (mg/kg) (Control) (Control/DPH) (GZ2402665/DPH) (GZ402665/DPH) (GZ402665/DPH)

Lactation Body Weight Change LD 18 to 21 (g) -4.9 -2.4 ## -2.6 -3.3 -3.8

Lactation Body Weight Change LD 1 to 21 (g) 6.7 7.7 6.6 7.4 6.7

Mean Duration of Gestation (days) 19.6 19.8 19.8 19.8 19.7
F1 Litters (Preweaning):
No. Litters Evaluated 24 23 17 21 25
Mean No. of Implantations 141 12.9 14.5 134 134
Dams with No Liveborn Pups 0 0 1 0 0
Gestation Index (%) 100.0 100.0 85.0 100.0 100.0
No. Dams with All Pups Dying: LDs1to 4 0 0 1 0 0
No. Dams with All Pups Dying: LDs 5 to 21 1 0 1 0 2
Mean No. Liveborn Pups/Litter 13.1 11.2 8.6 11.0 12.0
No. Liveborn Pups 314 257 146 231 301
Mean No. of Stillborn Pups/Litter 0.0 0.0 0.2 0.2 0.3
No. Stillborn Pups 1 4 4 7
Unknown Vital Status 0 1 0 0
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7 2.6.7.14 - Reproductive and Developmental Toxicity - Effects on Pre- and Postnatal Development, Including Maternal Function (continued)

Report Title: GZ402665 (Olipudase alfa): An Intravenous Pre-/Postnatal Developmental Toxicity Study in Mice, Including a Postnatal

Behavioral/Functional Evaluation (continued

0/0 0/20 3.16/20 10/20 30/20
Daily Dose (mg/kg) (Control) (Control/DPH) (GZ402665/DPH) (GZ402665/DPH) (GZ402665/DPH)
No. Pups Found Dead or Presumed Cannibalized
LD 1 0/314 4/257 2/146 2/231 1/301
LDs2to 4 2/314 4/253 1/133 1/229 10/300
LDs5to7 0/312 2/249 0/132 0/228 12/290 *
LDs 8 to 10 1/312 11247 1/132 1/228 6/278
LDs 11 to 14 14/311 1/246 ## 1/131 0/227 10/272 *
LDs 15to 18 0/297 1/245 8/130 ** 0/227 7/256
LDs 19 to 21 1/297 0/244 6/122 ** 11227 0/249
Viability Index (%) b 994 96.9 97.8 98.7 96.3
Lactation Index (%) © 94.9 98.0 87.9 ** 99.1 87.7 **
Mean No. Surviving Pups Per Litter
LD 1 131 1M1.2# 8.6 11.0 12.0
LD 4 13.0 10.8 ## 9.4 10.8 11.6
LD 7 13.0 10.7 ## 9.4 10.8 1.1
LD 10 13.0 10.7 ## 9.4 10.8 10.9
LD 14 12.4 10.6 ## 9.3 10.8 10.5
LD 18 12.4 10.6 ## 8.7 10.8 10.4
LD 21 12.3 10.6 ## 8.3 10.8 10.4
Pup Sex Ratios (% males)
LD 1 47 .4 54.3 491 47.3 54.1
LD 4 47.4 55.2 56.8 47.8 54.8
LD 7 47 .4 54.8 56.8 47.8 55.7
LD 10 47.6 55.0 56.6 47.7 56.5
LD 14 47.2 55.1 56.9 47.7 56.3
LD 18 47.2 55.0 55.9 47.7 56.8
LD 21 47.0 55.0 56.4 47.7 56.8
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7 2.6.7.14 - Reproductive and Developmental Toxicity - Effects on Pre- and Postnatal Development, Including Maternal Function (continued)

Report Title: GZ402665 (Olipudase alfa): An Intravenous Pre-/Postnatal Developmental Toxicity Study in Mice, Including a Postnatal
Behavioral/Functional Evaluation (continued

0/0 0/20 3.16/20 10/20 30/20
Daily Dose (mgﬂ) (Control) (Control/DPH) (GZ402665/DPH) (GZ402665/DPH) (GZ402665/DPH)
Mean Live Litter Size at Weighing
LD 1 13.0 11.0## 9.0 10.9 12.0
LD 4 13.0 10.8## 10.1 10.8 11.6
LD 7 13.0 10.7## 10.2 10.8 11.6
LD 10 13.0 10.7## 10.1 10.8 11.3
LD 14 12.9 10.64# 10.0 10.8 11.4
LD 18 12.9 10.6## 9.5 10.8 11.3
LD 21 12.9 10.64# 9.7 10.8 11.3
Mean Pup Weight/Litter (grams)
LD 1 1.6 1.6 1.6 1.6 1.6
LD 4 2.6 2.7 27 26 26
LD 7 3.8 4.0 41 4.0 3.8
LD 10 5.0 5.0 5.2 51 4.9
LD 14 6.0 59 6.1 6.2 5.9
LD 18 6.8 6.8 7.3 7.3 7.0
LD 21 8.8 8.9 9.9 9.4 9.3
Pup Clinical Observations - - - - -
Pup Necropsy Observations
No milk in stomach 0 1 13 1 31
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7 2.6.7.14 - Reproductive and Developmental Toxicity - Effects on Pre- and Postnatal Development, Including Maternal Function (continued)

Report Title: GZ402665 (Olipudase alfa): An Intravenous Pre-/Postnatal Developmental Toxicity Study in Mice, Including a Postnatal

Behavioral/Functional Evaluation (continued

0/0 0/20 3.16/20 10/20 30/20
Daily Dose (mg/kg) (Control) (Control/DPH) (GZ2402665/DPH) (GZ402665/DPH) (GZ402665/DPH)
F1 Males (Postweaning):
No. Evaluated 25 25 % % 25
No. Died or Sacrificed Moribund 0 0 3 0 0
Clinical Observations - - - - -
Necropsy Observations - - - - -
Mean Body Weight Day 85 (g) 371 36.9 38.9* 38.0 36.6
Mean Body Weight Day 92 (g) 37.2 36.9 38.9* 38.2 36.7
Mean Body Weight Day 99 (g) 36.4 36.4 38.5* 38.1 36.4
Mean Body Weight Day 113 (g) 37.8 37.6 39.2 39.1 37.3
Mean Body Weight Change Day 43 to 50 (g) 2.0 1.5 ## 14 15 1.5
Mean Body Weight Change Day 22 to 113 (g) 27.5 27.3 28.0 27.9 26.7
Mean Food Consumption Day 71 to 78 (g/day) 54 5.1 5.8 ** 5.9* 51
Mean Food Consumption Day 78 to 85 (g/day) 5.2 4.9 6.0* 54* 4.8
Mean Food Consumption Day 29 to 92 (g/day) 57 5.6 59 6.0 ** 5.6
Mean Age of Preputial Separation (days) 27.8 27.8 28.3 28.4 27.9
Morris Water Maze - - - - -
Motor Activity - - - - -
Acoustic Startle - - - - -
Mean No. Days Prior to Mating 3.1 2.8 3.3 2.3 2.4
No. of Males that Mated 22 23 23 25 24
No. of Fertile Males 22 21 22 23 24
Terminal Body Weights 39.1 39.6 41.3 40.8 38.9

Organ Weights
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7 2.6.7.14 - Reproductive and Developmental Toxicity - Effects on Pre- and Postnatal Development, Including Maternal Function (continued)

Report Title: GZ402665 (Olipudase alfa): An Intravenous Pre-/Postnatal Developmental Toxicity Study in Mice, Including a Postnatal

Behavioral/Functional Evaluation (continued

0/0 0/20 3.16/20 10/20 30/20
Daily Dose (mg/kg) (Control) (Control/DPH) (GZ402665/DPH) (GZ402665/DPH) (GZ402665/DPH)
F1 Females (Postweaning):
No. Evaluated 25 25 % % 25
No. Died or Sacrificed Moribund 0 0 0 0 0
Clinical Observations - - - - -
Necropsy Observations - - - - -
Premating Body Weight Day 92 (g) 29.8 30.3 31.0 30.6 29.8
Premating Body Weight Change Days 22 to 92 (g) 194 20.9 20.6 19.6 19.8
Gestation Body Weight GD 14 (g) 47.8 48.5 49.4 49.5 47.2
Gestation Body Weight Change GD 0 to 14 (g) 18.0 18.0 18.3 19.0 17.4
Mean Age of Vaginal Patency (days) 26.9 26.5 27.4 25.8 26.3
Passive Avoidance - - - - -
Motor Activity - - - - -
Acoustic Startle - - - - -
Mean No. Days Prior to Mating 3.9 3.0 3.1 23 25
No. of Pregnant Females 23 23 23 23 25
Mean No. Corpora Lutea 15.6 15.2 15.8 16.6 14.7
Mean No. Implantations 14.8 14.5 14.9 15.7 141
Mean % Preimplantation Loss 5.2 55 5.8 54 34

Ratio (Organ Weights to Terminal Body Weights)
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7 2.6.7.14 - Reproductive and Developmental Toxicity - Effects on Pre- and Postnatal Development, Including Maternal Function (continued)

Report Title: GZ402665 (Olipudase alfa): An Intravenous Pre-/Postnatal Developmental Toxicity Study in Mice, Including a Postnatal

Behavioral/Functional Evaluation (continued

0/0 0/20 3.16/20 10/20 30/20
Daily Dose (mg/kg) (Control) (Control/DPH) (GZ402665/DPH) (GZ402665/DPH) (GZ402665/DPH)
F1 Litters:
Mean No. Live Conceptuses/Litter 134 12.7 13.0 141 12.7
Mean No. Nonviable Conceptuses/Litter 14 1.8 1.9 1.6 14
No. of Litters with Nonviable Conceptuses 15 18 13 15 15
No. Nonviable Conceptuses 32 42 43 36 34
Dams with all Nonviable Conceptuses 0 1 0 0 0
Mean % Postimplantation Loss 9.6 15.8 12.2 9.6 9.3

Conclusion: In conclusion, the maternal no-observable-adverse-effect level (NOAEL) for olipudase alfa was 30/20 mg/kg/dose. The NOAEL for
reproduction in the dams and for viability and growth in the offspring was 30/20 mg/kg/dose. The mortality that occurred in all olipudase alfa groups was
considered due to hypersensitivity from olipudase alfa administration. There were no effects on maternal (F1) reproductive function. There were no
toxicologically important differences in any developmental and reproductive parameters evaluated in the F1 generation male and female offspring.

Abbreviations: -: No noteworthy findings; GD: Gestation day; LD: Lactation Day; DPH: Diphenhydramine Hydrochloride
* Significantly different from the Group 2 value (p<0.05)

** Significantly different from the Group 2 value (p<0.01)

# Significantly different from the Group 1 value (p<0.05)

## Significantly different from the Group 1 value (p<0.01)

a The mortality and clinical observations that occurred in all Olipudase alfa groups was considered due to hypersensitivity from olipudase alfa administration.

b Number of live pups on Day 4 postpartum/number of liveborn pups on Day 1 postpartum

¢ Number of live pups on Day 21 (weaning) postpartum/number of live pups on Day 4 postpartum
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Test Article: Olipudase alfa

& 2.6.7.17 - Other Toxicity Studies

Method of

Species/Strain Administration

Duration of
Dusing

Doses

(mg/kg/day)

Gender and No.
per Group

Noteworthy Findings

Study
Number

Location

Human whole In Vitro

blood

Mot applicable

1.1 mg/mL

Not applicable

Under the conditions of administration
of this assay, Acid Spingomyelinase
(ASM) at a concentration of 1.1 mg/mL
and ASM buffer gave no hemolysis
response and therefore considered
negative for hemolytic activity.

Imo09]

423771

Mouse (ASMKO) IV (bolus)

Single dose

20

TF

Lot I produced similar toxicity as
Lot based on the findings of
mild to severe lethargy 15, 17 and

22 hours post-dose as well as gross
pathology findings at necropsy
(enlarged/swollen, red adrenal glands)

[l-0372Pnp]

4231-21

Mouse (ASMKO) IV (bolus)

Single dose

3,108

4AM [ 4F

Under the conditions of this study,
following a single intravenous dose,
the toxicity profiles at 3 mg/kg and
mortality at 3 and 10 mg/kg are similar
for hASM Lot [ with <10%
(8.3%) HMWS and rhASM Lot [
I with >10% (11.0%) HMWS.

[02784]

423122

Abbreviations: ASM : Acid Sphingomyelinase, HMWS: High Molecular Weight Species
a Two different lots of olipudase alfa (Lot I with <10% (8.3%) HMWS and Lot [ with >10% (11.0%) HMWS).
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