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Bk D F Sl 5 G- OB & e o 72,

1.5 RHELBEOXEBEFORRE
AKHFED 7= DI /o 5520 7= E72 B S % Module 1 OB HE 3 5 EIZRT,
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21 #BENREUHFEEER VRS ERARORKT

211 TEMFHEICHER L -HER

ASMD B x5 L Li-A ) 74 —8 77 7 OERERRE 7 1 7 F AL, BEERER S R (B 1
FA~ZE MLFR) ROBIEMIZE 2 G ENnD (K1) , TV T F—8 77 7 D2 TORKRRER &K O
PRAFZE DREEE % Module [5.2)12777,

FVTHE—B TNT 7 b U iR Skl 9 5 350k (DF113412, DFI113803 [ ASCEND-Peds]
& OF SPHINGO00605) 358 T LT\ 5, #4790 DFI12712 (ASCEND) X OYLTS13632 DT —X 71 >
MA7 BIX, 42019410 A 17 H X TR20194F 12 H 10 H TH 5,

%= 1 - Acid sphingomyelinase deficiency studies with or without treatment of olipudase alfa

Protocol number Phase Age Protocol title Number of Treatment Duration
(Study  Category patients of
status) treatment

MSC12840 N/A Pediatric A Prospective, 59 No treatment with

(SPHINGO-001-0  (Completed) /Adults ~Cross-Sectional (30 pediatric olipudase alfa

0) Survey Study to )

Collect Natural
History Data in
Patients with
Niemann-Pick B

Disease
SPHINGO00302 N/A Pediatric A Retrospective 100 No treatment with
(Completed) /Adults Natural History (49 pre-pube olipudase alfa
Study of ASM rtal,
Deficiency 7 pubertal,
(Niemann-Pick 33 post-pub
Disease types A & ertal,
B) 11 unknown)
SPHINGOO00605 1a Adult A Phase 1, 11 Single arm, Single
(Completed) Single-center, single dose dose
single-dose, dose of olipudase
escalation study of alfa (0.03,
recombinant 0.1, 0.3, 0.6,
human acid 1.0 mg/kg)

sphingomyelinase
(rhASM) in adults
with acid
sphingomyelinase
deficiency (ASMD)

Property of the Sanofi group - strictly confidential Page 13
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Protocol number Phase Age Protocol title Number of Treatment Duration
(Study  Category patients of
status) treatment

DFI113412 1b Adult  An open-label, 5 Single arm, 26 weeks

(SPHINGO00812) (completed) multicenter, (4 from  within patient

ascending dose SPHINGO- dose

study of the 006-05)  escalation of
tolerability and 0.1 mg/kg up
safety of to 3.0 mg/kg,
recombinant intravenous
human acid infusion of
sphingomyelinase olipudase
(rhASM) in patients alfa every
with acid 2 weeks
sphingomyelinase

deficiency (ASMD)

DFI13803 1/2 Pediatric A Phase 1/2, 20 Single arm, 64 weeks

ASCEND-Peds (Completed) multi-center, within patient

open-label, dose
ascending dose escalation of
study to evaluate 0.03 mg/kg
the safety, up to
tolerability, 3.0 mg/kg,
pharmacokinetics, intravenous
pharmacodynamic infusion of

s and exploratory olipudase
efficacy of alfa every
olipudase alfa in 2 weeks

pediatric patients
aged <18 years

with acid
sphingomyelinase
deficiency
LTS13632 2 Pediatric A long-term study 24 Single arm, Up to
(Ongoing) /Adult to assess the (5 adult,  within patient 9 years or
Data cutoff ongoing safety and 19 pediatric) dose marketing
date 10 Dec efficacy of a escalation of  approval
2019 olipudase alfa in 0.03 mg/kg
patients with acid up to
sphingomyelinase 3.0 mg/kg,
deficiency intravenous
infusion of
olipudase
alfa every
2 weeks
Property of the Sanofi group - strictly confidential Page 14
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Protocol number Phase Age Protocol title Number of Treatment Duration
(Study  Category patients of
status) treatment

DFI12712 2/3 Adult A Phase 2/3, PAP:36  1:1 52 weeks

ASCEND (Ongoing) multicenter, (1from  Randomizati PAP

Data cutoff randomized, SPHINGO- onto placebo completed
double-blinded, 006-05) orolipudase andupto
date 17 Oct !

2019 placebo-controlled, (18 p_Iacebo, aIlfa,l bllndgd 4 years
repeat-dose study 18 olipudase within patient ETP
to evaluate the alfa) dose ongoing
efficacy, safety, ETP: 34  escalation of
pharmacodynamic p, 0.1 mg/kg up
s, and (1(?"2'53::2 ! to 3.0 mg/kg,
pharmacokinetics alfa intravenous
of olipudase alfa in 18 oIipuaase infusion of
patients with acid alfa/olipudase olipudase
sphingomyelinase alfa) alfa every 2
deficiency weeks

ASMD = acid sphingomyelinase deficiency; ETP = extension treatment period; PAP = primary analysis period; rhASM =

recombinant human acid sphingomyelinase.

NOTE: olipudase alfa was referred to as rhASM in Phase 1 studies.

a As of the LTS13632 trial cutoff date of 10 December 2019, 5 adult patients from DFI13412 and 19 pediatric patients
from DFI13803 Peds had enrolled in and received at least one dose of treatment in the trial. One additional patient
had completed treatment in DFI13803 Peds and was enrolled in the LTS13632 trial at the data cutoff, but the patient
had not received olipudase alfa in the trial. The data from this patient collected up to enroliment in the LTS13632 trial
was included in the summary of clinical safety pediatric and pooled analyses.

b As of the DFI12712 ASCEND trial cutoff date of 17 October 2019, 34 patients had received at least 1 dose of
olipudase alfa. One additional patient who received placebo during the double-blind PAP had crossed over, but had
not received olipudase alfa before the data cutoff. The data from this patient were included in the double-blind PAP

analyses.

2111 HABRDEIER

ASMD HBE Z %5 & LR OME 422 1 12577, ASMD BE 2 %&8BIcAH) 77X —8 717 7

G LT BRARRABRIT&E T 5

T 5388k  (SPHINGOO00605) Th b, 0 D 4

R TH D, RN I Lo RRRRRER T, NBE 2R & Lo HE
RERIIERGHRBRTH Y . lRABEZ 2R E L

HEROREM G2 > —HEMR T T ARG EER (DFI12712 [ASCEND] ) . fABE %
*tgr L U7-3kBR (DF113412) | /WNEBE Z x5 & L7256k (DF113803 [ASCEND-Peds] ) . /% O DF113412
X% DFI13803 (ASCEND-Peds) % 5% T L7z & x5 & L= Rk 553Uk (LTS13632) Th 5,
ASMD B Z Xt L Uiz SilBroE 2 LI FICRT,

e SPHINGOO00605 (587T) : A\ ASMD ##& 11 4255 L L lafl, HEHE, sk, M
B, BEIL AV X —E 777 %003, 0.1, 03, 0.6 X% 1.0 mgkg DHETIV
b ST, KBz 52 T L2 BE 4 413, DFI3412 IZFLA AN BTz, 72,1403 DFI12712

(ASCEND) [(ZfHAAN BT,
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DFI13412 (G2 T) : A\ ASMD &3 544 (9 B 4 4135177 2 55 Ta FRERIREUER [SPHINGO00605 ]
[ZBIN) Zxtg e L7258 b AR RREBR, ARBRIZ, 4V 74 —¥ 717 7 & I 8&WiEET

3.0 mgkg £ THEEG L, ZEMELOCIEMELHETT 2IFER, KiERGRABRTHoT, V7
Z—8 T NT7 7 OPEAEZ 0.1 mgkg & L, £D% 0.3 mgkg [ZHI&E L7z, 0.3 mgkg % 2[H]
Beh L, BRMENHERINHAITIE, 0.6, 1.0, 2.0 mgkg EHIE L, KEMIZ 3.0 mgkg £
THE Lz, RBREIEOEY © 26 #8EIE 0.3 mgkg DL EORKMMET 2 Z &2 1 E IV #5
L7z, BIRERIZ, PK KOS (PD) OFHli, WNZA Y X —8 T 7 7 DFIMEDOTE
FRAVFHIT T o 7o, R TIX 542 TOBE DRk 58k (LTS13632) ITBAT LT,

DFI12712 (ASCEND) GH#47H) : s ASMD B 364 (9 H 1 4L la fHERRRER
[SPHINGOO00605] (Z&N) #XRICA YV T4 —8 T 7 7 O, L2t PD KU PK
ZEHEd 58 WA, ZhasxdiF. 72 oMb, “EEMR, 77 2R, KEHRGHER,
ARBROTEHIIZ, A ASMD BEZ XI5, AV X —EB T 7 7 &2 2T LI 1A,
SOHEMIVES LTz & & OFMEEFTMT 25 2 & Th o 7o, ARBRIT 2 S L7z 72 1.
T 725, 1) Day-60 2>5 Week 52 £ TD T & afb, 7T ARRIR, 8 E KO SR
Wl (PAPHI) &. 2) Zhilhe < Mkfetx 5-HIH (ETP ) THpL S, #RBRBIHITRE TS
W3nA &S, BEIL, TI7ERBEEIAY T —E TAT 7RI 1 OFIETT X A
&1, Day | IZIRBRIER G-I 2 BHdA L7z, Day 1 134IE[#5-H TH v | Day 1 & H &=iliig i
MOREA L LTHRBFEAT P a— NV ERE LT, AV 7 X —E 77y BOBFIZIE, BEM
B TH5 3.0mgkg £ THEBHE (0.1, 0.3, 03, 0.6, 0.6, 1.0, 2.0mgkg) LZRNS 2L
(2 18], IV $5- L7z (Module 5.3.5.1 DFI12712 CSR [Table 1]) ., HIZMHE®D 3.0 mg/kg (2%
PEZ RIS RWNEEIL, RKNMED G SN, BERMEEZHERTT 57201, 77 BRBRCT V4
MEINT2TOREICE RENTOHEBIEETT 78RN IVELSh-, PAPHIT, %
HAEL-LVTIRIOFES (Thbb, BREOMENRS 570, BEZ[F UHE L~
7228 n@vbohi, RICHETORRGICEREE RS o BE TR Z PR
HZ ol L UEn, BRI 2 FIE LIZBRE IV R0 o 72, Week 4 £ TIZHBBHNRD) (3
7ebb, 03mgkg L EOMREETRE) Licbon, ZokOFHEMIZZENLL EOHAE~D
HWEICABMERBO oo h ., MBS T £ T Week 4 DR TRERT 2 2 & & LTz,
[FIERIZ, & D% OHGHE M CHEMI I AR EZ RS o 7B, BEARL Y HIERWES
THRKME TR G 2%, ETP B TR b ZOHEE M L7, PAPHIZET LItk &
FILETP WI~BAT L7z, PAPHITY 7B ARBEC 7 v ¥ ME SN BF L, ETP HIBMAEZIC A
V7R —8 T VT7 5y BEIZOIVEZ 6, BEHETHS 3.0 mgkg £ CTHHHR G 2% 177,
Week 54 (AU 7H—€ 707 7 0.1 mgkg#5-) e N Week 58 (A4 U 7% —E 7 /L7 7 0.3 mglkg
H) TR LN TWEFHRGEICEARMEN2VWEBEZRE, ZRO0BEIIIA ) 74 —8 7
VT 7 REO PAP i L [Al— O HEWIEEZEA Lz, 4V 7% —8 77 7 BEOBHEIL, ETP
WICHEFFHE COAF Y 74— T A7 7 B &k L7o2d, BRIEEZHERFT 272012, AT
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27 ABEMEEMN
ANIF—E FLo7 (REFHABRZ)

LTRENTOREFNELITo7/, PAPHITII36 ADBE (FVF¥—E¥ 7L 77818
&, TIEREIREL) BT UFabENT, 7T ERED 14558 EEOFBESFIZ
LY PAPHidCIEBERE I LR, 35 80BFIXPAPHILZRET Lz, 7—4#h v b
78 (20194108 17H) RRAT, PAPHI#5ET L3540 L PAPHITY 7R &#E X
NEBRFEIANVEIPHTHY 7 ¥ —¥E TA 77 BEZZIHITWithof, BT —FE=#
UV 7EEE (IDMC) X, BPIZiE-~T, BEORERUEZ2MEFRRET LD, T2
F— S ZOWTHPR) TISE U 7= 3l £ A0 11T - 72,

« DFI13803 (ASCEND-Peds) (5€7T) : 18EAIMD/IE ASMD BEZHf& L L7-E VIHHE, 3
B, Kfiks, AREEEHER AEBR0oIEEAMIT, /R ASMD BEEZHRIC, AU TFF
—ETATFE2EILICIE, ARAMIVERELELEZOELEERVEEELTMET S L
Thotz, BIRAMZ, MNRBEIZBITA2FV S F—ETAT77OPK T 77 A LVEHLH
iZL, PD RUMERAMEZFM T Thote, AV FF—ETAT77E2BILIZ]
B, 64 EMIVES L, BFIX AV F¥—ETL7 7% 003 mgkes DHBRTHEEL., ki
0.1mgkg, #LT03, 03, 06, 06, 1.0, 20, 30mgkg (ZHE L7, BEHAZ30mgks -
HTLEEMETFELRWEEILL, aaBEEOREHEOR oMMiITEXHEE 2E T LIZ1
Bl 5 L=, BEFIZ3-OERaFt—h (BEar—F, BEaF—FRURLE SR aF—

B) ICHAAN LN, HANEHEF— b (1258LLE 18HRH) ORFOEANDLM
LTz, FO%, BEaF— FORVIO 3L 0OFAEFHBSEOET#, IDMC R UHEBRKE
EHREeUT—2EFEL, TORMERF-T, REaF—F (6L 12 5K OBEL
MAANT, WIC, REaFR— FORERPIO3LZIZHOVWT, AROZETHE o A2 EH L,
I, LR =R — b (0RELE 6 Wil OBEEZEAANT, 551205 0BE (F
Far—ha4, REaF—FORRUILESHRad— b 74) 2EERICHA AN, 20
Z2TOBRENRBETT L, REUlEESHEE (LTS13632) BT LA, BEMIETIC,
AN TH—E TAT7 7> DMELGEOEERUVEBEEAEREZL-, FEBRTII, 2TOFEE
aF— MIEENEAO 1220BEFN MEA* TRELEFV I F—ETALT772HRES
Nz, RE=4A— FRUHR R aF— FMTHEAANONTZRY 8/ 0BHIT, ®iEB
THELEANV I FY—ETAZ72REESN, AV TF—E TA7 7 OREFEIZONT
T, 31 7HICHaRT 5,

o LTS13632 (#f7) :DFI13412 i% DFI13803 (ASCEND-Peds) M5 A 5T L, &
el T 7 7 A VERLERARUVNE ASMD BEZXS L LS TH, RERER
B, FHBICEHAANONTBED, RITERORTHLEHAEOT )V S F—ETLT7 7%
M s ant, BITRCREBN T, AV Y —FE 77 r0 28I LIC 1 EEEE 2ELLE
i LAz b & L, BB AR GTTHY ¥ —E TAT7 s REE 2B LT LT
e, FREORARIIGLT, FRIE LTHEREFRECLVRETHZLE L, FHEE
i, IRBRERSHHECREERMO 2 > OB OB 5, REMETIZ, &R 9FH
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NITRER AR H OWTNNRNGTE T, AV FHX =8 T 77 &2 2T LT 1[E, IVE
H3 52L& Lz, IDMCIE, BUIZHE- T, BEORER VLM EHRT 272010, X4
PET— 2OV TREFIRY TN U 7234l 2 kIS AT o 7o ZaME R OVE DR X, FEAME
EIZE 0 RPO SHEMIZ 3, 6 XX 12208 Z &2, 6 FHLRRIL 6 UL 120 A ZLIcET 5
ZEE LT, LTS13632 D7 —#F > hA7H (2019412 A 10 H) KT, DFI13412 225D
i N 5 44 ) O DF113803 (ASCEND-Peds) 75 O/NREFH 19403072 < &b 1 [EIOTREREE
Be 5 %% 17 7=, DFI13803 (ASCEND-Peds) (ZRBWTHE A5 T Lz 1 4 DHEE X, LTS13632

WCBAT LTS, T— 42 1y M4 7 BB T LTS13632 TOIRBREKR 542317 Chiehotz, =
DBFEIX, LTS13632 DT —F N— R\ ZILE £ 720> 7203, LTS13632 OFAAILE TIZIUE S
NieT — % %K Module (Z351F 5 /NEDOERREYZE 2O E K OGRS fRIT I Z DT,

FVFH—F TINT 7 ORERABRIZINZ T, 2H0OBEMER DD, b OBERMETIIAY 7
H—¥ TNALT7 7 I¥E Lo T-,

e MSCI2840 (527T) : ASMD DO NEH K OVNREZ 21T 2 R ER R TO BIRR T — 4 %
WEET DRI X, Zhusk b, EFSEERFRANZE, 594 0B (NEEE 304, RAERE
204,) BHLA AN BT, AL, 6 LA E T, ASMD OBWr 23217 TW\WA Z & 25k e L,
N—=2T A VHFERAREE R ORHRKREE (143 REEDOK) 5~11 & ICFEM) OFt3EL Th
Zi 2~3 H [l TORHl & i L7z,

e SPHINGO00302 (527T) :ASMD (NPDARIKUNBH) BEDLRWHER UL R L HMET D
T2 DEk A E . Zhugk I, EERRY B RROBBIERTTE, AR, 1004 DEFE (9 BHE
FWRTO/NIE 49 4) BNEFALTz, WE 25 F/TEO D OHIRORERIERR 7> & 1572 ik % Bt
%Zﬂﬁb4ﬂMﬁﬁ’iéA%m@$ﬁ CESEBELNRE L, BRIICEE TR K
OEEERET — & ZIUE L, 2k DAMERE L, FEBOMEIT R OVEFRO R A ] 5 )
Wz L7z,

2112 BEMT—2DER
% Ib FHEGREAER  (DF113412) | 2 VI FAEGEREAER (DFI113803 [ASCEND-Peds] ) . #5 II/III AHER R

#Bk (DF112712 [ASCEND] ) KOEMIfkes 5308k (LTS13632) @ 43Rz, HEARLAMFHGIC
iz (22) . 2o ORBISHEAANONTIZEEN S OT —Z 25T —ZIZE T2, 5 lafil&
IR#ER (SPHINGO00605) (%, HiEHEGHER TH 7067 —ZIZE otz ARBROFESRIT
7K Module [ZBI&EER LTz,

FVTHE =¥ TINT 7 OETORFRRBRO 5 5, DFI12712 (ASCEND) OZ2, " EHEHR, 74
Ll T EFRRMERBRTH D, LIeBoT, AV X =B TN T 7 LT T vARABRGICBIT A%
BT — & O T, DF112712 (ASCEND) DA CHEJi L 7=, Z 415 OFRERAE R OB EIIA Module
(2R L, fRAT KON B D3£I E DFI12712 (ASCEND) DIABRAFGHEE (CSR) (2R L7,
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FN T E =8 TNT 7 BRSO REM OR M T — 2 2%, AV X —E T L7 7 O
Rl (WA 53R T d % SPHINGO00605 ZFr<) TIE LT —F# NEENDH, DFII3412 K
DFI13803 (ASCEND-Peds) 75 LTS13632 (28T L 72 12D\ Tld, DFI13412 K Uf DFI13803

(ASCEND-Peds) THEOLNT=ETHT—H & LTS13632 DT —X 71 v A7 H (2019412 A 10 H)
FTIEONTT —¥ &2 E iz, DFI12712 (ASCEND) O EFIZHOWTIEL, T—4% B v hA4 7 H (2019
FI0H17TH) ETCICAHVTIHY—E TN T 7 BEEZZTEEREFEOT =2 DHEEFDT-, PAPHHIZT
T RO EZ T TBFIZOWTL, ETP HICBIT#HOA Y X —B T A7 7 EHRICNE LT
— X DI BRI E O PAP TS A Y 7 X —8 T V7 7 OB %51 ) 72 B 12DV T PAP
HRICIUE LT — & b R EMMATICE 72, DFI12712 (ASCEND) O 77 v REED 1413 ETP #i2
BITLTEDN, =%y A7 HORNCA Y 7HE—F T LT7 7 O EZZ T TR 12720, 4%
BEOT—2IA) TH—8 T N7 7 BEMIERITERICE Dol (RI1KVDEKR2) , VTS
H—8 TNT 7 LEVEOFERIT GERIL, 2 (5940) © BN (3940) KOVANE (204) @35
DLERMEDFE TR LI 3T v b,

% 2 - Phase 1, 2 and 3 clinical trials contributing safety data to the olipudase alfa safety set

Trial Trial Trial status Age Number Pediatric Adult Olipudase
duration at cutoff categor received safety set safety alfa safety
date y olipudase set set
alfa
DFI12712 PAP Completed Adult 18 X X
ASCEND (52 weeks)
ETP Ongoing Adult 344 X X
(4 years)
DFI13412/ 26 weeks  Completed Adult 5 X X
LTS13632 LTS up to Ongoing Adult X X
9 years
DF113803 64 weeks  Completed Pediatric 20 X X
Peds/ ; o
LTS up to Ongoing Pediatric 19b X X
LTS13632 9 years

ETP = extension period; LTS = long-term study; PAP = primary analysis period; wk = weeks; yr = years.

Data cutoff for DFI12712 ASCEND: 17 October 2019.

Data cutoff for LTS13632: 10 December 2019.

a As of the DFI12712 ASCEND trial cutoff date of 17 October 2019, 34 patients had received at least 1 dose of
olipudase alfa. One additional patient who received placebo during the double-blind PAP had crossed over, but had
not received olipudase alfa before the data cutoff. The data from this patient were included in the double-blind PAP
analyses.

b As of the LTS13632 trial cutoff date of 10 December 2019, 5 adult patients from DFI13412 and 19 pediatric patients
from DF113803 Peds had enrolled in and received at least one dose of treatment in the trial. One additional patient had
completed treatment in DFI13803 Peds and was enrolled in the LTS13632 trial at the data cutoff, but the patient had
not received olipudase alfa in the trial. The data from this patient collected up to enroliment in the LTS13632 trial was
included in the summary of clinical safety pediatric and pooled analyses.
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2.7.4 BRERMIR &M
AUTE—E FLT7 GEGEFHEEZ)
2.1.2 FHEAE

1 2 OFRERTEME L 7= 22T — Z RN B OW TR, BREHT e E (SAP) ICEE# L=
(Module 5.3.5.1 DF112712 CSR Appendix 16.1.9 [SAP], Module 5.3.5.2 DFI13412 CSR Appendix 16.1.9
[SAP], DFI13803 CSR Appendix 16.1.9 [SAP]}% T LTS13632 CSR Appendix 16.1.9 [SAP]) ., 7235, Bl
R L b OERE, 7 — X BRI 2 HUEIZA Module & &3 B TR U CTh o 72,

TV FHE =8 TNT 7 @S TS REM OfITIX, 2k, MR (I8 ki) M OB (18
WL E) BNCER L (R 2) o OFAMAToT—4% 1 b4 7 BiZ, DFI12712 (ASCEND) (% 2019 4
10 17 HLTS13632 1% 20194 12 4 10 H & L7z, 58T L7z DFI13412 } O} DF113803 (ASCEND-Peds)
X, B LT — 2 2 Wiz, BRI GEERTH 5 SPHINGO00605 D7 — X [ZHIEER T 5,

K Module (2331 F % 2 BN ERRNT OFFEAGE B 1, FrIZFedli 23 72 W) R U | DFI13412, DFI112712 (ASCEND) |
DFI13803 (ASCEND-Peds) } U8 LTS13632 DFFHiHEH & [F U CTh o 7z, LaEMEOFHEE H 121, infusion
associated reaction (IAR) % & ¢ treatment-emergent adverse event (TEAE) . H AR K OMKE, MK
FHORA, MIREEERA, Mk AR AE R QIR AE 2 GRS 2 o (IE, D,
MR, (RIE R OERRAAIEE) | 7 LA MU —IC X 2040800, RFELER (BECG) | L=
a— BEVEANA v —T— WO RIE R MR 2 5 T,

2121 REMT 2 DBINAE

21.211 fREEEROFE
FRAT SR SR

FV T H = TNT 7 BEVEA TG ENIL, BRERICEST, Ll b 1Bo4) 74—
BTNT 7 ORGEZZTTE2TOT X MEXNTHAANN OGN BHF L EFR LI, BENT X Ak
FHT SRR 58522 T 256 ERISZT T2 5D W TRV 2 6 L 7=,
ETOREMMAIE, T—FH v P A7 HBETICAFARARAE TORENT — 2 2 HNTH Y I &
— B TN 7 VDRSNS R A RIS LTz, GRARE LM LR o T,
FVTH—E TNT 7 BEMES MR GERIC OV T, R (I8 k) KO (18 s%Lh F)
TREHL-, &FiciE, &Y 78 —¥ 7T 7 REeEEIFA TS EM o 2BENE END,
INRURANR OBIRDOA ) 752 —8 T 7 B MRHTRE SR RN DUV T REEHERRRE,
N2 T A VR, TRIREE NI, BT R ORIEREE O HEEICB L <. Rl fEtEa v
TER L, #EEOT — 2220 CiE, FIAAREZR T — 2 %, P, YR (SD) . H9efE,
B/ MER O KIEZ VT, /IR, BRAROVEIRICOWTER Lz, BT 2V —KOIEFT— 21,
BEBEROEOFEGEZHWT, /MR AR OREIZOWTERH LT,

B\ FENTIZIZ, ASMD D 3 A A~ —J— (SMPDI1 Y CHITI) 2Nz, ¥V~_— VIEMERENS B
UILE N L ASMD BEIZEB W TE Y L E L OHNNRD SN A[RENNH 5720, UGTIAI
BEwl,
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—WIT, N—=RA T A AMEX, MIERTFHINT A—F RO ECG T A—FERE, AV T7¥—€ T /L
7 7 MIE G- B ERT ORIEM & ER LTz, MIRFHI/NT A =2 2O T, N—2 T A VEITHY)
DAY 72 —8 T)V7 7 WA G- RO 4 TOREMDFE & EF L2, ECG /3T A —Z IOV T,
R—R 7 A VfEIE Day 1/Week 0 DAY 7% —E 7V 7 7 Flalf 5-Ri01C 3 [l TUEE L7- ECG /Y7
A—Z DOYHfEL LTz,

DFI12712 (ASCEND) T 7 ERBEI T o LML ENTEBEIZONTIL, XR—=RA T A SEITA Y 7
=8 TN7 7 PEEGERTOREME Uiz, Ziud, BT 7 2 R &G OREOREM- T
HoT,

ASMD WD FHinix, AFH 22D ASMD 2 H £ TOFE & EFHE LT,

KT — 2 OFSEIFAT DR o 7o, FRTHRE LZ2WIRY | ElE OB R KRB RIS 7D
Slz, MEIZG U T, KEMEDO S 2 BEHKZ R Uiz, EHEOT —Z IO T, T R OERHE, #
BINTZT —H DRI T T T,

B2
BIZEHH AL TO L ST,

o N—XTA UM RERELE~OBLTEHNLAY 74— 77 7 flE55iA B
FCOWIM & EFE L7z, DFI12712 (ASCEND) TF' 7 BARHIZT ¥ ML ENT B IZONT
E BENRT TR REEZIT TR TOHEZX—2T 4 VHI & B Lic, N—RAT A
MEIX, AV T8 7T 7 ORI G-FTO HAE O KEITTRWEE/ & L,

o FVTH—¥ T ILT 7 DOIEEMR A Module lIZBWTIX, U7X —¥ 77 7 HEEEN
LR TE T, UTETTOREBRICHOWTIET— %Iy N T7HETEERE LT,

FVTH =8 TNT 7 m eI TR SRR U D 5B OBIEIIR 2 & 3 1R,

% 3 - Baseline and olipudase alfa treatment period in all studies of olipudase alfa safety set

Study Patient group Baseline value Olipudase alfa
exposure period
DFI12712 ASCEND Initially randomized to The last non-missing value Duration in extension
placebo before first olipudase alfa treatment period
injection unless otherwise
specified
Initially randomized to The last non-missing value 52 weeks in PAP +
olipudase alfa before first olipudase alfa duration in extension
injection unless otherwise treatment period
specified
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Study Patient group Baseline value Olipudase alfa
exposure period
DFI13412/LTS13632 All enrolled patients The last non-missing value 26 weeks in Study
before first olipudase alfa DFI113412 + duration in
injection unless otherwise LTS13632 on
specified olipudase alfa
DF113803 Peds/ All enrolled patients The last non-missing value 64 weeks in Study
LTS13632 before first olipudase alfa DFI113412 + duration in
injection unless otherwise LTS13632 on
specified olipudase alfa

21.21.2 BEDAER
ROBEBEBEZEN LT T ML/ MAANDNIZBE, 77 2 MBAN G, TRERER
G- 22 T B R G 2 Tk U2 B RO G- kB R oo B

21.21.3 EEEM
VI =B TNT 7y OBRBHMZULTO X O ICER LT,

o HLZSFETXIIPILEEE ETH HIER — HEHEER +1
o BLHkTOBRE Wy MATH — EFKER + 1

TV TE—Y TIOLT 7 OBRBEGIRIL. ERM., VELLE 2R, 2400 E 38R0, 3£ 4
RN, 4L E SRR NS FELLETHE L,

2.1.21.4 AOMEIFHAR—R 54 U5
BAEBER, N AT A R BRI TN & ORITRIREE DR R 2 2 LTz,

21.215 HHAXE
4T DO 3EANIX, World Health Organization-Drug Dictionary (WHO-DD) % HV T = — K{k L 7z, DFI13412

DF — 2% 20124 3 A RO WHO-DD %, #DOfhdiXERDF — 2 1% 2019 4E 3 H ilk®® WHO-DD % i\
Ta— RNMb L7z, 3R, 4V X —F 77 sy 5% I L35 L B3 LT,
PEHAERZ . fEEREbY: (ATC) ¥E=— RICX D EH L., SHEDORKRIEICH R LT,

21216 HEEZR
AEER

FV T8 TNT 7 BEMEIEITRIGERA TIX, H5AIOAEFEFSR (AB) X, £V 77X —8 7T
VT 7 HIEIFEGRNICREEL L7 AE & L7z,

TEAE X VR SRR OA Y 74— 77 7 OYIEIERGZICHEEUTE(L LI AE & LT,
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HEER TEAE X, AV 7 ¥ —8 77 7 OF)EG% BT LI EE 72 TEAE & L7,

2TO AE (HEfE7 AE [SAE] KOFHCIERTREAHFFSL [AESH #5Te) 1T, EIS%SE%H%?E

(MedDRA) Version 22.0 Z# /W C=— Nk L, FE:E (LLT) . A (PT) . @ficgg (HLT) .
A7 V—"75E (HLGT) KO/ 74 ~ U —2EHIRZH (SOC) I[ZmF LT,

BHRTAE X, 774~V —S0C KO'PT HNCER L7z,

TEAE OfEFTIZIZLL R E £ D,

o TEAE O (TEAE Z %8l L7283, HE7R TEAE 2 %81 L7283, 1RBR3E & O RREFRN
RETE 2\ TEAE 2388 L7 B, HED TEAE 238 L=, JETICE 7= TEAE %%
Bl U772, IR G (RI2E > 72 TEAE 2 %881 L7283, 16BRIEOIEICE > 72 TEAE %
FEHL U )

o TEAEDT'Z7A <Y —SOC J U PT BIDOHRH
o HE7 TEAE DT T A~ U —SOC KO PT Il

o JRBREER G PILICE 572 TEAE D77 A = U —SOC KU PT BlIO%EE
o TEAE DHEUEE Z & D77 A ~ U —SOC Kk PT Il DG

o JRERIE L OREEIRE GE TE 72\ TEAE (BB EM#H S E [eCRF] 2B\ T, JRERETEEAD
WX BEH Y ) T TEERH 5200 LvZev ) LEHiS 7= TEAE) O~ 7 A ~ 1 —S0OC
K ONPT Bl E

o MedDRA ¥R (SMQ) @ il (Haemorrhages) | |2 0 filit L7z i TEAE D%

o FENIEFBINTZY R MIESEHOREMDH 5 TEAE D7 F A <~ 1 —SOC KON PT Blld
EE

EBE TR O TEAE 2, WINDLOREMENFEMITRIRER (B4, AR CHREUE:
BREFTD 2% ETHY | 2 240 EIHEL LT TEAE & EFE LT,

BRI R OB TOF Y F X —F 77 7 OIREN R D720, % TEAE IZHOW TR T
L72%8i# (EAIR) % . 4 TEAE Z381 L7 BFH A AFCTHRL 100 5 U CHE L, 100 AMEHT-
VORI L L THRR LT, FRERALCEZ IO OWTUL, NMFITAY 7F—8 77 7 glEE
ENOEAYIOELREE TOHM L L TR L, FREERBLLRNoBEF IO WTEL, AV 74
—B 7T 7 OBRBHEOAEHE Lz, 207 Fu—Fid, FROBHNEZEET -0, BEL
EIE L= Y A7 HEE (time atrisk) Ti#E L 72 BIE L LI, FREREBLIZBE SR Lo
T BETHELIEBELO Y A7 WEHNE U EAGET DB IX 2, fETIZIE, TEAEOBE, 7714~
—SOC & O'PT Il TEAE, #HUER:#ED TEAE, IAR KX ONMBEBUE IAR % & ie,

BHP IR FE 5% 30 HETORTORTZ —RIZ LT,
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212161 HITEEITREFEER

TRBRSEhE F T CHUE S 7= AESTIZIL, TAR, AEAR. SEMMEE &85 L OVERC B E Lo A3
YT HERREMEE ST, SHIZ, TOMOERTRX AE & LT, HilnlE AE & OUEIERSHE D AE
R L7z,

IAR

TRBRE R T CHUE SU72 AR UL, 1RBREDO G- 38 5-BAsA T 24 eI AN FBL L, TRk
FAREMXITRBREEE IC L IR (BEH 0 ) T TRER S50 Liven ] Sl S iz
AE LEFR L, 7TV XATERINIAR X, {GBRE L OREERIZO D LT, RBREO B
GBRAG S F G T 14 24 FERILINICRBL L 7= 2T AE L EF LT-,

TRBR IR FTH I CHE SN2 IAR X, 77 A < U —SOC L ONPTHINC, &fF, SEiEEZ L, #5655
b/ RET & OBEM: T S IZER Uc, IRBRERGTHEE CHE S 72 IAR O—# & L TER S 7o
it AR 1Z, SMQ [@#iE (Hypersensitivity) | RIS OB RIC L VL, 77 A ~ U —SOC
KOPTHNZER LT, 7TV XAATERSNIZIAR S, 774~ U —SOC K ONPT BHINCER LT,

BRERFEECTHESNTZIARDY 7y FE2LUTO L IICEHRLEN L,

o IHMUE IAR : NEHUE (Hypersensitivity) (SMQ) | D JRIE M OVHlEofs 5% 2 i

e 774 7FV—[URIAR: 7F T 4 TH UG IARIE, SMQ FEIFICHE SN TN DT
T ) R NZHESOTHRE L2, BARBICIE, T7F 7 4 7 % 2 — i (Anaphylactic reaction)
(SMQ) | OFITIRFRD PT 22 TEDT-, B7 3V —B (LX0E/ M) &7 3Y—C
(MBI ZRRIZ € D FERE/WIRL) . 7 2V —B &7 2 U —D (L g MR+ |
XFATFV—CEATFY—DITET 2 PT OMEEN, L 24 RERILINIZFEEBL L 1235
Bb B0, HROMEEEZHW, 1 DOMEEIX 1L LTHAT,

o MEMILUS (APR) : MIEMHEHIMICK T 2EE LA 7 A OB T I RADHER
DTRARGH B O D RIEFFIFENE D REDIL, BMEIRS 2 FHHE T D REMENH 5, Leh - T,
AV THE—Y TIT 7 OEEKRRE T v 77 MW T, AESI & LT APR Z§Hli L7z, APR
X, TRBREATEAD L W ST,

o HA RHAUHRIREGERE (CRS) : I ARE2T — 2 T, 4V FX—P P77 512 LD
CRS FBUTTRIE S 4L TR0 . B2 BiT I T 7e o Tm, 7275 L. — 405 O 5 1 1ihE
BEEMNSRE SN TWD AR H D,

EHNCHE L BRI Y T A R R
EE AR RIS (DLT) 1oV T, UTo LB ExRLE,
e DFI13412 :
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AVIH—E FILI77 GREFHEBRR)
TANTFLBTI)I A7 —E (AST) |, 5= T2/ b7 A7 —F
(ALT) , #EUAFLIITAH N FAT7 72 —F (ALP) O~A—2A T4 ink 3{EZ8
M

B e pnEEEE EIR (ULN) @ 2837 o b o v v REEEBEERL (INR)
1587, /o ALT it AST #% ULN @ 3 {0 #3hn

. Bl BN, £ EEEEUIER., B, B2, UIFEERENE (=5%) OIER
{95, ALT 3% AST o ULN @ 3 {48 0Ha

« DFI12712 (ASCEND) , DFI13803 (ASCEND-Peds) , LTS13632 : ERAEE/: DLT D EZEILME
— T, DLT1, DLT2 RUfDLT3 & L THRE=IT,

DLTI : AST, ALT, #EUAELVRTALPBR—ATA Y (FVFHF—ETAT 75
PAERT) 725 3 f5&87>> ULN #48 2 510

DLT2 : AST LIZALT A ULN @ 2 fF8 T, EUAEL I ALP D2—R T A b 15
fE B DN

DLT3 : &%, B, B, A LEEEUIER (BRAOA) | BB, B UIGFEEEREYE
HE (ULN#8) OfEtk A5 ALT IZASTO ULN O 3IZ8BT, ~—2A 571 b 2 g
By

HEIR

HiRICIE, HABRICHEAAN OGN RERERUERICHEA AN OGN EEREOZE A~ —D
HRFSEN D,

iRz —RRIZRLE,

EEE OB RIS
BRAERBRICEWVT, EEREOBREREZ AE L A2 LE, EREOBERG - RERITRLE,

it AE B VR Bl @ AE

MR, m/RBERT T/ MEREREICLSGHEO—HLE LTI ALND,
&6, BEARRO ASMD OFBIERICIE, BHEMERRE, Sk UCanREENRSEND, BX
MEFRERT & OBEIZB O THIM & BRIMEN BEST 2 3HEHE & L TR, Lizh-T, £V
FE—¥ TAT7 7 OBEME T F T LB THIOME AE R URRERED AE ZFH L1,

2.1.2.1.6.2 8&EHER TEAE

AV FHF—F TAT7 7 OBEBEBMEFIC, 4V F¥F—¥ 717 WEFECERENTEERERS
Nz, TNWooE2HMERFER, £F50 mmigE) . [ fear | RO T 8B | LFF
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27 ABERMAR M
AYIH—E 7LD 7 REFHEBRR)

TH,FAVFF—ETA77OREREILY, mME C L BEE N, kA ORANT, DFI13412
T{#EH 24, DFI13803 (ASCEND-Peds) ., LTS13632 K {FDFI12712 (ASCEND) O—¥IZB\\ T H{E
Hanf, wEB*  BAIZ, DFI13803 (ASCEND-Peds) , LTS13632 K& (FDFI12712 (ASCEND)
TEAEh, Zht3RBICIESME»E  WER WANERGEIALBE L, 8EA HlFHH
LU EHATBEPSEND, A ASMD BE LS L L72F IV AE A 2 VERFEEE (DFI12712
[ASCEND]) TiZ, BitA* MA|ITHMLS L BEIZ, PAPHIHIZ iR WAI~GIDZH x| WEA
AR B HATHMELZBEONThLEORIT  ®ER MAOEREZMELE.
HETHO 2HEBROFT—4# b v 47 H (DFI12712 [ASCEND] : 20194 10 8 17 B, LTS13632 : 2019
F£12H108) BRT, WA WAICEREZMEL-28FE,  ®ER HMAICOVEILL
7

BESNRE ( SEA "WAGT Mg NA) TR SJEEGFEMORBIZOWTORESR
PEAFHTICIZ, TEAE, E#/2 TEAE, i8BREOREPILIZE 72 TEAE, EREMFEEFETRES N
IAR, BEfEIAR RUTF+ 7 4 7F T —HIGIAR 2510,

212163 #5155 (EFEREAXIIEE) A0 TEAE
SETLERBEUETHORBOT—2h » F 47 BERE T3, LTS13632 DA THEEH A EH X

7=, LTS13632 TOEER G & EEERELE TR 5B D AE OMRITIZ X, TEAE, £ 72 TEAE,
TR 59 EIZF - 7= TEAE KR AESI (IAR LI4L) &7,

21217 BREEBREEOF@
EREBREMICIZILLTOEBZ SN,

o MEFMBRE: ~~ 7Yy b ~FFor FOEHRE, RER, BRERERTSE (4
IR, U oSER, HER, 4FERERR UMFEELER)

o MEEERE: TRV TAL AV TA ANVT A Fu—, OFREEE /1L T7F=
v, BBk EREE, R E, TAT I, Fa—R alRATFu—L, U LBED
TVTFoF—E

o FFHEEERRE : ALT, AST, ALP, v A HEINF L AT7x2F7—F (GGT) , B IUALEVE
UEEEY ALY

« FRRE:HBREICLD pHRE

FTESNRFERATONEERP—A T »ipbOE(E, MikFHREE (EL, ~E/a
B RUE/MREUIE M AT A —F LT 5 v EiTiciIa i) | mikEbFmwE (FE
EREIE AT A—F LT Lo 0TeMRIrICiE iy | FRERE, hikEEREN RO L,
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BRI AR AL B PR IR AR 20> DA O U7 BIEGE I B DWW T IERE, S SRS 338 L 7,
BNT A=ZIZONT, TIE SN RER A, GBI SR P O WO R &L AT /e 72 ik
IR CONR—=AF A PO T A —DENES T N T —7 VTR LT,

TRER R 5 O W T D OB 5T O potentially clinically significant abnormality (PCSA) D%
Hlez, BAMEZ LICN—AT A DOhT Y — (PCSA BHEIZHES S IER /RASUTRE) D4
TXIFZENENUCOWTEREGRINCER L., £72, XR=RA T A VRO PCSAIZOWVWTHER LT,

2.1.2.1.8 Eo &N

TV T E BTN T 7 VO MR R R BV T, TEAE OFBEISICxIT 2 _R— 2T 1 v
BPEORB % | DUF O PNIRME R OSHEEEIR 00 22Uz SO TR L 72, PIRE R ORISR o
FIH B IOV T TEAE ORHEIG 2 FH LT,

NRMHEER
o AEIBIZOWNTIE. 2 oD FEE FIVCRENT L 7=,
- N Q8 AR o RN (18 EELLE)

- NEBFICOWTUL, BIZ3ODFER I NA—TIEH Lz FE (12 5% 1 18 eAm) |
RE (6l b 125 o IR GIR (6 miAm) . Z4uiE DFI13803 (ASCEND-Peds)
TEFZLIZ 3 DOFEH R — FERLTHD, LTS13632 TH Z DM 7 — 7 BN ENT
ATV, T OfER %A LTS13632 O CSR IR L=, K Module TiZ, /NEDOZEMEGHAfRNT
R T O 7 NV — TR DOFE R 2R,

o PERI (k. Fih)
o AFE (HA, BAL TOM)

ARMEER -
o ik (W, ALK, ZOfh)

AARNEBEED 144, BASKTE: D DF112712 (ASCEND) IZHZAA AN B Iz, REBE DL MT — Z 1%,
DFI12712 (ASCEND) @ CSR DAEHELHOFGRICEL STV 5,

2.1.21.9 NA 2 )LYA >

PNA B A AT, IHE R ORI E (mmHg) . O G4y o W (REessy) .
WONZKIR (CC) =&t

PCSA LN T2 BEDOEIGE, X—ATA > DOHT 2V — (PCSA FEUEIZIS S IEF/ KISUT R
W) ORTXITENEFNUITOWTER LT,
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ANV TE—E FILT7 GEEGFHEZ)
212110 L ER

ECG /37 A—2Zi%, {O4A%k. PR, QRSIE, QT &AL O QTc [ (Bazett fifi iIE.} Of Fridericia
ﬁE)\mﬁﬁ\ﬁUuﬁﬁpowT®ﬂ7%%§%a@o

PCSAIZREY T D EBFEDEIGZ, X=X T A AMED T T TV — (PCSA FHEIZ IS S IEF /RIS
) ORTUIZENENICOWTER LT,

212411 Z DD EREMEL
hrao—
FV T H— TNT 7 BEME TG E NN E b 2RBRICB W T N2 2 Kot kK T'M
%*F®®Iﬂ~@§ﬁ%%éﬂkoMﬁﬁﬁ&@ﬁ%%@ﬁf“ﬁb%ﬂﬁ:omf@ CSR IZF¥
WwENTWS, DFI12712 (ASCEND) M XLTS13632 Dk AHEE . I ONC DFI13803 (ASCEND-Peds)
M OVLTS13632 D/NREBFIZOWTIR, L a—pi, 7720 BERHR, MEIIRE X OO RHE (]
MBS DWW S TAS, [EIEFROW) OB EZ ST,
@mﬁ(ﬁﬁﬁﬁUW%%%@%F%a@)_wai\%ﬁéhk%ﬁﬁﬁf®wﬁﬁ&UN%
ATA DD EAER Lic, £z, OlEsr CREVIRIPUGR, TRk, Mg, =57
ZEte) OBT IV —EIZONTIL, R—=AT A NS WT OB N OTRER R G- oo KT 73
VIR AR 5&10)’7%:%/T U7z, fifAT e OMiEFR O H #9C %ﬂ%h@:bﬂﬁiﬁ ia_mm 720N X% Th
WE|] TholmLEIITEFE L, T+1) Do gt s =5 WEER L,

REMN, A~ —T1—

FVIH =B TNT 7 ORENET=HF ) T DDA F~—0—21E, &RE C-KSTEEA
(hsCRP) , MHEF T I K, gk 7=V F o DR oR=01 ALy b=, f ¥ —n
A% (IL) -6, IL-8 Z &b,

HIEERE ONR—AT A D OB REER AT L ICEN LT,

2.1.21.12 REREDENT
AU 7 H—E 77 7 HiR (ADA) O%EREMERHMIIZIE, e 7Y v (Ig) G ADA D%

G, ADA JEBLE TORE, ADA HUAA KUY ADA SUGKH 2SS £ 4172, ADA MR Cid, B
SR ORBENESTHIEN A~ DR Y AR 2 [LE S 2 HFififl (NAb) OFEBLZFHE L 72, ADA O
IRT A= B ~OEEELFHE L7, TEAE, FfE72 TEAE X OVIAR 12X 9™ ADA OS2 ORE RO EIL

A Module {27~ L, ADA D54 72 fi#HT#E F 1% Module 5.3.5.3 [Integrated Summary of Immunogenicity (ISI)]
e

21.3 mMlRET—4%

ZAET,
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AUTE—E FLT7 GEGEFHEEZ)
22 EERMHTESERR

FVTH—E TNT 7 ZEMDFE RN REMIC T, KERGRER 4 3 BN E iz, DFI13412
J% O DFI13803 (ASCEND- Peds) 1352 T L, A Module |2 13T — % 3 & £415, DFI12712 (ASCEND)
DF—H Ty AT HIZ20194E 10 4 17 B TH Y, LTS13632 DT —X J1 v b4 7 HIZ 2019 4F 12 A
10 H TH -7,

FNTHE =8 TINT 7 ~OBEBEZ L TICERT 5, REHEROL ) 75— 77 7 ORGEIR
DA 2.2.2.6 HIZEKIT 5,

221 BEOAR

2.2.1.1 DFI12712 (ASCEND) @ PAP #j

36 £ DIEFE D PAP WA AN GV, 7T BRBELE AV T X —E T AT 7 FRIK 1I8AN T & L
fbaiic, 77 8RO 1 4 OBEIL, 1EBREMGEEONETICL Y PAPHIZTE T LhoTe, 7
TERBEOKRY DO 1TAHKROA ) TFH—E T L7 7O I8GEAN, T —4% v b4 7 HE TIZ PAP
MESET Lz, 7ed, PAPHIZSE T L7 78 AHED | L OBFIL, 7—# B~ M4~ HEINZ ETP #]
TAHY T H—F8 TIT 7 ORI G %52 T 2o o729, A Module T D% M GFA fRHT 6 SAEM (2
IXE Do T,

2212 FAYTH—E FIL I 7REUEHESHBTNRER
A N R OVRAR D 22 VA AT S RENNC B 1T D BE OWNR &K 4 18T D,

RABE

AR A DR ANASMD BF A A4V 77 —8 TV 7 7 OEKRBRICHA AN, Z D 5 5 DFI12712
(ASCEND) D24 DBEIIAY) T X =K TIVT 7 DG EZ T g oz, AV TH—BTNLT 7D
B b A2 T 72 39 4 OBFE & AN DO LB G IITRIRERICE DT, 7 —F U v MA 7 AR R TIER
BEPEGMHET TH o7z,

e DFII3412 TIE5LDERENFT Y X —F¥ 7757 OEE%251F . LTS13632 TG %k LT
W5,

e DFI12712 (ASCEND) TI& 36 &4 DRNEFE ZMAANT-, 58T L7 PAPHIIZIZ 364 (77
TR 184, AV T X —E T AT 7B 184) BE ., EITHTOIEERD ETP # Tl 36 4
H 344 DBENA N T X =B TN Ty 253N, AV FX—BTNT 7 ORGEZZT
MoTe 24D 9 77 RARRED 14 OB TIEER I FHE T DA BT D72 8 PAP ] THid% L.
TITERBEOL I 1V HDOEBEIEXT —F Iy b7 HETIZPAPIZ5ET L7223, ETPHiTO
WEIOA Y T H—8 TIT 7 &5 &2 TN Rd o7z, Lizh-> T, DFI12712 (ASCEND)
D3 DEEDT — 5 % RADOZEMEPFEMNT I RERTE DT,
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NREBE
204 D/NEASMD JRE N A Y FH—8 T 7 7 O EZ T, NEOREMEFE TSR EMIC
EEN,

e DFI13803 (ASCEND-Peds) (ZHHAAIL HIVT/NEEE 204 (18 k) 1328, Yiklbiz
BT LT, ZNHDOBEDI L, 19417 —F 0y M4 7 AR TRk GRBETh 5
LTS13632 TA U 7 X4 —8 77 7 B H Zfikpit Th o7, 580 D 1 4103, LTS13632 (12T L
7o, T—F By N4 7 HIRER T LTS13632 TOIRBRIEER 52517 T\ iehoTe, L LR
b, 2O 14OBFIZOWTIX, DFI13803 (ASCEND-Peds) D7 — & ZfiEHTIZE DT,

(7S
& LT, ASMD #5940 (BN 394 KOVNR 204) 84 ) 75— 7V 7 7 DR G237,
RO MR T RERISHA AN ST,

% 4 - Summary of subject disposition - Olipudase alfa safety set

Subject Disposition Pediatric Adult Overall
Enrolled/randomized patients, n 20 41 61
Enrolled/randomized but untreated patients, n 0 2 2
Enrolled/randomized and treated patients, n 20 39 59

Safety set, n 20 39 59
Completed study treatment?, n (%) 0 0 0

Ongoing in the study, n(%) 20 (100%) 39 (100%) 59 (100%)
Discontinued study treatment, n (%) 0 1 (2.6%) 1 (1.7%)

Reason for treatment discontinuation, n (%)
Adverse event
Non-compliant
Wishes to withdraw
Lost to follow-up

(2.6%) (1.7%)

S O O O O

Screen failure
Other 0

S O O O = O
S O O O = O

Percentages are based on the number of safety set in each group.
a For patients from DFI113412 and DFI13803, the number of patients completed study treatment refers to the study treatment during
LTS13632 study.

Treated patients only referred as patients who are treated with olipudase alfa.
PGM=PRODOPS/GZ402665/0VERALL/ISS 2020/REPORT/PGM/dis_dispo_t.sas OUT=REPORT/OUTPUT/dis_dispo_t i.rtf (1I9MAR2020 -
9:51)
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222 BFRR

2.2.2.1 DFI12712 (ASCEND) 0 PAP EAMDIRFEIKR
PAPHICIL, AV X —E 77 7y KOS 7 BREECE 184N T X MESh, IR 5%
ZF e, MRt BIRBHIMOTREIZSAH TH -T2, V) FE—E TAT7 7 BEO 1 4%, BRI
DOFRRBRNB IV TEAEIZ LV PAPHIFICA Y 7X—E 77 7 O BEEHETH 5 3.0 mg/kg I[ZHE
Lo tz, ARBEIIERI G 2% ) 2o 72720 M EIC L v 52 5 L, ETP W1 T#
DT —HF1 > NA 7 HEFRT 0.6 mgkg #8553 TW e,

2222 #*VY) 7°’5l —€ 7L I 7REMHERITHREFADRTINRT
R N K RO 2 EVEFE BT A R B 1T DIREEIR L2 2 5 12T D,

RN BE

N DL EVEGEE TN REM 39 4 I2BIT 54 ) X —¥ 7 v 7 7 OMEZEBF O Ju il 1.59 4
(#iPH : 0.1~6.64F) Tholz, 45D 3DHEE (744%) 1. 1 FEULOF) 7H—¥ 77 75
BT, 35.9%0 2L Lo &2 T,

/J\'ﬁ'ﬁ«%

/NR EMOEFE IR REM 20 L1 BITH A4 X —F 77 7 OBEBEBIE O RE1 2.92 4
@u:Lyqjﬁ)f%okoi%%ﬂlﬁuimﬁj7&—ﬁ7w77&5%x . 45.0%78 3
L EDERG 25T T,

£

LMD SEFRIRD 59 4 ICBIT 54 ) T4 —8 77 7 OGO 9l 1.76 4
(#GPH - 0%46¢)f%otok% YOEE (83.1%) N 1EULOF Y FH—¥ 77 7O E%
ZAFL EFE (44.1%) 2L Lo A% T, PAP #ICI5V T DFI12712 (ASCEND) DffA
%%@%ﬁﬁf%?ﬁﬁ&@éntk@\mﬁ%%w% IR A BEE LV b R)oTz,
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% 5 - Summary of treatment exposure - Olipudase alfa safety set

Pediatric Adult Overall

Extent of Treatment Exposure (N =20) (N=39) (N=159)
Cumulative duration of olipudase alfa exposure (patient-years) 55.82 82.71 138.53
Duration on olipudase alfa (years)

Number of patients with value 20 39 59

Mean (SD) 2.79 (1.195) 2.12 (1.864) 2.35(1.687)

Median 2.92 1.59 1.76

Min : Max 1.3:45 0.1:6.6 0.1:6.6
Distribution of duration on olipudase alfa, n (%)

>0to <1 year 0 10(25.6%) 10(16.9%)

>=] to <2 years 8(40.0%) 15(38.5%) 23(39.0%)

>=2 to < 3 years 3(15.0%) 9(23.1%) 12(20.3%)

>=3 to < 4 years 5(25.0%) 0 5(8.5%)

>=4 to < 5 years 4(20.0%) 0 4(6.8%)

>=5 years 0 5(12.8%) 5(8.5%)
Cumulative distribution of duration on olipudase alfa, n (%)

>() year 20(100.0%) 39(100.0%) 59(100.0%)

>=] year 20(100.0%) 29(74.4%) 49(83.1%)

>=2 years 12(60.0%) 14(35.9%) 26(44.1%)

>=3 years 9(45.0%) 5(12.8%) 14(23.7%)

>=4 years 4(20.0%) 5(12.8%) 9(15.3%)

>=5 years 0 5(12.8%) 5(8.5%)
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Pediatric Adult Overall
Extent of Treatment Exposure (N =20) (N=39) (N=159)
Duration on olipudase alfa in dose escalation period (years)
Number of patients with value 20 39 59
Mean (SD) 0.38 (0.147) 0.29 (0.102) 0.32 (0.126)
Median 0.35 0.27 0.28
Min : Max 03:1.0 0.0:0.8 0.0:1.0

Percentages are based on the number of safety set in each group.
Dose escalation period is the time period from the first dose of olipudase alfa to the first time when the highest tolerated dose was infused.
PGM=PRODOPS/GZ402665/0VERALL/ISS_2020/REPORT/PGM/cdc_exposure_t.sas OUT=REPORT/OUTPUT/cdc_exposure_t_i.rtf (14APR2020 - 20:06)
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2223 AV THE—E 7L I 7REUHEBRMFMRERIZE 1T 2 ERFIOBRERR
B DB ER IR % Module 5.3.5.3 Integrated Summary of Safety (ISS) [Appendix 3.2. 1[I\ZEHKI T 5,

RABE

RN DL BRI RN 39 4SBT 54 ) T4 —8 TIL7 7 OBRFEIL. 65 RO AR
F 38 44 TILAEE 82.64 AN, 65 mLh EDORNERE 144 TlX 0.07 METH o7z, 65kl EOBE 1413
DFI12712 (ASCEND) @ PAP HIIZEBW T T T BRI T VX MMbE, T—F Ty b4 7 HRRET
(R 2 e T Lo e BE Th oz 2225H) . 6SHARMOBHEA Y FHX—E TILT 7
OGO IEIL 1.64 - (HiPH : 0.3~6.6F) Th oo,

/N RE

INROREMENFEIRITRIGEER 20 21281 54V 77X —8 TV 7 7 OIEFEIL55.82 NMETH -7,
F VT X —8 TNT 7 OREGRIIFE T N—T T o (FHE44 1759 NFE, BE 94 @ 23.86 A
£ WLR IR T4 1436 ME) , AV THE—F 77 7 OB O P IE X, FHE 44 TIE4.39
o (HPH - 43~45F) THO ., WE IS D 3354 (i : 1.3~3.744) KOFWE IR 74D 1.63
(BB : 1.3~294) KW ENoTz,

EXN
LM GRS IRAT S REMAERICB T, RABREDBREED L -T2 65 ARl D N BE 38
ZNIBT DAY T H—F TIT 7 BRERILEE 82.64 AT, /NERBEE 204 ICBITH4 Y 77X —F T v

7 7 IREEILE 5582 NETHh -T2, AV X —8 T 7 7 ORI, $#7/v~7f£7iﬁot HE
44 1759 N5, WRE 94 : 23.86 NH-, AW SR 74 : 1436 NE)

2224 A)TF—E 777 REUEHEBITTRERICE 1T 5MERDBREZ IR
BYERE & BB DO NBUTRERENT R (ENEN 2604/ VN334) ThY ., RERZED S

PERE K O ERE CRIRE (224 70.03 N K OY 68.50 A4E) TH -7 (Module 5.3.5.3 ISS
[Appendix 3.3.1]) .

2225 FYTF—E 7L I7REUHEBIVNERERICE T HRAERDOBEZEIKR

AV T H—F TT 7 ORI ORI A Module 5.3.5.3 ISS [Appendix 3.4.1], [Appendix 3.4.2]
& O\[Appendix 3.4.3)1Z7R 7,
A BE

% N\ D ENEDEE AT R BN BT, HEEIESI O 0.1~2.0 mg/kg D4 R TOIRZELIE O
HYLfEI 0.04~0.08 45 (#iPH : 0~084) ThH o7z, 3.0 mgkg O ETOREHM O P REIL 1.44
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AYIH—E 7LD 7 REFHEBRR)

F (#M : 0~634F) Tholo, 0.1 mgkg DHBENLBEZMEE LD, 003 mgkg DHBRNPRS
SN ABREIIW T,

AZMT—HHy FAZ7AETIC30mgkeg DEERARIC—ELIZEL TWid o7z, ThoDBFE
IZ2OWTIE 3112527, 24X TEAE D723 0mgkeg D BIEARICEZEL 2o, BV O
24 (DFI12712 [ASCEND] @7 FEH 7 7% —¥ 77 7#) 12 TEAE LUAOEE T 3.0 mgks
ORARICBEE Lo, £05H 141, ETPHORAEFEEMOETHICT—# 4y 478 %
HR2HTHY, b 1A4FEEERELZZT b Thot,

Ny

NEOZZEHFERITHSERICE VT, AEFRBE D 0.03~2.0 mgkg D& AR TORELM O
hfE [T 0.04~0.08 &£ (#i : 0~064E) THY | 3.0mgks DHETOBRELM 0P REIX 2.50 4 (&
B :07~42%) Thot,

2k

Z2EHSETSEA2EICE VT, Y F¥—E 77 F OBREGR O D RET, R
MTizE <. 0.03~20 mgkeg DHETIZ004~0.08 4 (& : 0~084) THY, 3.0 mgks DHE
T 1.61 4F (#i[H : 0~63 F£) THh - 7= (Module 5.3.53 ISS [Appendix 3 4.1]) , /JEBEF TiZ, 0.03 mgkg
ORBTEREZME L, 720y FAT7HETIZ 94T S5EBNTIHORET 3.0 mgkeg D
BEARICEEL:E, BVD44 (2THRARE) LETHPORRIZSMLTEY, FBETREEX
NeANTH—ETAT7 7 OREESHAREIZ03mgke (14) , 06mgkeg 24) RV 20mgke (14)
Th-otz,

2226 FVFIE—E FLI77RLEHERTARERICE T2 RESER ORERR

RLEAFER ( 8EA RU/RiE BB ) OoFVFF—F 777 OBRERRE 3.1.7TEHIZ
BT 5,

23 AO#HFEMNBERUTOMORE
231 ADO#EE=#%E

2.3.1.1 DFI12712 (ASCEND) () PAP #j

ZEL LT, PAPHITIZBEME (39%) L0 H&tE (61%) BEhodz, BEMTHELOSMIZIELD
EMbot () TH—F 77 7 BETITLM 50%E VB 50%, 77 ERETIIkM 2% E B4
28%) , AV FH—ETAT77EHEOBEOCERIITTERELVE, o7 (FNFH 3490 5% [#HE :
18 82~59 85 &% ] J2 UF 24 08 1% [#ii[H : 18 59~6591 #%]) (Module 53 51 DFI12712 CSR [Section 95.1]) .
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2312 AV TE—¥ FIL I 7REMHEBRITNRER
NR—R T A VEEO N ORFHFERRE 2 2 6 ICERT 5,

FRABE

RN DL EPERFA AT S REMIC BN T, N—R T A VEEOEERO P IEIX 30.9 5% (FiPH : 19~66
W) THY. 66D 14 ERS LETORFIL S AN ThH-o72, Ltk 234 (59.0%) . Bk 164
(41.0%) Th iz, SEER LR, AR TIXZEALOBENAAN 54, 89.7%) THY .,
EHERHITIIIEE A=y 7 RXUTFET T L R1F 2644 (66.7%) Too 7o, ZANHUIT BN 2N 1744 (43.6%)
PR 94 (23.1%) . AEKS 84 (205%) Thot-, Rt (EIH) 1. TOMAR 164 (41.0%) .
R 104 (25.6%) ThH-oT-,

/N RE

INRORREMDFEIRIT R REZIB N T, R—R T A VRFOFERO P IAEIL 8.0 7% (i : 1~17
%) T, HEn s —7 RO NFreE, AR (65T 74 (35.0%) . JE (63%LL B 12 R
lii) 94 (45.0%) KOEFEFE (125%2 | 187%AT) 44 (20.0%) Tholo, HYET 104, ZPEiE 10
£ Thot, BREM LR, AEHTIXEEAEOBEENAN (174, 85.0%) THY ., RfE5
TIHHEE A=y 7R NIHET T F (194, 95.0%) Tholz, SMHIIL, BN 124 (60.0%)
T, RWNTHERD 644 (30.0%) Toh-o7-, Kbe (B X, 2O 1240 (60.0%) . R 54
(25.0%) Th-oT-,

£

LARMEPFE MR G EFARRICB N T, X—R2 T A VREOFERO AL 21.2 5% (HiPH : 1~66 7%)
T, MR 334, 559%) THH, AFETIXIZEAENEAN (524, 88.1%) T, Rikh
T A= 7 R UTIET T L R1T 45 4 (76.3%) Thh o7, ZANHIE L, BN 29 £ (49.2%) |
kR 144 (23.7%) Tholo, K EIR) (X, SBOBENRT YR THoTMN, 1ZTLALEDE
FIXZ oM 284, 47.5%) XIIAH (154, 254%) Thoi,

% 6 - Summary of demographics and characteristics at study baseline - Olipudase alfa safety set

Pediatric Adult Overall

Subject Characteristics (N=20) (N=39) (N=59)
Age at Day 1 (years)

Number of patients with value 20 39 59

Mean (SD) 8.2 (4.4) 344 (14.1) 25.5(17.2)

Median 8.0 30.9 21.2

Min : Max 1:17 19:66 1:66
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Pediatric Adult Overall

Subject Characteristics (N=20) (N=39) (N=59)
Age group, n (%)

Number of patients with value 20 39 59

Infant/early child (<6 years old) 7 (35.0%) 0 7 (11.9%)

Child (6 to <12 years old) 9 (45.0%) 0 9 (15.3%)

Adolescent (12 to <18 years old) 4 (20.0%) 0 4 (6.8%)

Pediatric (<=17 years old) 20 (100%) 0 20 (33.9%)

Adult (18 to <65 years old) 0 38 (97.4%) 38 (64.4%)

Elderly Adult (>=65 years old) 0 1 (2.6%) 1 (1.7%)
Gender, n (%)

Number of patients with value 20 39 59

Male 10 (50.0%) 16 (41.0%) 26 (44.1%)

Female 10 (50.0%) 23 (59.0%) 33 (55.9%)
Race, n (%)

Number of patients with value 20 39 59

American Indian or Alaska Native 0 0 0

Black 0 0 0

Native Hawaiian or Other Pacific Islander 0 0 0

White 17 (85.0%) 35 (89.7%) 52 (88.1%)

Not Reported 0 0 0

Unknown 0 0 0

Other 1 (5.0%) 2 (5.1%) 3 (5:1%)

South East Asian 2 (10.0%) 0 2 (3.4%)

North East Asian 0 2 (5.1%) 2 (3.4%)
Ethnicity, n (%)

Number of patients with value 20 39 59

Hispanic or Latino 1 (5.0%) 11 (28.2%) 12 (20.3%)

Not Hispanic or Latino 19 (95.0%) 26 (66.7%) 45 (76.3%)

Not Reported 0 1 (2.6%) I (1.7%)

Unknown 0 1 (2.6%) 1 (1.7%)
Ancestry, n (%)

Number of patients with value 20 39 59

Arab 0 1 (2.6%) 1 (1.7%)

Jewish 2 (10.0%) 3 (7.7%) 5 (8.5%)

Turkish 1 (5.0%) 3 (7.7%) 4 (6.8%)

South American Native Indian 0 1 (2.6%) 1 (1.7%)

Mediterranean 0 1 (2.6%) 1 (1.7%)

Other 12 (60.0%) 16 (41.0%) 28 (47.5%)

Not Reported 0 4 (10.3%) 4 (6.8%)
Property of the Sanofi group - strictly confidential Page 37

VV-CLIN-0540256 3.0



274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

Pediatric Adult Overall

Subject Characteristics (N=20) (N=39) (N=59)

Unknown 5 (25.0%) 10 (25.6%) 15 (25.4%)
Ancestry — Jewish, n (%)

Number of patients with value 2 4 6

Ashkenazi Jewish 2 (100%) 2 (50.0%) 4 (66.7%)

Sephardic Jewish 0 0 0

Jewish - Unspecified 0 2 (50.0%) 2 (33.3%)
Region, n (%)

Number of patients with value 20 39 59

Europe 12 (60.0%) 17 (43.6%) 29 (49.2%)

North American 6 (30.0%) 8 (20.5%) 14 (23.7%)

Japan 0 1 (2.6%) 1 (1.7%)

North Africa 0 0 0

Middle East 0 2 (5.1%) 2 (3.4%)

South American 2 (10.0%) 9 (23.1%) 11 (18.6%)

Other 0 2 (5.1%) 2 (3.4%)

Percentages are based on the number of safety set in each group.

Age is determined based on Day 1 of the first olipudase alpha study that a patient participated.
PGM=PRODOPS/GZ402665/0VERALL/ISS_2020/REPORT/PGM/dem_demo_s_t.sas OUT=REPORT/OUTPUT/dem_demo_s_t i.rtf
(19MAR2020 - 9:52)

232 ZTOHOEME

2.3.2.1 DFI12712 (ASCEND) @ PAP #j

2RE LT, PAPHIOBETIE, B 39%) L0 b4tk (61%) »Eholz, HMTHLDON0
WXL &N H -T2 (KU T H—8 T 7 7 BTN 50% K& OB 50%., 77 2 REETIT 4ot 72%
KORME28%) . AV TH—E T AT 7 HOFRMOTIEIL, 7T BRHELY @mhoTe (TN
34.90 ;% [P @ 18.82~59.85 %] MU 24.08 7% [HiPH : 18.59~65.91%] ) (Module 5.3.5.1 DFI12712
CSR [Section 9.5.1]) .

kL LT, ASMD ZEFOF OB ITA Y 74 —8 77 7 BET 16.1 5% (#iPH : 1~58 %)
FO7T 7 vRREET 6.4 5% (#iPH : 1~495%) Tdh-o7- (Module 5.3.5.1 DFI12712 CSR [Section 9.5.3]) .
W AR Sy B BRIN & 52 T T2 BB 1T W 2R o 72,

2RE LT, RbZ<BO LN SMPD] BinFAEIT, 154 (41.67%) (2588 B L7z p.Arg610del
BHCTH 7= (Module 5.3.5.1 DFI12712 CSR Appendix 16.2.4 [16.2.4.2.1]) , SMPDI i&fxffitrinds ¢
1Z. 13.9%DHEE ) p.Arg6l0del DHREHESIETH Y . 27.8%75 p.Arg610del D~F LK ThH -7

(Module 5.3.5.1 DFI12712 CSR [Section 9.5.3]) , Z#ui, EBHENEROBRE IR D L<BOLNDH%E
RERTHD,
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e R B O E0F, DLeo BIE K& OIE D EIE R D SMPDI BinFERDO 3 Z ., TivEh
Module 5.3.5.1 DFI12712 CSR Appendix 16.2.4 [16.2.4.2.3], [16.2.42.4] % O[16.2.4.2.51\Z/~" T, 72 25iE
(PR R TEN LI OB R A 2RI bR o 7,

2322 A THE—E 77 7REHHEBRTNRER
ASMD FEELRIL L NN — R T A VOB A3 7 ICENT 5,

B YN E

RN D22 NS RN R RE I BT, ASMD JEIR OFEBLIRF O O HULf1E 1.49 5% (#iPH : 0
~125m%) . RWIREOFEEO P IAEIL 6.86 5% (HPH : 0.7~58.37%) . 2WiHn 53RO Day | £ TOH]
O IAEIL 17.15 4 &GP : 0.3~51.9m%) Tho7z,

FRNEBE D S B, 1 A EIRE R 25200, 74 (17.9%) (TARIER 2580 B iviz, KA E
MERH > ASM TEPEDNIE W HE 7R 34 44 D B TO -] ASM IEPEIT 0.13 nmol/h/mg Td 72,

AN 54 (12.8%) IZVN_— ) VIEWGERE (UGTIAI 3G THTICHE-5<) 0RO bz, CHITI
AL TR ClE, BRERA~T BSR4 (23.1%) . FRERFEBESEN 54 (12.8%) Th
5770 SMPDI JEAGFEAT Tl p.Arg610del D~F 1 HEARAN 12 44 (30.8%) . ASEHELIRN 544 (12.8%)
ThH, 1FEALDEE (56.4%) IIMOERZA LT,

/N RE

INROZRMEDFERENT R FIZ 3N T, ASMD Sk O FEBURE O F-in D i X 1.03 7% (FiP : 0.2
~395%) . PWRFOFEEO R RAEIT 1.93 5% G : 0~11.15%) . W) 5B Day 1 £ TOHIRH
OFRAEIX 4.9 4F (FPH : 0.3~15.64) TH o7,

ANV R IR Y OB TR 172 < L 844 (40.0%) (CHRRUEIR2NERO B, IRABRE LY HE 0
STz, KM A MERF D ASM EME2HIE AT REZR 19 44 D B3 TOIH) ASM {EM:1E 0.14 nmol/h/mg T
HoT,

INRBE TUNANR— VEBRETRD e o7 (UGTIAL Bis T3 <) . CHITI &ET
FRMT ClI, ZRREHAT a0 K08 94 (45.0%) . BRERREBESEN 14 (5.0%) Tholz,
SMPDI J&AFRHT T, p.Arg6l0del D~T B #E5(KD 6 4 (30.0%) . REHEESEOEFITL ST,
FEAEDEE (144, 70.0%) IthoZERE2H LT,

£

LRVEOFA RN S REERT RRIZIB VT, ASMD JEIR OFEBLAFfin D W A1 1.30 % (P : 0~12.5
%) ThVY ., NEREFETIIRAEE LV BRSPS RINCRBL L2 LRSS (FRZEh 1.03 K
O 1.494F) , BERIRTREEFOFEER O P RAE T 3.5 5 (FPH : 0~583 ) TH V., /NEERFE Tk
NEEZE X V& -T2 (ENEI 193 M 6.867%) . BERKT2MHRERD Day 1| £ TOWIRK D
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BT 10.17 45 (#PH : 0.3~51.94F) TH Y,

FER/N1T154)

NRBETIIRANEE LY bEP- T2 (ERE14.90

KRG I [ MmERH O ASMIEEANIE FTEE /2 53 44 D 38 T O] ASMIEMEIL 0.13 nmol/h/mg T V) |

NEREE ERANBETRREE TH -T2 VMR
(AR 23580 B AL N EE DT AR L0 BHEIS 255

: 0.14 nmol/h/mg. J% A : 0.13 nmol/h/mg) .
o T2 (VN :40.0%. B8N 1 17.9%) .

154 (25.4%)

UNAR—)VIEERE (UGTIAI B FIATIZ D<) 1F, 8.5%ICRRO LNTENETHRAEETHY |

/NRBE TITRO bz ho 7=, CHITI ;

PEa R 64 (10.2%) CHERS iz, SMPD 1 85 URHT Tl
p.Arg610del D~T T EEERN 1844 (30.5%) Th o7z,

A LT, CHITI BB 2R RA~T n AR
BN :23.1%) | p.Arg610del D 7REFEERD /NI

FREBITRAEE L/NEEEF TBBDRFRKTH T,

BAR TN TIE, ~T 24252 1840 (30.5%) M UARE
p.Arg610del DAEHEGIRD 54 (8.5%)

FEAEDERE (3644, 61.0%) [TftDZ
NERBFEOHTBRANEE LD £L
LEE X WD o7z, £ DM, SMPDI O CHITI &1x

U+ 45.0%.

% 7 - Summary of disease characteristics at study baseline - Olipudase alfa safety set

Pediatric Adult Overall

Baseline Disease Characteristics (N=20) (N=39) (N=59)
Age at symptom onset (years)

Number of patients with value 18 5 23

Mean (SD) 1.42 (1.02) 4.09 (5.06) 2.00 (2.59)

Median 1.03 1.49 1.30

Min : Max 02:39 0.0:12.5 0.0:12.5
Age at ASMD diagnosis (years)

Number of patients with value 20 39 59

Mean (SD) 2.48 (2.45) 16.95 (17.93) 12.04 (16.14)

Median 1.93 6.86 3.50

Min : Max 0.0:11.1 0.7:58.3 0.0:58.3
Number of years at Day 1 since ASMD diagnosis

(years)

Number of patients with value 20 39 59

Mean (SD) 5.72 (4.37) 17.90 (12.41) 13.77 (11.87)

Median 4.90 17.15 10.17

Min : Max 0.3:15.6 0.3:51.9 0.3:51.9
Spleen status, n (%)

Number of patients with value 20 39 59

Partial Splenectomy 0 1 (2.6%) 1 (1.7%)

Fully Intact 20 (100%) 4 (10.3%) 24 (40.7%)

Intact Spleen 0 34 (87.2%) 34 (57.6%)
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Pediatric Adult Overall
Baseline Disease Characteristics (N=20) (N=39) (N=59)
Acid sphingomyelinase enzyme activity level in
Leukocytes (% of normal)

Number of patients with value - 4 4

Mean (SD) 17.75 (7.80) 17.75 (7.80)

Median 15.00 15.00

Min : Max 12.0:29.0 12.0:29.0
Acid sphingomyelinase enzyme activity level in

Leukocytes (nmol/h/mg)

Number of patients with value 19 34 53

Mean (SD) 0.14 (0.08) 0.13 (0.08) 0.13 (0.08)

Median 0.12 0.12 0.12

Min : Max 0.0:03 0.0:03 0.0:03
Genotyping of SMPDI, n (%)

Number of patients with value 20 39 59

Homozygous for Arg610del 0 5 (12.8%) 5 (8.5%)

Heterozygous for Arg610del 6 (30.0%) 12 (30.8%) 18 (30.5%)

Other mutations 14 (70.0%) 22 (56.4%) 36 (61.0%)
Genotyping of UGT1AL, n (%)

Number of patients with value 20 39 59

No Gilbert Syndrome 20 (100%) 34 (87.2%) 54 (91.5%)

Gilbert Syndrome 0 5(12.8%) 5 (8.5%)
CHIT1 genotype classification, n (%)

Number of patients with value 20 39 59

Normal / 2 functional alleles 10 (50.0%) 25 (64.1%) 35 (59.3%)

Heterozygous mutation / 1 functional allele 9 (45.0%) 9 (23.1%) 18 (30.5%)

Homozygous mutation / 2 non-functional alleles I (5.0%) 5 (12.8%) 6 (10.2%)
Neurological manifestation, n (%)

Number of patients with value 20 39 59

Presence 8 (40.0%) 7 (17.9%) 15 (25.4%)

Absence 12 (60.0%) 32 (82.1%) 44 (74.6%)

Percentages are based on the number of patients with available data in each group.

Number of years since ASMD diagnosis is determined based on Day 1 of the first olipudase alpha study that a patient
participated.

PGM=PRODOPS/GZ402665/0VERALL/ISS_2020/REPORT/PGM/dem_disease_s_t.sas
OUT=REPORT/OUTPUT/dem_disease_s_t_i.rtf (19MAR2020 - 9:53)
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2.3.3 fRE

2.3.3.1 DFI12712 (ASCEND) 0 PAP A
PAP i, AV 77X —B 77 7 HER T 7B RO TOREN 1 FILL EOPFHIEO BG40
7o TEERARIEANT, 77 B AREET 72.2% (BEEMHNL33.3%) . AV 74— 717 7HET 50.0%
(IBEEmANZ 27.8%) (20 S 47z (Module 5.3.5.1 DFI12712 CSR [Section 9.5.5.2])

2332 FANVTE—€ 777 REMHESBEANERER
DEFAZRIZ DU CIE, Module 5.3.5.3 ISS [Appendix 2.3. 112503 5,

A BE

% N D EVEGFE T S BEMIC BN T, 2 TOREN 1 AU LoD 5 2%1F 7=, ATC %y
BTl b2 < - OF SR, B 3R (79.5%) « R ELA (59.0%) K ONIMR FRIRHREK (48.7%)
ThoTz, ANBEED 66.7%IIMEERZ2RIEANZMEH L TRV . 30.8%IFNEEEMA| M H L T\,

NRBE

INB ORI B EMIC BN T, 2 TOREN 1 HILL EOHHRO#EE 2517 7=, ATC %>
R Tl b 2 <R SN OFRERIE, 8R3E (100%) . PIRIELOHLY v~FHK (70.0%) . V7T
v (65.0%) . EEHEIE (60.0%) . BEHIE 2 X I I (55.0%) . DFERHRA (45.0%) |
1k 8O K OVEARIE (45.0%) | FEJERHAHUEME K OMLFRIEIR (45.0%) | WONCIEFEE, BNPLR
FESR « PURYLER (45.0%) Th o7z, /NEEE D 40.0% IR RIEFN ZHEH L THB Y, 15.0%3I5E
fEffiAl & H LTz,

£

LAEVEGFA N R SEM 2RI B T, 2 TORE X 1 FIL EOFHEOR 5 %% 1) 7-, ATC /0%
AT H % < P SN 73ANL, #RIE (86.4%) . PIRIELOPLY U~ F I (33.9%) . OWERHH
F (54.2%) . EFAPEE (47.5%) . WO IIRBIREIE (44.1%) ThoT, BERIKRD 57.6%
BB R AN L TR Y . 254% XA EEAA] 2 LTz,
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3 FHEEZR

31 HESZROMEM
311 HBMLCKRLONIFEEER
3.1.1.1 DFI12712 (ASCEND) O PAP #

3.1.1.1.1 TEAE OB=E
PAPHI, VY FHX—F 7L 7 7 HERORT T ERBEORTEEIL. P72 &b 11:D TEAE %81

Lz, AV T7H = TIT 7 BEORBUFEL 242 1F) 1377 B ARRE (2671F) &L Theh o7z,
1REREE & ORIRBIR B E TE 2 TEAE ORBREIS X, AV 74— 77 78 (124, 66.7%)
DINT TR (64, 333%) LIV bE»olc, WTNORERETH., BRI L ORRERNAEGE
TERWEE TEAE 135S S o 7o, BREO TEAE KOV O TEAE OFRBLEIAG X, 4V 7
=B TNT7 7 (100%) & 77 BARRE (72.2%) THEEIL TWehs, BHEDO TEAE X, U 7% —
BTAT7 7O 14 (5.6%) ROT 7 2HREED 64 (33.3%) I8 billz, HEZR TEAE ORELE|
BlE, AV TX—E TAT7 7R B4, 16.7%) &7 T7vFREE (44, 222%) CTREETH--, 1A
BRER O G b ICE > 7= B2 TEAE 13722 572 (Module 5.3.5.1 DFI12712 CSR [Section 11.2.1]) .

FVTE—=BTNT 7 BEOEE 14 (5.6%) IZHEICESTZTEAE (7 I7=07I/ P70 A7 =
T —BHI) BNRBE LTz, IEBREOR 59 1L TR O RICE 5 72 TEAE 13720 o 72, 1RO #
G O3 AT WIS EE > 72 TEAE 235881 U7 B8 1 E, Wi GRE L b 3 4. 16.7%) Th -7z,

FECIEHE S e o To, IRBRFEMFTEE CHE S L2 IAR ORBEISIL, &) 7 —E T L7 7
BT (84, 444%) OFNT T vREE (64, 33.3%) LVE-T-,

PAPHitH, AV T H—B T AT 7O 1 LI 1O DLT 1 OFERNEIH L, 77RO 44I1C
RO DLT 2 DFEZRBHFIL LT, 7T vARFED 14 (5.6%) & 114D DLT 3 OHMEICFE Y T 5 FRDH
HENTD RITERE TH D Z L2V L= (Module 5.3.5.1 DFI12712 CSR Section 11.2.1 [Table 297,
ZOFERICET HBNMERE 42.3.1 HIZRT,

3.1.1.1.2 LLBMZ < EBH LN T TEAE

PAP #IZ LY < 388D B #L72 TEAE 1%, JEYYES K OVFFAEmSE (SOC) 1@ 5 F4: ¢, LIHEAH
KB O EZIEFYTH 7= (Module 5.3.5.1 DFI12712 CSR [Section 11.2.2.1]) .

M TR b2 < RO O TEAE IFIHR Ch o7z (AU 74— 77 7B 124 [66.7%] 64 {4,
TR 84 [44.4%] 321F) . ERE LU AR E (SOC) (231 2 BEfiim N FEL L 7=
BENL, AV TX—B T AT 78 @4, 222%) OLFRTTEREE (14, 5.6%) L0Zhoi,
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3.1.1.1.3 RERELDORZRERA O TEAE
PAP i, F VU 77X —F 7L T 7BED 124 (66.7%. T71E) K ONT T EAREED 64 (33.3%. 40 1)

. TRBRIE & DR RIS EE TE 72V TEAE NG Sivie, AV 7% —8 77 7 BECHA % <
mu2?5%ﬁ“bf_/j*%ﬁik@.%E@f—ﬁﬁ)?{fﬂifﬁﬁb\TEAE %, SOC (PT) T, MRS (BH) . %E'H%
P CELD. MW . E iR LU SRS (a2, i) « — K - 25 EES
OB G ORTE (B ThoT, 7"?%ﬂf‘ﬁ¥?bh$ﬁﬁ@%<mh&bgntﬁ‘%ﬁik@l%%fmfm
T&Z7RWTEAE X, SOC (PT) T, #ieRlEsE (BF) . BBEE CGEo, mH) | —k - 250
B L OEEAL OIREE (57 BV | BRI (i v U L e H#80) Td - 72 (Module 5.3.5.1 DFI12712
CSR [Section 11.2.2.3]) ,

3.1.1.1.4 EEER| TEAE
PAPHid, 4V 77X —F¥ 77 7 BETlX, EEDO TEAENR 14 (5.6%) I 3F@EO L., FblX

SOC (PT) T, BYER L OFAERIE (MEAEKOY A NLVAMEE) | BB LORKEEE (Bre)
Tholz, 77 EREETIL, HED TEAE A 64 (33.3%) I B3RO LN, 24 (11.1%) IZ7E©D
57z SOC (Zhl ’E#ééf@ PT) (&, BYYER LOFAERGE (hEE, WG, @K | o
PRI (SR, ) | I ONT e, Moshds K ONERRiE S (&I, k) Tdb -7 (Module 5.3.5.1
DFI12712 CSR [Section 11.2.2.2]) o

3112 AU THF—E 7L I 7REMHEBITHRET

3.1.1.2.1 TEAE O#IE

TEAE DL A3 8 1T 3, TRBREE & DRREIR G E TE RV EE 2 TEAE O—% 4 Module 5.3.5.2
DFI13803 CSR Appendix 16.2.7 AE data [16.2.7.2.2]} T" Module 5.3.5.1 DFI12712 CSR Appendix 16.2.7 AE
data [16.2.7.7.3\Z/ R LTz,

RABE

RN D2 EMERFE AT BREMIC BN T, 384 (97.4%) 12072< &b 10 TEAE "B LT-,
HFE/ TEAE S 940 (23.1%) (2, 108 & ORIRBERAGE TERWEEZ TEAED 14 (2.6%)
(ZFR8 BT, TEBREE & O R R BIR NS E T & 720> TEAE 78 27 4 (69.2%) (2788 B L7z, BHE D TEAE
D54 (12.8%) 12, IEBRIEDOBEICE >7- TEAE S 44 (10.3%) (T8O LT, RO G
IEIZFE > 72 TEAE Z BB LT BE 1TV o7, 2B, IRBREDREEIZE > 72 TEAE 23380 b7z 4
ANTIE. BB oo E LT BE T ClE /e < . TEAEIZ LV P& SN iTbi S, #iE
ER—HENELINTZEBELEEND,
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NREBE

INBOLEVEFFE I RERIZ BT, 20442 T (100%) (27 < &b 11£0D TEAE 855 L
72o HFE72 TEAE 28 944 (45.0%) (2, 1REREE & DORIRERN TG E TE RWEE 7 TEAE 28 444 (20.0%)
IR BTz, TRBRE & OREBBENEE TE 72 TEAE S 144 (70.0%) 12, HFED TEAE S 6 44
(30.0%) B b7z, BRBRIEOBEICE 72 TEAEN 74 (35.0%) (RO BN, B, 207
ANTIXTRERFES 5RO R L2 BE 72T Tl <. TEAEIZ LY P& SN fThid, filEl &
F—HErfgbInBEbEEND, £2, IBREOEEHWICE 72 TEAE 2 24 (10.0%) 1
ROLIL, IREOFEAZHW L, ZOHD I BITHH LnroTc, ZNHOHBEIX, £ DHRDIGHR
SR ke L7z,

£

LEVEDFE NI GEMARIZIHB N T, 1 AORANBEEZRELTORE (983%) THilEb 1
D TEAE 23581 L 7o, TRERIE & ORRBIRAEE T E 72\ TEAE 2% 4144 (69.5%) (2, HEfE72 TEAE
N 184 (30.5%) (B BT, FEED TEAE X 114 (18.6%) (238 Hiviz, 1GBRIROBEIC
72 TEAE 28 1140 (18.6%) T3l HAT=Ay, 1K G2 fik LIc B 1TV RdoTz, 240 (3. 4%)
1% TEAE 2358 L7 72 DITIRBRIEOFEAZHE L, ZOHOHEGIIHEA LR o772, ZhbDH
GUIIRBRIE O 5 W - 72 TEAE & LTS Sz, 2R TR EIEHE Shvieh o f:oi%iﬁ TEAE
DOFBEIGIL, INEE (45.0%) OFBRANEE (23.1%) L0 &<, GBI L ORRBEBRNAEET
T7RWEE72 TEAE (VMR 0 20.0%. BN @ 2.6%) KOERED TEAE (VMR @ 30.0%. BN @ 12.8%) &
FIEECTH 7=,

AN OV N D22 EMEDFA FRAT X BHERIZ 31T 5 EAIR 1%, TEAE TEIZEH 1722.88 £4/100 A4FE K&
N 1393.52 4/100 A4, &7 TEAE T 21.24 4/100 A4ER OY 13.03 4/100 A4E, EE D TEAE T 13.35
£/100 N DY 6.73 44/100 AN, W NI EIZE - 72 TEAE T 18.17 £4/100 N4} O 5.47 4/100 A
L& TEAE OFELEIG & RIS, /INEOTBRAN LY @inodz, —H T, BB L ORRBERA G
JET&E 720 TEAE X, EAIR TlE, /MR (73.07 4/100 A4E) OF5A AN (117.54 4/100 A4E) X 0K
Mo T2, FBEIGIIRANEE ENREE TR CTH -7, /NREBE I, EEZ TEAE, JE5BRIED
I (2% D TEAE L OVEE O TEAE @%%@%iuAﬁ>ﬁjzA$%ot DH RS TN, ZIUH OEWIT/NEE
kBT o4 77X —8 T L7 7 OHEHEORREICITZE LW EEX LI,
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% 8 - Overview of treatment-emergent adverse events (exposure adjusted incidence rate calculated) - Olipudase alfa safety set

Pediatric Adult Overall
(N=20) (N=39) (N=59)
n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
Any TEAEs 20 (100%) 1266 1722.88 (1.2) 38 (97.4%) 2360 1393.52 (2.7) 58 (98.3%) 3626 1491.87 (3.9)
Any treatment-emergent
serious adverse events 9 (45.0%) 18 21.24 (42.4) 9 (23.1%) 17 13.03 (69.1) 18 (30.5%) 35 16.15(111.4)
Any TEAESs potentially
related to study drug 14 (70.0%) 149 73.07 (19.2) 27 (69.2%) 802 117.54 (23.0) 41 (69.5%) 951 97.32 (42.1)
Any treatment-emergent
severe adverse events 6 (30.0%) 7 13.35 (45.0) 5 (12.8%) 8 6.73 (74.3) 11 (18.6%) 15 9.23(119.2)
Any TEAESs leading to death 0 0 0(55.8) 0 0 0(82.5) 0 0 0(138.4)
Any TEAEs leading to
treatment discontinuation 2 (10.0%) 3 3.72 (53.7) 0 0 0(82.5) 2 (3.4%) 3 1.47 (136.2)
Any TEAESs leading to dose
reduction 7 (35.0%) 20 18.17 (38.5) 4 (10.3%) 25 5.47(73.1) 11 (18.6%) 45 9.86 (111.6)

N = Number of patients treated within each group, n (%) = number and % of patients with at least one event in the category, Events = number of events in the category, EAIR =
exposure adjusted incidence rate, PY = Patient Year, TEAE = treatment-emergent adverse event

TEAEs potentially related to study drug include TEAEs that are identified by the investigator as related or possibly related to the study treatment.

For patients with event, the patient year is calculated as time from first olipudase alfa infusion to the time of first event; for patients without event, it is calculated as the total
duration of olipudase alfa exposure. EAIR = 100 x n/PY.

MedDRA version 22.0 has been used for coding the adverse events.
PGM=PRODOPS/GZ402665/OVERALL/ISS 2020/REPORT/PGM/ae overview eair s t.sas OUT=REPORT/OUTPUT/ae overview eair s t i.rtf (12MAR2020 - 1:59)
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3.1.1.2.2 HEBRMZ RO T TEAE

EHEE TR O D TEAE X, 2K, A UT/NEDOWT o 2 MRS et S4EM <, 3B
BREFTD 2% ETH Y, 02400 BIZRBL L7 TEAE & E#HK L7z (2.12.1.6H) , ZOENEFEK9
(R T, AL TR 55 TEAE OFRBUAEL COBIMEIL, LA MRITXI GE R 2R T 73 . A
DLERVEDFEFRAT R GAER T 48 1, /NR DL RVEDFEFRIT R R T 26 fF Ch o 7c, mBETHR S
N5 TEAE DEFRIL., ZOEFRAM -T2 TO TEAE 2 EH L1-£ 9 ORTEHAT 5, ©2CTD TEAE
% Module 5.3.5.3 ISS [Appendix 4.2 3|\ ZH) 3 5,

FRABE

RN DLERMEDFERIT R REFIZ BN T, 40%LL EOBEIZFRS Hiv7z TEAE (SOC) % LLTFIZAR
9~ (Module 5.3.5.3 ISS [Appendix 4.2.3]) ,

o HIBEE 304, 76.9%)
o JEYYWER LOVEARIE 294, 74.4%)
o MRRIEE (264, 66.7%)
o AR L OWEAMMIEE (254, 64.1%)
o PRMRER. MBI L UMGERRIET (2244, 56.4%)
o BUER LUBTHMIES 224, 56.4%)

o ik BHEERL LORGMAAOIREE 204, 51.3%)

N DL EVEGFEFRNT M REMIZB N T, SHEE TR.535 TEAE D 9 5 20%LL EDOBEIZED 5
7= TEAE (PT) #LLFIZ77,

o HHJ (244, 61.5%)

o EL (174, 43.6%)

o LWAEAZK (1644, 41.0%)
o W (134, 33.3%)

o REN (124. 30.8%)

o IAUGHEY: (124, 30.8%)
o Wi (114, 28.2%)

o IZHE (114, 28.2%)
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o [ (104, 25.6%)
o T (104, 25.6%)
o R (104, 25.6%)

NEBE

INR O EMEDFEMNT R GHERNIC BV T, 40%LL EDBFIZFE O H 72 TEAE (SOC) % DL FITiR

9~ (Module 5.3.5.3 ISS [Appendix 4.2.3]) .

o HIGEE 204, 100%)

o JEYYER LOHARIE 204, 100%)

o IRURZE. MERIS X Ot
o - EEpE
o [RIRMAE (154, 75.0%)

= (194, 95.0%)

B LORETAORE (194, 95.0%)

o BE. TEBIOLESIHE (154, 75.0%)

o EARIS KON A MRk
o &I LUB T LA
o IRERIETE (1341, 65.0%)

o HIBIUMKES (84, 40.0%)

INROLZEVEFE AT RERICB N T, &

7= TEAE (PT) ZLLFIZIRT,
o BEL (174, 85.0%)
o KWK (164 . 80.0%)
o LHHEAZE (1344, 65.0%)
o THI (134, 65.0%)
o &Mt (134, 65.0%)
o FHJE (114. 55.0%)
o 8% (114. 55.0%)

o FXIERE: (104. 50.0%)
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L (94, 45.0%)

o HEHM (74, 35.0%)

o HRZ (T4, 35.0%)

o W (74, 35.0%)

o &P (64, 30.0%)

o MUHE (644, 30.0%)

o SlomE (54, 25.0%)
o BHEIW (54, 25.0%)

o MHAE (44, 20.0%)

EY/N
LM GFE TR S RAER AR IZ BN T, 40%LL EOBE 123D H 7~ TEAE (SOC) A LL FIZRT,

o HIBEE (504 . 84.7%)
o JEYYER IOEARIE (494, 83.1%)
o FRIEZR. MoERds K OMEIERESE (41 4. 69.5%)

o EMEARE LUK AHMMIES (404, 67.8%)

°
N

PRRREEE (394, 66.1%)

o % - BLIEEL L ORLENMORIE 394, 66.1%)
o BUEF LU THIARIES 364, 61.0%)

o BE. PEBIOLESIHE 294, 49.2%)

o [RARMRA (294, 49.2%)

I H O TEAE (SOC) 13, MABE L HAVNRBETED ZHEINTVDEA, MfRIEEIX
RNBE &/ NREE CRBRCH - 7,

TEAE @ EAIR |3 L THIEIG & —BH L T\, HiknZ% <@ bivlz TEAE (SOC) 22\ T,
EAIR [ZHE L TR N & H~V N BB TR o 7228, RGREEE N NS A% R 38 L OYE A MLk
FEIIRNBE THE <, BB L O PR E Xm i CRECh o 72,

ZRVEDFE AT R GEM2RIZB W T, SHEE TR LS TEAE © 9 5 30%LL EOBEIZRD Hi
7= TEAE (PT) %. LAFIZRT,
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o HHJE (354, 59.3%)

o LUHSEZK (294, 49.2%)
o FEN (294, 49.2%)

o XM (27 4. 45.8%)

o TEL (264, 44.1%)

o JEE (244, 40.7%)

o [ (234, 39.0%)

o LRGERY: (224, 37.3%)

o &M (184 . 30.5%)

/NREE TRNEFE &L 0 FEBLEIG 2SR > 72 TEAE X, EWREAZR (MR : 65.0%, A @ 41.0%. LA
TIRNE) | %2 (85.0%. 30.8%) . %Mk (80.0%. 28.2%) . FH#i (65.0%. 25.6%) . FXGHEEL: (50%.
30.8%) . MM (65.0%. 12.8%) M OMENE (55.0%. 33.3%) Toh -7z, B (VNI :55.0%, B @ 61.5%,
LUR R 13N R K0 b B ERE TROoR R 8E IS 78 m < | B (25.0%. 25.6%) J& UVEL (45.0%,
43.6%) 1ZNREHE ERNEE TRBRE TH -7z, &fd L THERZ <GED bl TEAE OFESE
BiE, NRBEETBRR AR o2, EAIR IOV TIERBROMER Tldeh o7z, NEEE THRA
B LD EAIR 23 @72 > 72 TEAE (3, BV UNE 9114 44/100 NAE( BOA 1 27.11 4/100 AFE, LR
FIE) . MK (80.16 41/100 ASE, 21.53 41/100 A4E) | MR (61.7544/100 A4E, 6.40 41/100 A4F) K
UNTHAT (4614 41/100 A4, 20.054/100 AFE) Th o7z, Wi, WEEE L0 RAEHR T EAIR 236
/o7 TEAE &, B (ML 37.79 44/100 N4F, BN @ 142.8244/100 A4, LUFIEINE) | Bl (25.56
£/100 AN, 44.11 4/100 N4E) | BEEIR (10.49 44/100 N4E, 20.66 44/100 AN45E) Th oz, /NEBEE
L RS T EAIR 2 FIFREE Tdh - 7= TEAE 13, EWATAZ (VL 2 40.55 46/100 AR, BN @ 35.47 44/100
N, LUFIRNE) o B (29.97 £4/100 A, 29.13 £44/100 A4F) . ERGEEGE (27.26 4/100 A4, 22.88
4100 NFF) Tho7o, 2k e LT, 2 <G b/ TEAE IZEATELL Ty, FERL
K, WAL, TR & O—EO TEAE X EI/NEBFICRH O TRRO biv, B, Bl BIEiRER L1
EICRABH BN TR bk,
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% 9 - Summary of the most frequent treatment-emergent adverse events by PT (exposure adjusted incidence rate calculated) - Olipudase alfa safety set

Pediatric Adult Overall
(N=20) (N=39) (N=59)
Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
Patients with >1 event 20 (100%) 1266 1722.88 (1.2) 38 (97.4%) 2360 1393.52 (2.7) 58 (98.3%) 3626 1491.87 (3.9)
EERF 11 (55.0%) 61 37.79 (29.1) 24 (61.5%) 293 142.82 (16.8) 35 (59.3%) 354 76.23 (45.9)
L IREE 2% 13 (65.0%) 44 40.55 (32.1) 16 (41.0%) 49 35.47 (45.1) 29 (49.2%) 93 37.58 (77.2)
FEL 17 (85.0%) 73 91.14 (18.7) 12 (30.8%) 91 27.11 (44.3) 29 (49.2%) 164 46.09 (62.9)
EA 16 (80.0%) 53 80.16 (20.0) 11 (28.2%) 17 21.53 (51.1) 27 (45.8%) 70 38.00 (71.1)
Zi 9 (45.0%) 13 25.56 (35.2) 17 (43.6%) 143 44.11 (38.5) 26 (44.1%) 156 35.25(73.8)
B 11 (55.0%) 31 29.97 (36.7) 13 (33.3%) 87 29.13 (44.6) 24 (40.7%) 118 29.51 (81.3)
TH 13 (65.0%) 39 46.14 (28.2) 10 (25.6%) 30 20.05 (49.9) 23 (39.0%) 69 29.46 (78.1)
T RERRE 10 (50.0%) 30 27.26 (36.7) 12 (30.8%) 21 22.88 (52.5) 22 (37.3%) 51 24.68 (89.1)
NE it 13 (65.0%) 47 61.75 (21.1) 5 (12.8%) 6 6.40 (78.1) 18 (30.5%) 53 18.16 (99.1)
BE &S 5(25.0%) 7 10.49 (47.7) 10 (25.6%) 89 20.66 (48.4) 15 (25.4%) 96 15.62 (96.1)
AR 4 (20.0%) 12 8.14 (49.1) 10 (25.6%) 53 19.44 (51.4) 14 (23.7%) 65 13.92 (100.5)
EEiE 2 (10.0%) 2 3.84 (52.1) 11 (28.2%) 54 24.97 (44.1) 13 (22.0%) 56 13.52 (96.2)
2Him 7 (35.0%) 27 15.51 (45.1) 6 (15.4%) 23 9.11 (65.9) 13 (22.0%) 50 11.71 (111.0)
2 6 (30.0%) 26 14.13 (42.5) 7 (17.9%) 16 11.94 (58.7) 13 (22.0%) 42 12.86 (101.1)
7737 7 (35.0%) 32 15.74 (44.5) 6 (15.4%) 23 9.02 (66.5) 13 (22.0%) 55 11.71 (111.0)
pefEE 6 (30.0%) 16 13.31 (45.1) 6 (15.4%) 53 10.31 (58.2) 12 (20.3%) 69 11.62 (103.3)
W 7 (35.0%) 142 18.05 (38.8) 4(10.3%) 55 6.29 (63.6) 11 (18.6%) 197 10.75 (102.3)
B 2 (10.0%) 3 3.84 (52.1) 5 (12.8%) 54 8.18 (61.1) 7 (11.9%) 57 6.18 (113.2)
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Pediatric Adult Overall

(N=20) (N=39) (N=59)
Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
5lonEE 5 (25.0%) 51 11.01 (45.4) 2 (5.1%) 3 2.63 (76.1) 7 (11.9%) 54 5.76 (121.5)

N = Number of patients treated within each group, n (%) = number and % of patients with at least one event in the category, Events = number of events in the category

The most frequent TEAESs are defined as those with percentages of events >= 2% and number of patients >=2 of TEAE in olipudase alfa treated arm for either pediatric, adult or overall olipudase
alfa safety set.

MedDRA/J version 22.0 has been used for coding the adverse events.

For patients with event, the patient year is calculated as time from first olipudase alfa infusion to the time of first event; for patients without event, it is calculated as the total duration of olipudase
alfa exposure. EAIR = 100 x n/PY.
PGM=PRODOPS/GZ402665/OVERALL/CTD 2020 _JPN/REPORT/PGM/ae_common_eair _iss_s_t.sas OUT=REPORT/OUTPUT/ae_common_eair iss_s_t i.rtf (14SEP2020 - 5:00)
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3.1.1.2.3 ARELORREZRAD TEAE

TRBREE & OIRIRBISRAEE TE 2V TEAE 13, IRBREEERM TBEDH Y | T TRERH 50
LAVZRUN ) Eflr L2 b D & E 38 L7z, 1nBREE & ORIRBIMR 23 EE T & 720> TEAE % Module 5.3.5.3 ISS
[Appendix 4.2. 812K T 5,

RABE

RN D2 NS RN R REIC BN T, 10%LL EOBEIZRD S L2 IREREE & O R RGNS E
TX7/RWTEAE D9 B 5% (134, 33.3%) . ELLOWER (£ 74, 17.9%) . BE (64, 15.4%) |
RIS L O TR (% 540, 12.8%) 1%, A DZEMOFEMNT R SERIC B\ THERZ < R B
ﬂtTEAE E—H LT, S BIT10%LL EO B IZFRD HALIZIRIREE & ORI FBIRI G E T E 72V TEAE
ELT, SHE (54, 128%) . LERRE. €OFE. 7 7=07/ h 7027 =7 =8N, T
NI N *%néﬂ@f“ FEHROT ANRGEUBET I ) T A7 27— (% 44, 103%) 2R
O HTz,

N EBE

INR O EMEDFE AT R REIZ BN T, 10%LL EOBEIZRD SRR & O R ERER A
TERWTEAE D 9 b, JEE (844, 40.0%) . W&t (74, 35.0%) . =HRZ (64, 30.0%) . »Ef“
(54, 25.0%) MOWER Q4. 10.0%) X, NEOZEMEIFEINT G REM IO T B Z < 38
D BN TEAE & —# L7z, & 5HI2, 10%LL EOBRFE D SN 1B L ORI BEERAGE TE A
WTEAE & LT, BELAD C-RUSHEE PR (%44, 20.0%) . EZERMET = U F 8 (4%
34, 15.0%) . WNZIMHF E Y L EAEMETBE (524, 10.0%) 2RD LI,

£

LARMEOFE RN R G RIRIC BN T BRI & O R REBRAGE TE 720 TEAE 13X 41 44 (69.5%)
IZFBD B, /A%ﬁ%kml%&wﬁ» YIEC X 72U TEAE O3 BLEISIT AR (69.2%) UV
# (70.0%) TRIFEETH -7~ (Module 5.3.5.3 ISS [Appendix 4.2.8]) ., ZEMEOFE IR B EM KT
LEEE 2 < 3R BV IR L ORIRBIR NG E TE 22\ TEAE (10%LL EOBFE TR 1%, FEF
(1844, 30.5%) . F&EN (14 4, 23.7%) . LR OFHRE (4 114, 18.6%) . aH: (104, 16.9%) .
fE9 (94, 153%) . WO AN (6%\ 102%) THol=, 2L LT, iME< RO LN
TR & OREBMR NG E TE 72V TEAE X, RABRE L/NERE TBRBORRFEETH 7208, FEL
72 EO—H O TEABIZEI/NLEFITB W TR DAL BE 2 SRR ABFICBW TR b,
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3.1.1.24 EEEFRI TEAE
B YN E
RN DL EMEDFE AT REMIC BN T, 54 (12.8%) (2 8D HEE D TEAE 23788 b7z
(Module 5.3.5.3 ISS [Appendix 4.2.5]) . TOWRIZ, 7TI7=0T I/ h TV A7 =27 —VHN, BR
EWRIER AR, B K, VANV AR R, BEiEA. ROEMFHIRE K BN E 1 ThH-o
Tre TDOH, TI7=20T ) TV AT 27 —BMINOL, 4 FX—F TIL7 7 & DRFEEEEZEN
BETE RV LT,

/N RE
INR DL EPEDFEFRIT RGN T, 644 (30.0%) (2 7FOEEED TEAE 23D b/
(Module 5.3.5.3 ISS [Appendix 4.2.6]) , 2 LA ERE® B EED TEAE (3720 o7z, ~A4 277X
~PEMAE . MRS 1 A ICEERO B, EOMICIHEER, 77 40 7F% —Kie 3.1.513H) | &
M7 LILX— R, HBIRFIAS 14 ICRBO LN, T 7 4 TX v —RIEDHNBA Y T H—E T
N7 7 & DRRBRBEE TE I &l S a7z,

£

L VEDE B RRNT R R EE A 2K 35U T TEAE O R A TR EE (96.6%. 3322 4) XI5 (76.3%.
280 14:) T&H 7= (Module 5.3.5.3 ISS [Appendix 4.2.4]) , 114 (18.6%) (Z 15D EE D TEAE /3%
BLER, EFEROBBUL N FOARTH -7, HEED TEAE A3 3 4HLL ERBL L 72— SOC 1%, s
JER L OHAERIE G4, 41F) THotz, EED TEAE DL L34 Y 77X —¥ 77 7 L ORI
FRIT72 EHI ST,

3.1.1.25 3.0mgkg DEEREICEZE LG >-EBEXFHFTEUM--ESE
FRNBE

FRN DL RMEPFE AT BRI BN T, BABE 10 A0 MEETo7c, 7 — X W v A7 HFRER
T, 20 H3A4FTHEHRRE (3.0mgke) [ZEEEYT, 24 TEEHAE 3.0mgke) ZHERFCTET, S
AITEEANC BEEHE 3.0mgke) FTHHE L, 6D 104 DEBEZLTFIZERNT S,

Z DIz 1 4 DA ERE (DFI12712 [ASCEND] 7 Z %R 4V 7% —¥ 77 7 &) 7, ETP
o HEEEMMOE TRNCT =4 B v A7 &2l 272728 3.0 mgkg IZEE L e o7,

3.0mg/kg D BIEHARICEETAANIWEL, T—F Wy bFT7HETIZ 3.0 mg/kg ICEZE L2107
BE

DFI12712 (ASCEND) D34 DEFIX, 7 —F 7> 47 HE TIZ 3.0 mgkg OHEIZEE LR
-7z (Module 5.3.5.1 DFI12712 CSR Appendix 16.2.5 [16.2.5.1.1.3]1}% T® Appendix 16.2.7 AE data
[16.2.7.2.19]) .
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o 14 (7R AVTH—E T IT 7B (X, ETP &M%, AElEHIcA ) 74—
BTN T7720mgkg lIZBIE LN, Z20%,. 7T 7=7 /) N7 VA7 27 —EHMO TEAE
N1 ONDLT 11Z3%24 9 % TEAEL {12 £ ¥ | 1.0 mg/kg & T L 7= (Module 5.3.5.1 DFI12712
CSR Appendix 15.3.3 [Patient narratives - AESI]) ,

e 14 (FVTFF—BTNT 7/ FVTH—=8T7ILT 7)) 1%, PAP HITITIREREE & ORI
RA72 TEAE (BB [314] | MR L OFEEL (45 248] | W ONS TIRCE T, R,
R R, EHEAR R OBEERA~LARZ [ 1] ) ISk 52 EHEIZ T eh o7, HIwi
M AT 2 BIPL BB E 22T 2o 7o DT IRBRERGHIEICE > THELZ 1B TO LN
JNZHE L, ZORFENOHEEZHELZ, 7 —% 5> 47 H £ TIZ 0.6 mgkg DH&EIZE
L 72 (Module 5.3.5.1 DFI112712 CSR Appendix 15.3.3 [Patient narratives - SAE]) ,

o 1& (FTZ8AR/FVFX—¥ 77 7E) 1L, HIENZ 03 mgkg Z## 5 L. 1 [EURIE L%,
0.1 mg/kg |2 L7z, T O®%RMEZELE L=, HEERE 22T ehoT=izd, T—4h
v b4 7 HETICHEEZ5E T Loz, T—% By b4 7 HREATO H&EIT 0.6 mg/kg
ThoT=,

3.0 mg/kg D HEHEZHFF T o BE

DFI12712 (ASCEND) O 24, M H& 78 3.0 mg/kg D HAEHEIZRIE L7-208, D% 2.0 mg/kg ([ZHiE
L. T—4#Hh v b4 7 BIRET 3.0 mgkg £ THit L T\ s -7 (Module 5.3.5.1 DFI12712 CSR
Appendix 16.2.5.[16.2.5.1.1.3] % T} Appendix 16.2.7. AE data [16.2.7.2.19]) .

o 14 (TFT7ER/FVTE—E T /N7 7)) X, ETP HIHIZ 3.0 mg/kg £ Tl L, EfE72 TEAE
T HEM D= DEH A5 %221, 2.0 mg/kg [ZHE L., D% 3.0 mg/keg £ CTHEEHRY L
7o & DI G BB T 122 T2 7o) AR 1E2.0 mg/kg £ THEJRE L7 (Module 5.3.5.1
DFI12712 CSR Appendix 15.3.3 [Patient narratives - SAE]) ,

e 14 (FT78AR/FVTX—¥ T INT77H) 1L, 3.0mgkg £ THitl L7223, 24F® DLT 1 1Z5%
W45 TEAE KL ONZ D% D y-T NV H I )V v T AT =7 —FBHNO TEAE D 7= 2.0 mg/kg F
Ti&E L7 (Module 5.3.5.1 DFI12712 CSR Appendix 15.3.3 [Patient narratives - AESI]) .

WENODORETREL, £0%, BE 3.0 mgkeg © BEZHAEICH L-AE
SADBEIL. DTN ORE R TIRE L7208 T — % 1 v b4 7 HEEAUTIE 3.0 mg/kg & CHiE L7-,
ZFOWERIEL. DFI12712 (ASCEND) T34, LTS13632 CT14. DFII3412 T14 CThH o7z,

e DFII12712 (ASCEND) D 14 (AU F X =¥ TNT 7 /4 V7 HZ—F 77 7#E) 1% 3.0 mg/kg
(T L7223, &L, Z D% 3.0 mg/kg (S FREEHIE L7,
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DFI12712 (ASCEND) D 14 () FHZ—¥ 777 /4 U FZ—F 77 7#E) 1% 3.0 mg/kg
(IS L7228, 2 mglkg (2 L, £ O1% 3.0 mg/kg (2 FFEEMIHY L7,

DFI12712 (ASCEND) D 14 (FZvR/ AV 7% —¥ 77 7 ) 1%, FEEEEIRE I
B b A EERSZ T 72y o 7272 0.1 mg/kg (ZE L72Ay, % DF% 3.0 mg/kg F THIE L 72,

2006 FLABEIZ L — 7 ZAOBEEEN & 5 1 4 D BFE 1%, DFI13412 T 3.0 mg/kg £ CH &M%,
LTS13632 \IZBATHE DRAID 6 7> H [liE 3.0 mg/kg Ziflkfkisk 5 L 7=, Month 12 X TR D 5 7> T
(Z— T ARRBR B Z BRIV D IRO TEAE B3 RBLL72729, 2.0 mg/kg (I L7 B A A L
VIR, D, REMED E VL ST FEN BAEIR. AR, IR, RS0, BR. BHE
., B 747 VD XA ~—HIN, C-RIEMER Etﬁébn R, B, SRR, RNIE -
T EHE. ALBEMERZE. IRER. MR, DRAECEN. B, RERETE. BUEREE, RERE,
e, T, TRIER L, SEREE . i, TUEDE. BUR. X= v 7 R, BRI K ORI R,
B2 1.0 mg/kg £ TR L, B 1X Week 74 775 Week 234 £ TZEOHE TR G- ikt Lo, &
D%, Week 236 7> 5 Week 270 £ TH O 2.0 mg/kg £ Tl L, =D FIZ Week 272 /5

3.0 mg/kg |2 L7z, Week 340 D7 — % 1 b A7 £ T, BHFIL3.0mgkg DHETHERE L,
Flo. T—F Ay NAT BENAEER G- % 646 L7, DFI13412 O H &M HIZ, 1.0 mgkg T
44, 2.0 mg/kg T 14 EDFELNFEH L, LTS13632 TiE, 1.0 mgkg T 418 £, 2.0 mg/kg T 193
0 TEAE %8 L7=, &7FL T, 1.0 mg/kg T 422 £, 2.0 mg/kg T 207 D TEAE 2338 b
Nni-, £7-. 3.0 mgkg ®HE T, DFI13412 TiE 28, LTS13632 TiL 228 1 (A&t 256 14)
@ TEAE D388 Hi17=, Week 198 & TIZR8® H AL/ TEAE DIF & A L1, {RBREK & ORI EE
friZ TEREZ2 L) T TEEE#EH 57200 L] SIS, Week 198 LAFE, FEBLL 7213

& A EATO TEAE IJIEBRFE & ORIRBELRIE TBI#ER L) LB iz, Week 198 LLFT & %
FABRICER D b L7z TEAE X, Bisdeiald U ST L Tz,

|

DFI13412 D 1 &%, FAEMHEHIFE T 0.6 mg/kg 12 L7225, D% 3.0 mg/kg £ Ty L
776

RANBEDIZTEAEN, T—4 B AT HRECTHIEHED 3.0 mgkg IZBE LT, T—F B v
FAT7 HEEE T, BRABRE 394D 95 334 (84.6%) 73 3.0 mgkg \ZBIEE L 7=,

/NRBE
INROLZEVEDFE AT REIIC I T, NEEE 6 LB BEEZTTo, T—2 0y A7 AR

‘(‘\\

\’

HEEHE 3.0mgke) ([CEEL TWRWEZIZELT. 6 4 DEBEFEREN VTN OR R CTHRE

. BAEAIIZ 3.0 mgkg ETHIHE L2, Zb 6 M DBEZLTICERT 5,
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o 1 XDHEFIL., Week 30 |THERF & 3.0 mg/kg OG-0 PAEFE DERRIS 2 36 H L. ERIE%R 5
BT moTo, FD%, Week 36 12 1.0 mglkg O HE TR G 2B L, SR 3.0 mgkg |2
@ﬁia L/f\_o

o 1 ADEFEIL. 3.0 mgkg [ZHHE L7-2 &5 A B T 7o 7o 7o jiE L, 2 D% 3.0 mg/kg
WZEIE LT,

o 1 ADEFIL. 3.0 mgkg [ZHIHE L7o 2 &5 2B T 7o 7o 7o jiE L, 2 D% 3.0 mg/kg
WZEIE LT,

o 1AOBRFIT, HEWHMPIZT 72T v IV A7 27 —BHIN, 7ARTXU®T
R NTURT 2T —BEIME O T VA U R AT 7 2 —BHINNO TEAE 728 0.3 mg/kg
W L7223y, EO%EHE L, 3.0 mgkg IZEE LT,

o 1A DOBET AR I RE R, C-BUSPEE BN & OMILYE 7 = U F  #9i TEAE
D728 1.0 mg/kg ([ZJE L7, ZO%RME L, 3.0 mgkg ([ZBE LT,

o 1 AOEE T FHEMHELI O Week 12 1238 T 0.6 mg/kg #5-HIZEEDZERRE 2 FBLL .
BRI G525 T e o Tz, D%, Week 2812 0.3 mgkg DHETE G2 L, HEIZ
3.0 mg/kg (2T L7z,

3.1.1.2.6 HERHARRUESERI0D TEAE
RARE

BN DL EPEDFEFRIT RIS I T ki Z < 8@ Hi7z TEAE OFBUEIG 13, H Sl
i & bl U CH B IR % Clddsisteialf ik i 22> 72 (Module 5.3.5.3 1SS [Appendix 4.13.3]),
HH AR E AT, H R R OREE O P RAEIL 027 T, R=RTA U NBT—F Ty b
7 H (1.594) F T3 TR -7 (Module 5.3.5.3 ISS [Appendix 3.1.1]) ,

AN R T EME M B (0.1 mg/kg 205 2.0 mg/kg) (22 TOMREICEWT TEAE 3iRH 5
72 : 0.1 mg/kg (461F) . 03 mgkg (701F) . 0.6 mgkg (8214F) . 1.0 mgkg (464 1) J}*2.0 mg/kg

(274 1)  (Module 5.3.5.3 ISS [Appendix 4.2.7]) , FH & & TEAE IZBHHEMENRH D & & X LM,
DFI13412/LTS13632 O NBFE 1 473, 1.0 mg/kg T 422 {4} 08 2.0 mg/kg T 207 DL DO FL 2 R 81
L7=DT, ZORMT EOMHEENZHS LW, ZORFIIIN—TREREND -T2, ZOHREIC
DWW, 31125 THICFE#H L 7=,

TEAE O R¥-8 1 B ICHREEL L=, TEAE OREBEHR] 1FETL) ICEMiL7-E 2 A, kD SOC

(PT) OHEBIEIGIL, FREFACEE L, FrEOMRNITRD SR o7z EYYER LA RE (k
WHEHZE, AGERKYY) | MRRRIEE (B0F) . BEEE (E‘i»u M) . RS KOV FRgkmEE (3F
#%2) (Module 5.3.5.3 ISS [Appendix 4.16.2]) .
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NREBE

INR O EVEOFE AT R GRSV T, bl 2 < B b7 TEAE OFBIEIS 1, H &l ]
[ H & e U C &% Clidbs B nlfik Th o 7= (Module 5.3.5.3 1SS [Appendix 4.13.3]) .
B OB O P REIL 0354 T, N—A T4 NETF =4y bAT7H 2924) £T
13D TEM > 72 (Module 5.3.5.3 ISS [Appendix 3.1.1]) .

/NVEERGE G, R EMIEHARI S (0.03 mg/kg 2>5 2.0 mg/kg) D TEAE & HEOMIZ—E L 7=t
IEERD BN o7z 0 0.03mgkg 214F) . 0.1 mgkg (311F) . 0.3 mgkg (441F) . 0.6 mgkg (84
fF) . 1.0 mg/kg (56 1) K 1*2.0 mg/kg (611F) (Module 5.3.5.3 ISS [Appendices 4.2.7]) .

BRI < 38D HT- TEAE O KM%, 14EB ISR L2 (Module 5.3.5.3 ISS [Appendix 4.15.1]) &
bl 2 < @R Hav7e TEAE AR BIRFRI (1 Z28) ICFHMEiL72& 2 A, RO SOC (PT) DFsBIE
BT AE) U7z BYWER K OFARE (EHEER, FROERY:, &%) | FEREE, sl X
OMithRPRE S (eGSR, B | WWNTEE ., Pk LOREASIHE (%45, #58)  (Module 5.3.5.3
ISS [Appendix 4.16.3]) ,

FEBLE CORFMIZDOWT, i 7V — T RINCEHIE L7z, LRSI (6T, 74) KOVIE (6
PLE 12K, 94) OBFIIDRNnd, 7 —Z OfPRICITER NS SLERE D, ik Z <@ b
72 TEAE OFBEIENL N OIXBBLARIO 1 FH TH Y . ZiUu/hNRORLMOFE M x4 4
DBELHER L LT (Module 5.3.5.3 ISS [Appendix 4.15.3]% U Appendix 4.15.4])

£

REMEGFEMIT I GEFRRICIBN T, Z < B b7z TEAE ORBUEIA 1T, 25 I
& SR W% T Lo a . AEEEEIFEE M, UIRKETH -7 (Module 5.3.5.3 1SS
[Appendix 4.13.3]) , AU 7 ¥ —8 707 7 ORFEREMIF O T BT, HEWEE SR T 0284 TH Y |
FHEMTHE IR 21T 1.76 45 & #i:6D TR > 72 (Module 5.3.5.31SS [Appendix 3.1.1]) , 245 DT —Z 1,
FEMHEIM I TEAE N L 0 EVBEE CRAT D Z L2 RIB L TN D,

RN DZ DGR REFIC IV T, R P IZH & & TEAE ORICBIEMEN R b7
0, BEREBMREBLZATOMANEE 1405, ZOENT EOMEAIZH L L Tz (Module 5.3.5.3 1SS
[Appendix 4.2.7] X 3.1.1.2.5 ) , /NEOZRMEGFA M RER TiX, HRElEHIF+ O TEAE ©
FEEIE I EKA AR TR o7,

TEAE Z%HL L 7-FeR] (14 28) IZRHMliL72& 2 A, kD SOC (PT) DOFEHEIGILREIFAICE
L7 BYYER LOFARGE (EWHEER, FRGERYY) | PERER. Rl X OMtRREE S (npEnEss
Jo L BE, S | W ONTE R, RS K OMLE A OHE (45, BRf], ALEIZ K H%E) (Module 5.3.5.3
ISS [Appendix 4.16.1]) o AR DL NGRS MEMT T G5 FH M OV INR D 22 M OB BT G 86 H] T ELiin
%< B HNT- TEAE X, L TR ORE L & b2 LT-,
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3.1.1.3 % la tHEGERERER (SPHINGO00605) IZH T2 REMNDER
SPHINGO00605 TiX, 114 1 94 DR N 1A 35 D TEAE 2RSSz, s I
TR & OREBIRNEE TERWEE 7 TEAE (3580 Hbivenr o7, 0.1 mg/kg @&ﬁzﬁ:x b}
TR, IR L ORREERNEE SN 1 FOFEE 7 TEAE %8B L7- (Module 5.3.3.2
SPHINGO00605 CSR [Section 12.3.1.2]) , 1D EEE® TEAE (MH BV LB HM) 25, KEHET
&% 1.0 mgkg OFeH-% 5217 72 A THHL L 7= (Module 5.3.3.2 SPHINGO00605 CSR [Section 12.2.1]) ,

B G- TG T % 12 IRe I LANIZ TAR SUTTRERIE & OIRIRBARA G E TE 72\ TEAE (353 L
2otz

RHOD 25D AR — b TIHIREREE & ORRRRAEGE TE 220 TEAE TR 6T, 0.3 mgkg P I
DB TORIERRI L DR FEEMR NG E TE 2V TEAE 2N S8, EEEIRIT & A s
Thole, RTCORBMEMEISZ ETe 23 ORI & OIRRBMRIEGE TE 720 TEAE DR} (23 4
17 4F) 13, BEKTHE 12~48 IR EL L=, 2412 4 FOIREREE E ORRBRAGE TE 20
TEAE (DU, e Vv e s, BokOmErt) R A ITHR GG RICHY L, FROKE
REZN TS S e o Tz,

iR % <R ALz TEAE (PT) &, M eV A EME RIS THY . ZnbolFe
AMEFFHV THE—E T LT 7 L ORRBERAEE TERW &R I,

TRERIR & DR RRARMNEE TE 72\ TEAE DIFE & A EI3EANTIZEE L, BEIEITX R - 7228,
0.6 mg/kg 7R — MIBIT 5D 1 HEOIRIRIE & OREBIREE T E 720 TEAE DO A7 28 H [H] DB B
AL THRRCEIE LT iedvo 72, Mi%HRE Tld, Day 14 OFAER T 2 0/ S22 RIEFR RO
HIEA, FREL OB T T, BRI LTSI & T S e o7z, IDMC UL, AT
IMERERIB L — BT D AIREMEDN & D Lk~ Te, MEZEE L, HEIED AEZRBEL L 2EE 44 D55
D14 THoT,

3.1.2 T
ASMD BEZxt&4 L LAY ¥ —F 7L 7 7 DERER T, ETITRESI o T,

313 BEELEEEZR
ASMD BREZ %GR & LA ) 7 & —¥ 7L 7 7 OGIRZER 5 3B TR b7~ ThD SAE D—&

Z . Module 5.3.5.3 [2.7.4 Appendix)IZ/~d7, 7235, 5 Ib FHERIRGAER (DFI13412) Tl% SAE OFEHLL7R
NoTz,

3.1.3.1 DFI12712 (ASCEND) @ PAP #i

PAP iz, EFE7: TEAE X, AV 77X —E T 77 HTS5MH B4, 16.7%) . 77 BAREET 11
(44, 222%) BOLNZ, AV FZ—F 77 7 BECTHRILLIZEE TEAE|Z, SOC (PT) T
EYYER L OV ARE (BHE, A LZRMEBR) | MRRES (—mMERNE D E) | FPEE R
= O(Fm DFEmE] ) o WS, BRSO ESIHE (FEd) & 1) Thot,
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27 ABERMAR M
AYIH—E 7LD 7 REFHEBRR)

FVFF—EBTAT77HICBI2EEBRTEAED 5L, AV FF—E 7TA77 LOREBEITE
TEHRVWESIEH L2 h - (Module 5.3.5.1 DFI12712 CSR Appendix 1627 AE data[16.2.7.7.3]) .,
TZERETIR, BYiELA (B58RIETH) oRFELF IS5 1408EF T, 77 ERBEESFD
FrERECHFRESER L, tho 1 £0BFIX, EEZ TEAE & LTHRHLRUHMES 3~ 7%
FIRHZRHR L 7= (Module 5.3.5.1 DFI12712 CSR [Section 11.3.2]) ,
T ERBEOMOEES TEAE 12T, BRES LUFARE (hEARUEMRE) | Wik LY
YAFREE (Hm) . HEREE (KM . ENCEREE (BHm,. BK) AEEhnl

3132 #)FH—F 77 r R HSETSSER
AN FH—€ TAT 7 ELUFERTNSERIC BT 5 EE R TEAE &% 10 12T,

RABE

A DZEEHFRGRTSSERICBWT, EER TEAER 94 (23.1%) IZ17HEH LN, 24
PLEIZ@B® 5T TEAE (PT) 372<, WFho SOCIZoWTHL—B L TWihoi, BbRERERK
DEH-T-EE2 TEAE (SOC) TREHER LUFEDRE 24123 Thol

1ZORBEIZ, BIUREOER: TEAED 1 {8 b, RBRELORRBESTETE RV EH
BrEi7= (Module 5.3.5.1 DFI12712 CSR Appendix 16.2.7 AE data [16.2.7.7.3]) ., Day 701 |ZEH L= =
OEMER TEAEIXRBRICEE L, ) TF¥—¥ A7 7 BEOENE —RIZFE LT,

NRBE
INROZ2MGFE AT SERICHWT, BB TEAEIZ94 (45.0%) IZ 1843 LN, 44
(20.0%) OBFIZBEAES LUFEBRE (SOC) IZRT5EEZ TEAE BB L, FERITEIRE 2
&, HEER 14, v~ a7 7 A-ENR 14 ThoTo, BEBRUADEERZ TEAEOPTIX, £T1
AZIZBH bR,

HRELORRBENEE TE L WEE TEAE 12,4412 732 b 1172 (Module 5.3.5.2 DFI13803
CSR Appendix 16.2.7 AE data [16.2.7.2.2], Module 5.3.5.2 LTS13632 CSR Appendix 16.2.7 AE data
[162735]) , “hbOA4LFIZIZSHRRLUERE TEAE I IAR (ZBhET 5 L S, T
L B ORELILRICREBRLET T 74 7% —HiG 1 . IROBE 1 AICRE L -ERER
URZ (F 1, TNFRELRAIBICESR)  WRICEOBF 1 L CHBRLBEE 24 Th- 12,
INLOEER TEAEIZ31S513HICER L=, BVORREOBE 142, BRELOERBERT
ETERWEEBRTS=T3 )/ b5 A7 7—E8MA 24 (ULN® 12.1 R TF1034%) 38
L, SBBEFIL TOMEBRRELOARBROLVERBLRT S=TI /7 AT T —E
WMz 14 (ULN®D 105%) BB L, ChbDEBRTIFI=0TI/ P77 A7 7 —EHM3
HRReTESRERE L BLNICHEELE, T7=27 37 b7 A7 7—EHMIC W TIREEEE
4232 HIZFE# LT,
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

£

LEVEOFAIRIT R SR NI 2RI\ T, 72 TEAE 28 18 4 (30.5%) 12 35 388 b= (% 10)
b2 <R LNT-EHEZ TEAE (SOC) 1%, EYYWER L OHARIETH -7 (64, 10.2%) .

72 TEAE ORBEIA KO EAIR 1%, /NE (45.0%, 21.24 £4/100 A4E) OFF RN (23.1%, 13.03
4/100 NF) K0 @minoTe,

2400 BRSO b= EEEZ TEAE (PT) 1%, Bk UNREE24) Thol,

TRBREE & ORI RBIR AT E CTE 7o WEE 22 TEAE 13, A EE 14 (2.6%) & OVINE B 4 4 (20.0%)
(R8O BTz, BNEE 14 Tl HISMGHE ORI & ORIRBERAEE T E 2V EHIEZ TEAE 7338
DTz, NEBF 44 3BV T, BRI L ORERERNGE TERWEEZ TEAE 1L IAR T
boHEHWENTZ, b7 —ZIi%, NRBFITRABRE LR LT, IAR OEE TEAE 2338 H
THAREMENE N & ERIB LTV 5,
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274 BRERHREM
ANV TE—E 7ILT7 GEGEFHIEZ)

% 10 - Summary of treatment-emergent serious adverse events by primary SOC and PT (exposure adjusted incidence rate calculated)

- Olipudase alfa safety set

Pediatric Adult Overall
(N=20) (N=39) (N=59)
Primary system organ class (SOC)
Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
Patients with >1 event 9 (45.0%) 18 21.24 (42.4) 9 (23.1%) 17 13.03 (69.1) 18 (30.5%) 35 16.15(111.4)
RERE S & VB LRI 4 (20.0%) 4 7.87 (50.8) 2 (5.1%) 3 2.51(79.7) 6 (10.2%) 7 4.60 (130.6)
=l 2 (10.0%) 2 3.74 (53.5) 0 0 0(82.5) 2 (3.4%) 2 1.47 (136.1)
BB 0 0 0(55.8) 1 (2.6%) 1 1.22 (82.3) 1 (1.7%) 1 0.72 (138.1)
A ILREE R 0 0 0(55.8) 1 (2.6%) 1 1.23 (81.6) 1 (1.7%) 1 0.73 (137.4)
R E % 1 (5.0%) 1 1.86 (53.7) 0 0(82.5) 1 (1.7%) 1 0.73 (136.2)
WA aATSATHERE 1 (5.0%) 1 1.81(55.2) 0 0(82.5) 1 (1.7%) 1 0.73 (137.8)
PR R 1% 0 0 0(55.8) 1 (2.6%) 1 1.24 (80.7) 1 (1.7%) 1 0.73 (136.5)
BHE. EES L UHMETHOFEY (2 0 0 0(55.8) 1 (2.6%) 2 1.26 (79.4) 1 (1.7%) 2 0.74 (135.2)
fELURY—TEELD)
BIEB i E 0 0 0(55.8) 1 (2.6%) 1 1.26 (79.5) 1 (1.7%) 1 0.74 (135.3)
FEEEHIE 0 0 0(55.8) 1 (2.6%) 1 1.26 (79.4) 1 (1.7%) 1 0.74 (135.2)
RERES 3 (15.0%) 4 6.02 (49.8) 0 0 0(82.5) 3(5.1%) 4 2.27 (132.3)
FFI45%—RIE 1 (5.0%) 1 1.84 (54.4) 0 0 0(82.5) 1 (1.7%) 1 0.73 (137.0)
BT LILE— 1(5.0%) 1 1.87 (53.5) 0 0 0 (82.5) 1 (1.7%) 1 0.73 (136.1)
BEE 1 (5.0%) 2 1.87 (53.5) 0 0 0(82.5) 1 (1.7%) 2 0.74 (136.0)
IR REE 0 0(55.8) 2 (5.1%) 2 2.51(79.6) 2 (3.4%) 2 1.48 (135.4)
g 0 0(55.8) 1 (2.6%) 1 1.21 (82.4) 1 (1.7%) 1 0.72 (138.2)
— B I B4 0(55.8) 1 (2.6%) 1 1.25 (79.8) 1 (1.7%) 1 0.74 (135.6)
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274 BRERHREM

FVITHE—E 7ILT7 GEGFHIERR)

Pediatric Adult Overall
(N=20) (N=39) (N=59)
Primary system organ class (SOC)
Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
DigEE 0 0 (55.8) 1 (2.6%) 1 1.21 (82.4) 1 (1.7%) 1 0.72 (138.2)
SRR 0 0(55.8) 1 (2.6%) 1 1.21 (82.4) 1 (1.7%) 1 0.72 (138.2)
mEEE 0(55.8) 2 (5.1%) 2 2.50 (79.9) 2 (3.4%) 2 1.47 (135.7)
K ENARIE SR 0(55.8) 1 (2.6%) 1 1.22 (81.7) 1 (1.7%) 1 0.73 (137.5)
F=TE BRI 2% 0 (55.8) 1 (2.6%) 1 1.24 (80.8) 1 (1.7%) 1 0.73 (136.6)
MRS, MERE & UHtiRiEE 1 (5.0%) 1 1.81 (55.2) 1 (2.6%) 1.24 (80.6) 2 (3.4%) 3 1.47 (135.8)
=) 0 0 0(55.8) 1 (2.6%) 1.24 (80.6) 1 (1.7%) 2 0.73 (136.4)
R £ 1 (5.0%) 1 1.81 (55.2) 0 0(82.5) 1 (1.7%) 1 0.73 (137.8)
BiEEE 0(55.8) 1 (2.6%) 1 1.26 (79.5) 1(1.7%) 1 0.74 (135.3)
BREESERMERR 0 (55.8) 1 (2.6%) 1 1.26 (79.5) 1 (1.7%) 1 0.74 (135.3)
FREEREE 0(55.8) 1 (2.6%) 1 1.21 (82.5) 1 (1.7%) 1 0.72 (138.3)
FF i fn 0(55.8) 1 (2.6%) 1 1.21 (82.5) 1 (1.7%) 1 0.72 (138.3)
EEBLUE THREREE 1 (5.0%) 2 1.81 (55.1) 0 0(82.5) 1 (1.7%) 2 0.73 (137.7)
%% 1 (5.0%) 1 1.81 (55.3) 0 0(82.5) 1 (1.7%) 1 0.73 (137.8)
EZHKP 1 (5.0%) 1 1.81 (55.1) 0 0 0(82.5) 1 (1.7%) 1 0.73 (137.7)
EERBSLVIEES 0(55.8) 1 (2.6%) 2 1.26 (79.4) 1(1.7%) 2 0.74 (135.2)
FEREREX 0 (55.8) 1 (2.6%) 1 1.26 (79.4) 1 (1.7%) 1 0.74 (135.2)
iR ER 0 (55.8) 1 (2.6%) 1 1.26 (79.4) 1 (1.7%) 1 0.74 (135.2)
SRME., REES L VEEHEES 1 (5.0%) 1 1.80 (55.5) 0 0 0(82.5) 1 (1.7%) 1 0.72 (138.0)
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ANV TE—E 7ILT7 GEGEFHIEZ)

Pediatric Adult Overall
(N=20) (N=39) (N=59)
Primary system organ class (SOC)
Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
ER 1 (5.0%) 1 1.80 (55.5) 0 0 0 (82.5) 1 (1.7%) 1 0.72 (138.0)
BRRRE 2 (10.0%) 4 3.86 (51.8) 0 0 0 (82.5) 2 (3.4%) 4 1.49 (134.4)
FI3ZVUFI/ I VRTz5—F 1 (5.0%) 3 1.89 (53.0) 0 0 0(82.5) 1 (1.7%) 3 0.74 (135.6)
0
mP7)LhYRR 7742 —EHEmM 1 (5.0%) 1 1.83 (54.6) 0 0 0(82.5) 1 (1.7%) 1 0.73 (137.2)
BE. PEELUVNEEHE 2 (10.0%) 2 3.65 (54.8) 1 (2.6%) 1 1.23 (81.6) 3 (5.1%) 3 2.20 (136.4)
KEREEH 1 (5.0%) 1 1.80 (55.7) 0 0 0(82.5) 1 (1.7%) 1 0.72 (138.2)
TEEH 0 0 0(55.8) 1(2.6%) 1 1.23 (81.6) 1 (1.7%) 1 0.73 (137.4)
EEREEH 1 (5.0%) 1 1.82 (54.9) 0 0 0(82.5) 1 (1.7%) 1 0.73 (137.5)

N = Number of patients treated within each group, n (%) = number and % of patients with at least one event in the category, Events = number of events in the category
MedDRA/J version 22.0 has been used for coding the adverse events.
The TEAEs are provided in SOC internationally agreed order.

For patients with event, the patient year is calculated as time from first olipudase alfa infusion to the time of first event; for patients without event, it is calculated as the total duration of olipudase
alfa exposure. EAIR = 100 x n/PY.
PGM=PRODOPS/GZ402665/OVERALL/CTD 2020 _JPN/REPORT/PGM/ae socpt eair2 iss_s_t.sas OUT=REPORT/OUTPUT/ae socpt eair2 iss s_t tesae i.rtf (29JUN2020 - 2:07)
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27 ABERMAR M
AYIH—E 7LD 7 REFHEBRR)

314 FOMOERLEETES

3141 BEDPLIZE--HEER

3.1.4.1.1 DFN2712 (ASCEND) @ PAP #j
F—BHw hAT7HETICPAPEIT, TEAEIZ L VIEBREOREAdIE LEBE TV ihaT,

31412 ) FF5—E FIL 77 REHHERTHNRER
EREoREDE (RABRE) IS5 (NRBE) IZE -7 BF % Module 5353 1SS

[Appendix 42 9IZE#T 5, AV FF—E 7A 77 DEAZGTHL, FOEBML2ho-H5 118
Horh & A2 LT,

R BE
RADEEEHEMTHSEMIZES VT, TEAEIZ LW iEBREOR S+ Ik L ABF IV

=7,

HNEBE

NROEZLMGE AT RERIZB VT, TEAEIC LV EREORS Z Ik L/ NRBEIIW 25
o7z, 24 (10.0%, 3.724/100 ASE) 73 TEAE I L D IEREOEA LTI L2BORE L% (T2
e QA 2H, O 1A 1IHROLNTE)  BEOBEIL, Week30 IZiAREL ORRMENTE
TERVWHREEOERZEZESEL, QT OBEIL Week 12 [ZIEHE L ORRMENRTECTCERVE
ETEERT T 74 7% —REEREBR L, 26 240BFIZOVWTOEMERIZ3.1.5.13H I
TWLE, WTFhoBFELZO&ROA) FH—¥ 77 7 O 5 13HkHE L=,

2k

ZEEFERITTSEFA2EIIBWT, WTnoORBRTL TEAEICL D igBREORE2PIELI-8
FixWhboite, HRBETIE, 24 (10.0%) PiEREOREZBELE, 1 AREMSIZLY, b
INAREERT 74 7F—REEICLY, 2REZRE LT, WINOBELEZOEOFY
TH—BTALT7 yOEEE#HE L, ZV ¥ —E 747 70BEEZDIE LEBREFZIV 2ol &
o, EABERVWNEIBEIZEWT, AV 7 ¥ —E TA77 DFFHRIIRF THoT,

3142 HOhH#ESES
Hiin{% TEAE i3, MedDRA EEAMEFES, (SMQ) @ T (hemorrhages) | DA (Feihs 38

I2#--5< TEAE * E&E LT,
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3.1.4.2.1 DFI12712 (ASCEND) @ PAP #j
PAP Hirp . HiIfifE TEAE 1%, 4V F¥—F¥ 77 7BED 54 (27.8%) (254, 7T vREED 6 4

(33.3%) (220 s < Tz,
TV FHE—Y TNT 7 OREEZ T 7 1 4 AR T H M o B 7o Y M TEAE 233288 BT,
Flo, TR REGEZ T 14 (BARN) ISHFAERBICIFH ML OHIYES 2 v 7 OEE 7 i ik
TEAE 2378 b7,

31422 AYTH—€ I 7REMHEHBETNRER
TV FE—Y TILT 7 VIR TR TR S e TEAE #3% 11128553 %, TEAE

IXEAEERNC, BRI IZ-OUVTIE Module 5.3.5.3 1SS [Appendix 42512, /MNEREFIZOWTIE
[Appendix 4.2.6]127~3°, B 72 TEAE X, Module 5.3.5.3 ISS [Appendix 4.3.1)\Z7x9, FEEBEFHAR (1
#£7L) @ TEAE %, Module 5.3.5.3 ISS [Appendix 4.16.3]127~%7,

FRNEE

RN DLERMEDFEIRIT R REIZIBWN T, 134 (33.3%) (ZHMPE TEAE 2AHE Siviz, g%
<D LAV Mk TEAE (X & HML (644, 15.4%) ROME (44, 103%) Tholo, BHE L&
i OHEIE R TRETH Y, EETIIRNo7, 14 (2.6%) (SHB L aHmE, RREE o
KERBIRAE E T & 7200 &l S rz,

RO ML TEAE 28 2 RS STz, 14 OBFE T v be o v U RFHER O il TEAE %
B L7, F£7-. DFI12712 (ASCEND) @ PAPHlicA Y X —¥ 77 7 DEEEZ T T\ 14
2, HERZRICEE 2 HIPE TEAE Th 2P MmN HE L, 1653 & OREBENEE TE 5 &k
Shie (3.1421%H) , \EEOHIMM TEAE X380 b2 o7z,

RN B TR 2 < 3R DBV M E TEAE ({5 R OV ) OFRBIRER (14F28) 0%
BLEIGOFECIX, BEFIZIES X 1EH 2 b O0—8H LIEHAITRO bk oz,

NRBE

INROLEPEDFEFRIT RIS I N T, 144 (70.0%) (ZHfPE TEAE 238 Sivic, g%
<D LAk TEAE XS I L S TH Y | ZnFh 74 (35.0%) IZHEIIL, WIihd
GBI 5 & OREBHRNEETE D LTSz, PEEO MMM TEAE & L Caimas 2 s
STz, ot TEAE IZ 2 TRETHY , FEETH T,

/N BE T2 < 58 D HIfME TEAE (B R OV HHIM) ORBIREHR] 1 FET L) 0%
BEIGOFETIZ. b OFRROFEEA TR T L2, 24E8 UBOBERR D120 -
Teled, o7 — X OFFRICITEEDLETH D,
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£

L EMNFEFRITRIRE 2RIV T, HIfME TEAE 13274 (45.8%) 1Z3BLL7-, 2 <R
B L it TEAE (X& M (134, 22.0%) KOWEE (114, 18.6%) ThH o1z,

(i TEAE DIZE A SITRETH Y | HED S DX Rh o7z, FEEOHIMYE TEAE 2% 4 41278
DHHAL, EOWNERIE, A DL EVENFE MM R T AR I EE /2 H it TEAE Th 2T
Mmo14E7a har B URRIERE O 14T, /NEOREMEDFE MR REM Cld & 2 38 L7z
24 ThHoTz,
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274 BRERHREM
ANV TE—E 7ILT7 GEGEFHIEZ)

% 11 - Summary of bleeding related treatment-emergent adverse events by primary SOC and PT - Olipudase alfa safety set

Pediatric Adult Overall
(N=20) (N=39) (N=59)
Primary system organ class (SOC)
Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
Patients with >1 event 14 (70.0%) 180 55.01 (25.5) 13 (33.3%) 117 28.37 (45.8) 27 (45.8%) 297 37.88 (71.3)
EB L URBES 0 0 (55.8) 1 (2.6%) 1 1.26 (79.5) 1 (1.7%) 1 0.74 (135.3)
Hdim 0 0 (55.8) 1 (2.6%) 1 1.26 (79.5) 1 (1.7%) 1 0.74 (135.3)
mEEE 1 (5.0%) 1 1.81(55.3) 0 0 0(82.5) 1 (1.7%) 1 0.73 (137.9)
il 1 (5.0%) 1 1.81(55.3) 0 0 0 (82.5) 1 (1.7%) 1 0.73 (137.9)
PRI SE . MIERE & UHERRIEE 7 (35.0%) 27 15.51 (45.1) 6 (15.4%) 23 9.11 (65.9) 13 (22.0%) 50 11.71 (111.0)
Stim 7 (35.0%) 27 15.51 (45.1) 6 (15.4%) 23 9.11 (65.9) 13 (22.0%) 50 11.71 (111.0)
BhekEE 0 0 0 (55.8) 3(7.7%) 5 4.41 (68.1) 3 (5.1%) 5 2.42(123.9)
EfFH 0 0 0 (55.8) 2 (5.1%) 2 2.77(72.3) 2 (3.4%) 2 1.56 (128.1)
g 0 0 0(55.8) 1 (2.6%) 1 1.26 (79.4) 1 (1.7%) 1 0.74 (135.2)
I {5 4k ittt 0 0 0 (55.8) 1 (2.6%) 1 1.23 (81.1) 1 (1.7%) 1 0.73 (136.9)
FEH 0 0 0 (55.8) 1 (2.6%) 1 1.30 (77.1) 1 (1.7%) 1 0.75 (132.9)
FEEREE 0 0 0 (55.8) 1 (2.6%) 1 1.21 (82.5) 1 (1.7%) 1 0.72 (138.3)
FFHm 0 0 (55.8) 1 (2.6%) 1 1.21 (82.5) 1 (1.7%) 1 0.72 (138.3)
RES LUK THEBRES 3 (15.0%) 3 6.22 (48.2) 3(7.7%) 16 4.07 (73.7) 6 (10.2%) 19 4.92 (121.9)
J=C7 s} 1 (5.0%) 1 1.84 (54.2) 2 (5.1%) 13 2.63 (76.0) 3(5.1%) 14 2.30(130.3)
miEKE 1 (5.0%) 1 1.89 (52.8) 0 0 0(82.5) 1 (1.7%) 1 0.74 (135.3)
B4R H 10 1(5.0%) 1 1.89 (52.8) 0 0 (82.5) 1 (1.7%) 1 0.74 (135.4)
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ANV TE—E 7ILT7 GEGEFHIEZ)

Pediatric Adult Overall
(N=20) (N=39) (N=59)

Primary system organ class (SOC)

Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
il 0 0 0(55.8) 1 (2.6%) 2 1.23 (81.2) 1 (1.7%) 2 0.73 (137.0)
RIEH M 0 0 0 (55.8) 1 (2.6%) 1 1.26 (79.1) 1 (1.7%) 1 0.74 (134.9)

EERBLUVIERESE 1 (5.0%) 1 1.81 (55.3) 1 (2.6%) 3 1.28 (78.2) 2 (3.4%) 4 1.50 (133.5)
Bi2@% 1 (5.0%) 1 1.81 (55.3) 0 0 0(82.5) 1 (1.7%) 1 0.73 (137.9)
f=E i fn 0 0 0(55.8) 1 (2.6%) 3 1.28 (78.2) 1 (1.7%) 3 0.75 (134.0)

—f2 - 2 BEES L UBEELOKEE 1 (5.0%) 1 1.90 (52.7) 4 (10.3%) 9 5.76 (69.4) 5 (8.5%) 10 4.10 (122.1)
EASRIA H M 0 0(55.8) 2(5.1%) 7 2.79 (71.8) 2 (3.4%) 7 1.57 (127.6)
A BRI AE 0 0(55.8) 1 (2.6%) 1 1.23 (81.1) 1 (1.7%) 1 0.73 (136.9)
I & 27 R B AL PR H 1 1 (5.0%) 1 1.90 (52.7) 0 0 0(82.5) 1.(1.7%) 1 0.74 (135.2)
In & 27 R R4 M fE 0 0 0 (55.8) 1 (2.6%) 1 1.23 (81.6) 1 (1.7%) 1 0.73 (137.4)

ERRRE 3 (15.0%) 4 5.68 (52.8) 2 (5.1%) 2 2.68 (74.6) 5 (8.5%) 3.92 (127.4)
SEMAEES O VAR TS XA F U 2 (10.0%) 2 3.71 (53.9) 0 0 0(82.5) 2 (3.4%) 1.47 (136.4)
ER
HRERFEER 1 (5.0%) 1 1.83 (54.7) 0 0 0(82.5) 1 (1.7%) 1 0.73 (137.3)
T4 7Y UDAEA T 0 0 0 (55.8) 1 (2.6%) 1 1.29 (77.5) 1 (1.7%) 1 0.75 (133.3)
E R B0 1 (5.0%) 1 1.83 (54.7) 0 0 0(82.5) 1 (1.7%) 1 0.73 (137.3)
JorOrEUEBEEE 0 0 0(55.8) 1 (2.6%) 1 1.26 (79.7) 1 (1.7%) 1 0.74 (135.5)

BE. hESLVNEBAHE 7 (35.0%) 143 18.05 (38.8) 4 (10.3%) 57 6.29 (63.6) 11 (18.6%) 200 10.75 (102.3)
s 7 (35.0%) 142 18.05 (38.8) 4 (10.3%) 55 6.29 (63.6) 11 (18.6%) 197 10.75 (102.3)
RS 1 (5.0%) 1 1.83 (54.8) 1 (2.6%) 1 1.26 (79.5) 2 (3.4%) 2 1.49 (134.3)
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ANV TE—E 7ILT7 GEGEFHIEZ)

Pediatric Adult Overall
(N=20) (N=39) (N=59)
Primary system organ class (SOC)
Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
NEHME 0 0 0 (55.8) 1 (2.6%) 1 1.25 (80.1) 1 (1.7%) 1 0.74 (135.9)

N = Number of patients treated within each group, n (%) = number and % of patients with at least one event in the category, Events = number of events in the category
Bleeding related TEAEs are defined by SMQ 20000038 Hemorrhages (broad and narrow).

MedDRA/J version 22.0 has been used for coding the adverse events.

The TEAEs are provided in SOC internationally agreed order.

For patients with event, the patient year is calculated as time from first olipudase alfa infusion to the time of first event; for patients without event, it is calculated as the total duration of olipudase
alfa exposure. EAIR = 100 x n/PY.

PGM=PRODOPS/GZ402665/OVERALL/CTD_ 2020 JPN/REPORT/PGM/ae socpt ecair2 iss_s_t.sas OUT=REPORT/OUTPUT/ae socpt eair2 iss_s_t bleed i.rtf (29JUN2020 - 2:07)
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FVTEF—E 7ILT7 (GEGFHEZR)

3143 RBRAEREBEOATER

3.1.4.3.1 DFI12712 (ASCEND) 0 PAP #j

PAP Hirf | EYYWEI L OF/AERIE (SOC) ([ZJ& 3 % TEAE (UERE D TEAE) 1%, AV 74—
BTN T 7 HEONT T EARBETHE 154 (83.3%) IC#® L7z (Module 5.3.5.1 DFI12712 CSR
Appendix 16.2.7 AE data [16.2.7.2.5]) , HEZHYZ < 388 HAVIZEYLERIE D TEAE (PT, W L DO#E
T10%H) 1%, LK () XX —8 7L 7 7 AT 7R TENTIL84 [444%] KTDY6
4 [333%] . LLTFFEIE) . EREEYE (64 [33.3%] K44 [222%]) ) . Bk (WFnb 24
[11.1%] ) . WNZREZR (14 [5.6%] k24 [11.1%] ) Tholz,

FVTH =8 T7NT7 7 RETIE, 13L& AEORRILERED TEAE IJEE (33 4F) SUTTHEE (10 1)
Tho, EBEIT 2 ThHoT, 7T BARBETIE, LA EDKYLERED TEAE 38 (26 1F) XX
AR (74F) ThHY, HEX3IHTH-7- (Module 5.3.5.1 DFI12712 CSR Appendix 16.2.7 AE data
[16.2.7.2.9]) .

FVTH—=B T N7 7T, 14 (5.6%) (ZHEEREYERED TEAE DMK & 0 A LV AMEH
RBFBOOLNT, 7T RRBETIE, 24 (11%) [CHEHEZRBYUENTED Hiv, £ONGRIFHRER L O
JERESE 78 1 44 BTIESE 1 44 CT& - 7= (Module 5.3.5.1 DFI12712 CSR Appendix 16.2.7 AE data [16.2.7.7.1]
W16.2.7.2.19]) .

JRGWERIIE D TEAE (Z & W IRBRIEDIR G-z 1k L7 & 1T W e o T,

31432 A1) THF—H 77 7REMHEBTHRER

TV T HE =8 T N7 7 ZRMEDFEIT REM I W TR b VT EYYERE O TEAE (X
Module 5.3.5.3 ISS [Appendix 4.2. 322K T~ 5, 1RERZE & DR RBIRNEE T & 72\ EYYE RS E O TEAE
% [Appendix 4.2.3](2, EEJE B O FRYLIERH O TEAE % [Appendix 4.2.4], [Appendix 4.2.51% O}
[Appendix 4.2.611Z, FEE 72 EYLIERI# O TEAE % [Appendix 4.3.17iC, {RBRIEDOH G-tk (B E5E)
F G-l UNRESE) IZE - 7= TEAE % [Appendix 429112, F&BIHFIRI] 00 & YLiE B > TEAE %
% A AZ DU T L [Appendix 4.16.2]. /NEIZ DWW TiX[Appendix 416312 EHIT 5,

A BE

BN DL EPEDEEFRIT RIS I T BYYES L OVF A BIE (SOC) 1287 5 TEAE (EYYE
BIE# D TEAE) 23, 294 (74.4%) (2B LT-, HiRiZ <5880 LI EYERED TEAE (PT, &
FO 10%#8) 1%, EWHFAK (164, 41.0%) . EXGEEG (124, 30.8%) . BHIBEK., WHEK K ORI
Bleg (%54, 128%) Tholz,
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13 & A EDREYYERED TEAE (X, B (66.7%. 144 1F) SUTHHEE (28.2%. 301F) T, HE®D
FLEN 142 (BREERTANVAMEER) RO b, b OEEOKYYERE O TEAE 1%
FETHLH o7z, TIC VFOEERIREBYYE b #E S,

JEEYLE R O TEAE IC & W IRBRIE OB G- ik L 72 AN BE T W e o 72, TREBRER & o KRB
ME T E I WEYYER# O TEAE 137880 v o7,

BN BFT IR DIEGYER L OVE A BIE (SOC) (Z)& ¥ 2 EYYWERIH O TEAE OFBIRFH] (1 44
L) ORBEEGOFMTIL, £ TORYYERE D TEAE OREBEIEGCHEAIZL < 7B b TR YLE
BHHL D TEAE I DWW THREE DEMITRE D HiL7e o Tz,

NREBE

INR DR EMEDFAFRIT R SR RN 3 CURYYIE B L OV 4= BUE (SOC) (2 )& 9~ 5 EYYE B3 O TEAE
13204 (100%) (258 Hivie, g2 < GR b ESERTE O TEAE (PT, BE D 10%H) 1%
WEEREZ (1344, 65.0%) CEK (114, 55.0%) « EXGEEEKROEBGR (%104, 50.0%) .
JEGE (644, 30.0%) . AANEHR (54, 25.0%) . MHEAR (44, 20.0%) | IEONT L o HEREEPEMHBAZ |
ERPE0N FH%K&UEPH (% 344, 15.0%) Tholz, TRRIEL DORFPIRANAGE T X 220 kG
JiE B O JRYLE D TEAE 28 11F (%) iR bhiz,

1F &AL ORRYERNE O TEAE 1%, )% (100%, 156 1) KOV (55.0%., 26 14) T, HED
FRD2LIZENEN LR (WIAR K O~ A a7 T X< WMiR) WS ihviz, b 2FOEEDRK
YUERE D TEAEIZEE CTH H Y . T HLDIMNCEEREYERED TEAE (FIHEK) 23 2 e S
niz,

JEYLE B O TEAE IZ X W IRBRIEOE 5.2 i ik Lo/ NREBE T e o T2,

NREBEITIIT D EYYER L OFAERE (SOC) 2R 2 Y iER# 0> TEAE OFBURRI (1 48
L) ORBES O T, & TORYERH D TEAE OFEHEIACHBAIZ < 38 & 72 RYLE
BHE# D TEAE IZ DWW THREE DEIANIEERD bR o 7z,

£

LRV A RN R G 2RI\ € JEYE S L O HBE (SOC) 12J8 9 % I iERS:E# O TEAE
OFBEIGIL, NREE (100%) OF R NEE (74.4%) LV &7, EAIR X, /NEEE (23587
4/100 NFF) DS DRRNEE (148.43 /100 N4F) LV @hoTo, EYYERHE D TEAE (PT) @ EAIR
X, BB R 2 25.08 44/100 AFFE, ARA : 6.88 45/100 A, BAFENE) | 54 (27.69 4/100 A4,
1.23 44/100 A4E) . HI&Ye (12.73 44/100 A4E. 4.0544/100 A4E) RUSNE 2 (10.39 4/100 A4, 2.47
4/100 NFE) 2B W TONRBED I RRANBE LV o dz,

F &AL DORRYSERE O TEAE 1%, 8 (78.0%., 3001F) ROWEE (37.3%. 561F) <. HEEOD
FLIL3A (5.1%) OEFIT 4R LT, EEREYEREED TEAE X, /NEEFZED 44 (20.0%)
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)Xzfﬁﬁi‘é)x%%@ 240 (5.1%) ([ &tz 1 4 o/ BEITREL U 72 BYYiE BE o> TEAE 114 ()
. IRBREE L DR BEBENEE TE RV S S,
ixr“@fmf“%?l@@ TEAE 132 < B LA, EYERE O TEAE IZ XV B h5- 21k L7 BF X
W0 T, TERYLERSE O TEAE OFRBIREAR] (1442 &) ORBIEIS OFHECTIx, FFE O/ m IR
O LR T,

3144 BBUEBENDEEER
WHEUERIH O TEAE (X, MedDRA E¥ERIIRRIN (SMQ) @ TN#EUE (Hypersensitivity) (SMQ) |

DRI OB 521235 < TEAE & L CTER LT,

31441 £V TH—€ 7L I77REUHEBIXNRER
IBHUERIH O TEAE % Module 5.3.5.3 ISS [Appendix 4.17. 1\ EHIT 5,

RN BE

RN DZRMEDFE AT REIC I T, HEYZ < 589 L TZMBUERS# O TEAE (10%#8 0 &
) . SHRE (64, 15.4%. 9.0244/100 N5E) | £ O FEIE (64, 15.4%. 8.0844/100 N4F) | F&5
(544, 12.8%, 7.624/100 N4E) | {35 (44, 103%. 5.164/100 A4) K OMIEE (444, 10.3%,
5724100 NMF) Tholo, HERINZ <GB HALTIBHEUERIE O TEAE 134 TRE X IHHEE TH -
72

/INRBE

INR OB BEMEDFE RN REIC I T, HEIZ < 58O L T-MBUERI#E O TEAE (10%#8 0 &
) . SR (T4, 35.0%. 15.7440/100 N5E) | 5895 (T4, 35.0%. 17.1144/100 N2 | & D
SE (540, 25.0%, 10.5944/100 N4F) | #fiSZ R (44, 20.0%. 8.78 4/100 A4) | #Z (34,
15.0%, 5.874/100 NAE) | FZJEHIE (3 4. 15.0%, 6.11 4/100 N4FE) M O (344, 15.0%. 5.85
4/100 NE) Th oo, Hlg)Z <G HAVRBUERE O TEAE 138 TRE IHFEE TH - 7,

£

LRMEDFA RN REM 2RIZB W T, 334 (55.9%) 12 252 O BUE RS # o TEAE A& S
7o FHERINZ < 3R BT IBEUERN#E O TEAE @ EAIR (X, J2JE3 L O FHMkREE (SOC) (2@
LEG (252 71200 {4, 3538 44/100 A4E) T, ZERZE (11.71 4/100 A4) | %%f/; (11.26 44/100 A
) L EOFEE (9.054/100 A4FE) | BB (5.44 éé/loo NAE) | BERR R R (4.96 44/100 N4F) O
FLBE (4.9244/100 N4E) Th o7z, IS < B b7 i BUE B o TEAE 134 CREE 3 P45
Thol,
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BHEUERIH O TEAE @ BAIR (X, /NEAEE (63.10 4/100 N4F) OFF B3N EFE (47.95 4/100 A4)
L0 ED o=, MRS HITHRZ < R & 7R BUERSE#E O TEAE 23895 25 K O T ik
e (SOC) @ EAIR I, /NEEFH (30.54 /100 M) O HENEZE (39.02445/100 AFF) K V1K
Dol R < 386 BT IEEUE R O TEAE X8RS UL TS TH Y | IBEUER# O TEAE (Z
X VBRI DR 5 2 th ik U= B 1T W e o 7=,

3.1.5 BWITERIRNERAEER

3.1.5.1 Infusion associated reaction
3.1.5.1.1 REERITEZE THRE I i: infusion associated reaction

3.1.5.1.1.1 DFI12712 (ASCEND) O PAP #j

AFRERTIX. infusion associated reaction (IAR) 1% AESI & E&E I N7z, {BREMFBEECHESIN
72 IAR I, GBI D 24 REEILINIZEBL L, 1RREAEEM2Y TBEH Y | UL TEERH 5006
L) LW L7z TEAE Th o7-, PAPHIH ., IAR ORBUFEUL T 7B HRRE 23 1F) &g LT
FVTHE—=BTNT 7R 1) TEhote, FVTX—B T LT 7BEO 84 (44.4%) KONVT Tk
WD 64 (33.3%) BV EB IO IARZHEL LT, AV FX—E T L7 7HEO IAR D H b
LM DITER T, 54 (27.8%) (233 L7, MEt-RE L OWGMMAES (SOC) (IZ8
3% IAR (BEER. FEE A, W) X, AV 7 =B 7L T7 7O 24 ORIIREB LT, &
FE D TARIFZFEHLA T TARIZ L 0 IEBRIEREE 5.4 1k U 72 83513 72 > > 72 (Module 5.3.5.1 DF112712 CSR
[Section 11.3.4.4]) .

315112 ) FTE—E 7 I 7 REMGERBITIRER
IAR O EEIE 2K 12 12BN T 5, FHGH A G T%ZORRBIO IAR (X, Module 5.3.5.3 ISS

[Appendix 4.4.5]17> & [Appendix 4.4.911Z < L, FEBUHARR] (G B & O &Ml %) O IAR
I%[Appendix 4.13.1]2> 5 [Appendix 4.13. 312787,

RABE

BN DL EPEDFE AT RGN T, 214 (53.8%) 1221510 IAR RO Hbitlz (£ 12) .
FEER A2 < B BT TAR (PT) (3., BEI (9 4. 23.1%) . B0 (644, 15.4%) . S5 (54, 12.8%) .
WO HE B OBETR (% 44, 103%) Tholz,

IAR OFEBIEIG 2 & WE I b & ) Slig e cied 2 &0 A& og@ZE g o fh
FAENE NS S 20 6, AR S TE» -7 (HEBHEHIRT : 46.2%, &M%
333%) (£ 5) . #HZ (HEWEHEMMT - 04, HEWEEHFEE 54 [12.8%] ) KOE 5 FEE (B
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EMEMED 04, AEMNHHIMN®% 34 [77%] ) O&Z, AEMEEHIE%G CORBN 3 4L Eo
TEAE Th -7z,

B T, TAR OFBUEI G G544 T 1% 24 RERLIRRIZIR N L7, TAR OFRBIEIGIE, 5T
1£333% ThHo7oDIZHF L, G T % 0~3 K[ T 30.8%., &5 T 3~24 IKfH] T 33.3%, #&GH%
T2 24~T72 I T 12.8%., &G T2 72 R T 7.7% Td o 7=,

NREBE

INR O EVEOFE TR GE I W T, 124 (60.0%) 12 115 D IAR 23388 billz, g%
<HBOOLITZIAR L, FE (744, 35.0%) . B K OMEM: (% 644, 30.0%) . #E. FELOKDC-
FOSTEE AN (% 44, 20.0%) . WONCIE 7 = U F UK OREE (& 34, 15.0%) ThoT-,

/NRBE TO TAR OFBEIG X, 2 b o g g i o h I i 23 L0 B mvazbﬁ_ﬁ“‘
FEMHEHIE T (50.0%) KO EWHEM®%L (45.0%) CRRETH-7= (£5) . FMBix, A&
W% TOREMN 34 L1 LD TEAE Th 7= (HEBEHIR T 14 [5.0%] | ﬂ%gﬁﬁtﬁé/ﬂ;ﬁﬁaﬁ?ﬁ :
54 [25.0%] ) .

INEBE T, IARIFE G T 72 R £ TRt L 72, TAR ORBLEIG L, &5-F1X35.0% Th -
COIWTKE L, FTEHE TR 0~3 IFH T 15.0%, G4 T 3~24 R[] T 35.0%., & G-#& T 1% 24~72 It
[HC 35.0%, BEHHTH% 72 BRI T 10.0% CThH > 7=,

£

LARMEDFA RN REM 2RIZB W T, 334 (55.9%) 12330 HD IAR 2338 Hitiz, H#gr% <
WO B IAR (PT) (X, B (134, 22.0%) . ZHIZ R OFEL (45 1144, 18.6%) . Huls (1044,
16.9%) K OMEMH: (944, 153%) THhoTo, 1FE A EDOBRF TG HICIAR 2RI L7 (204, 33.9%) ,

IAR OFBIEIGIT/NREE (60.0%) OTAANEE (53.8%) KV @mhoiz, 727201, EAIRIE,
RN (66.67 44/100 NAE) D73 /NEBEBE (42.82 4/100 M) kv @Enotz, 72720, ki
<FRD HAL7Z TAR @ EAIR 25/ NEEE TRNEE LV @2 7o DX, FR92 (R 11314 4/100 A4,
BN :6.97 4/100 A, LUTIEE) | F8EY (18.36 44/100 A, 5.67 4/100 A4 | @M (14.76 4/100
N, 3.8044/100 A5F) Th o7z, BRITARABE (1748 4/100 N4E) oI55/ NREE (8.50 4/100
NE) K 0m <, BT ARE (9.744/100 N4E) L/NREE (8.534/100 A4) TRIFRE TH-
776

FH B T & Sl I C© IAR ORBEIE A g9 2 & Sl i v oz B o
RAEAEN 2o B9, AR IR % T - 72 AR T : 47.5%, A% :37.3%)
(32 5) , FHEMEEIRIE IS IEBIA 3 4 DL BN U 7= TEAE 1, 225692 HEMHE IR T 14 [1.7%] .
F MR 0 104 [16.9%] ) KOV 5 FERE (FH i BRI - 0 4 . F Sl Wit - 4 44 [6.8%) )
DIHTHoT,
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2R E LT, IAR OFBEIG TG4 T1% 24 R LUE IR T L7z, IAR OFBEIG X, &5 Tk
33.9% ThHo7=DIZxF L, FHHE T 0~3 Wil T 25.4%, 54K T 3~24 BRI T 33.9%, BH#&T
24~T72 BF T 20.3%, F5HE Tk T2 R C 8.5% Th o7, TAR OFRBIEIGIT, A BHE TiT 24
ILARRITAR T L7y, ANREBE I 544 1% T2 el & TRkt L 7=,

2IRE LT, IARIT 334 (55.9%) IZ6 5 330 8w b7z, k2 <58 b7z IAR (PT) (3,
INREE L RRNEE TEBBURFETH Y | B (13 4., 22.0%) | ZHE R OFEEL (45 11 4. 18.6%) |
L (104, 16.9%) WONTIEH: (94, 153%) Tholo, 1FEAEOBEITEEGTIZIAR ZHELL
776
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% 12 - Summary of protocol-defined infusion-associated reactions (IARs) by primary SOC and PT (exposure adjusted incidence rate calculated)

- Olipudase alfa safety set

Primary system organ class Pediatric Adult Overall
(SO0) (N=20) (N=39) (N=59)

Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
Patients with >1 event 12 (60.0%) 115 42.82 (28.0) 21 (53.8%) 215 66.67 (31.5) 33 (55.9%) 330 55.44 (59.5)
REES L UHFERE 1 (5.0%) 1 1.79 (55.8) 1 (2.6%) 1 1.22 (82.0) 2 (3.4%) 2 1.45 (137.9)

cae) 1 (5.0%) 1 1.79 (55.8) 0 0 0(82.5) 1 (1.7%) 1 0.72 (138.4)

Rk 0 0 0 (55.8) 1 (2.6%) 1 1.22 (82.0) 1(1.7%) 1 0.73 (137.9)
RERESE 2 (10.0%) 4 3.84 (52.1) 0(82.5) 2 (3.4%) 4 1.49 (134.6)

TFHI243F%—RIE 1(5.0%) 1 1.84 (54.4) 0 (82.5) 1(1.7%) 1 0.73 (137.0)

1B EUE 1 (5.0%) 3 1.87 (53.5) 0(82.5) 1 (1.7%) 3 0.74 (136.0)
HIEREE 4 (20.0%) 8 8.50 (47.0) 10 (25.6%) 81 22.16 (45.1) 14 (23.7%) 89 15.19 (92.2)

P 4 (20.0%) 7 8.50 (47.0) 9 (23.1%) 74 17.48 (51.5) 13 (22.0%) 81 13.20 (98.5)

FEMEHEN 1 (5.0%) 1 1.91 (52.4) 1 (2.6%) 1 1.22 (82.0) 2 (3.4%) 2 1.49 (134.4)

FEESR 0 0 0(55.8) 2(5.1%) 2 2.86 (69.9) 2 (3.4%) 2 1.59 (125.7)

BEER AR 0 0 0 (55.8) 1 (2.6%) 2 1.25 (80.0) 1 (1.7%) 2 0.74 (135.8)

RERR 0 0 0(55.8) 1 (2.6%) 1 131 (76.2) 1(1.7%) 1 0.76 (132.0)

REEE 0 0 0(55.8) 1 (2.6%) 1 1.28 (78.2) 1 (1.7%) 1 0.75 (134.0)
ARfEE 1 (5.0%) 1 1.85 (54.0) 0(82.5) 1 (1.7%) 1 0.73 (136.6)

BRZ 5 FEfE 1 (5.0%) 1 1.85 (54.0) 0(82.5) 1 (1.7%) 1 0.73 (136.6)
DM EE 0 0 (55.8) 2 (5.1%) 3 2.76 (72.4) 2 (3.4%) 3 1.56 (128.2)

EiF 0 0(55.8) 2 (5.1%) 2 2.76 (72.4) 2 (3.4%) 2 1.56 (128.2)
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Primary system organ class Pediatric Adult Overall

(SO0) (N=20) (N=39) (N=59)
Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
SRR 0 0 0(55.8) 1 (2.6%) 1 1.31 (76.2) 1 (1.7%) 1 0.76 (132.1)

mEEE 0 0 0(55.8) 3 (7.7%) 3 3.99 (75.2) 3 (5.1%) 3 2.29 (131.0)
pEEEN 0 0 0(55.8) 1 (2.6%) 1 1.30 (76.8) 1 (1.7%) 1 0.75 (132.6)
zTY 0 0 0(55.8) 1 (2.6%) 1 1.21 (82.4) 1 (1.7%) 1 0.72 (138.2)
B E 0 0 0(55.8) 1 (2.6%) 1 1.23 (81.2) 1 (1.7%) 1 0.73 (137.0)

MR 3. MERE & UMitfRES 0 0 0 (55.8) 1 (2.6%) 3 1.22 (82.1) 1 (1.7%) 3 0.72 (137.9)
AL 0 0 0(55.8) 1 (2.6%) 1 1.22 (82.1) 1 (1.7%) 1 0.72 (137.9)
e O R 0 0 0(55.8) 1 (2.6%) 1 1.22 (82.1) 1 (1.7%) 1 0.72 (137.9)
MER % o) it 0 0 0 (55.8) 1 (2.6%) 1 1.22 (82.1) 1 (1.7%) 1 0.72 (137.9)

BaEE 8 (40.0%) 26 21.85 (36.6) 10 (25.6%) 46 20.16 (49.6) 18 (30.5%) 72 20.87 (86.2)
B 4 (20.0%) 4 8.53 (46.9) 6 (15.4%) 21 9.74 (61.6) 10 (16.9%) 25 9.22 (108.5)
&t 6 (30.0%) 16 14.76 (40.7) 3 (7.7%) 4 3.80 (78.9) 9 (15.3%) 20 7.53 (119.6)
e 5 2 (10.0%) 5 3.96 (50.6) 3 (7.7%) 10 4.32 (69.4) 5 (8.5%) 15 4.17 (120.0)
FEER A R % 0 0 0 (55.8) 2 (5.1%) 2 2.86 (70.0) 2 (3.4%) 2 1.59 (125.8)
T 0 0 0(55.8) 2 (5.1%) 3 2.86 (69.9) 2 (3.4%) 3 1.59 (125.8)
SHIER R 0 0 0(55.8) 2 (5.1%) 2 2.86 (70.0) 2 (3.4%) 2 1.59 (125.9)
LSRR 0 0 0 (55.8) 1 (2.6%) 1 1.30 (76.8) 1 (1.7%) 1 0.75 (132.6)
337 0 0 0(55.8) 1 (2.6%) 1 1.31(76.2) 1 (1.7%) 1 0.76 (132.0)
SHILERTE 0 0 0(55.8) 1 (2.6%) 2 1.30 (76.7) 1 (1.7%) 2 0.75 (132.5)
0% ik % M@ At 1 (5.0%) 1 1.88 (53.1) 0 0 0(82.5) 1 (1.7%) 1 0.74 (135.7)

FFREE R EE 0 0(55.8) 1 (2.6%) 2 1.28 (78.2) 1 (1.7%) 2 0.75 (134.0)
FF ik 5% 0 0 0(55.8) 1 (2.6%) 2 1.28 (78.2) 1(1.7%) 2 0.75 (134.0)
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Primary system organ class Pediatric Adult Overall
(SO0) (N=20) (N=39) (N=59)
Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
EEHLUVETHERES 8 (40.0%) 39 20.94 (38.2) 8 (20.5%) 17 11.81 (67.8) 16 (27.1%) 56 15.10 (105.9)
ERP 6 (30.0%) 27 13.14 (45.6) 5 (12.8%) 9 6.97 (71.8) 11 (18.6%) 36 9.37 (117.4)
T3 EE 1 (5.0%) 2 1.89 (52.9) 3(7.7%) 3 3.73 (80.4) 4 (6.8%) 5 3.00 (133.2)
fIpE 1 (5.0%) 2 1.83 (54.5) 2 (5.1%) 2 2.54 (78.8) 3(5.1%) 4 2.25(133.3)
LIt 3 (15.0%) 4 6.09 (49.3) 0 0 0(82.5) 3(5.1%) 4 2.28 (131.8)
mEFE 0 0 0 (55.8) 1 (2.6%) 1 1.22 (82.2) 1 (1.7%) 1 0.72 (138.1)
BTk 0 0 0(55.8) 1 (2.6%) 1 1.22 (81.9) 1 (1.7%) 1 0.73 (137.7)
ElES 1 (5.0%) 2 1.88 (53.1) 0 0(82.5) 1 (1.7%) 2 0.74 (135.7)
BEIK R % 1 (5.0%) 1 1.86 (53.6) 0 0 (82.5) 1 (1.7%) 1 0.73 (136.2)
EBHRD 1 (5.0%) 1 1.88(53.2) 0 0(82.5) 1 (1.7%) 1 0.74 (135.7)
RERZE 0 0 0 (55.8) 1 (2.6%) 1 1.23 (81.6) 1(1.7%) 1 0.73 (137.4)
MEERRS L UHEEHERBES 0 0 0 (55.8) 6 (15.4%) 44 10.46 (57.4) 6 (10.2%) 44 5.30(113.2)
FETE 0 0 0 (55.8) 4 (10.3%) 13 6.50 (61.5) 4 (6.8%) 13 3.41 (117.4)
[iARES 0 0 0 (55.8) 3(7.7%) 9 4.44 (67.6) 3 (5.1%) 9 2.43 (123.4)
BRI 0 0 0 (55.8) 2 (5.1%) 3 2.69 (74.2) 2 (3.4%) 3 1.54 (130.0)
' 0 0 0(55.8) 1 (2.6%) 2 1.31 (76.4) 1 (1.7%) 2 0.76 (132.3)
HELE 0 0 0 (55.8) 1 (2.6%) 2 1.30 (76.8) 1 (1.7%) 2 0.75 (132.6)
FAEERR 0 0 0 (55.8) 1 (2.6%) 5 1.23 (81.5) 1 (1.7%) 5 0.73 (137.3)
e 0 0 0 (55.8) 1 (2.6%) 1 1.28 (78.2) 1 (1.7%) 1 0.75 (134.0)
HEERRE 0 0 0(55.8) 1 (2.6%) 6 1.31(76.2) 1 (1.7%) 6 0.76 (132.0)
ZHERE 0 0 0(55.8) 1 (2.6%) 2 1.31 (76.1) 1 (1.7%) 2 0.76 (131.9)
7 fi% 9 0 0 0(55.8) 1 (2.6%) 1 1.30 (76.8) 1 (1.7%) 1 0.75 (132.6)
—fE -2 HBEES L UEREEML
DIKEE 8 (40.0%) 26 21.00 (38.1) 4 (10.3%) 11 5.84 (68.5) 12 (20.3%) 37 11.25 (106.6)
FEL 7 (35.0%) 24 18.36 (38.1) 4 (10.3%) 7 5.67 (70.5) 11 (18.6%) 31 10.13 (108.6)
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Primary system organ class Pediatric Adult Overall

(SO0) (N=20) (N=39) (N=59)
Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
B 0 0 0(55.8) 2 (5.1%) 2 2.84 (70.4) 2 (3.4%) 2 1.58 (126.2)
| N 0 0 (55.8) 1 (2.6%) 1 1.30 (76.7) 1 (1.7%) 1 0.75 (132.5)
EABMLERD 1 (5.0%) 1 1.79 (55.8) 0 0 (82.5) 1 (1.7%) 1 0.72 (138.3)
[REMHFE 1 (5.0%) 1 1.82 (54.8) 0 0 0 (82.5) 1(1.7%) 1 0.73 (137.4)
L2 0 0 0 (55.8) 1 (2.6%) 1 1.29 (77.3) 1 (1.7%) 1 0.75 (133.1)

ERERIEE 5 (25.0%) 10 11.22 (44.6) 2 (5.1%) 4 2.59 (77.1) 7 (11.9%) 14 5.75 (121.7)
C—RIEHEREM 4 (20.0%) 4 8.75 (45.7) 1 (2.6%) 1 1.29 (77.5) 5(8.5%) 5 4.06 (123.2)
mEZ ) F8Em 3 (15.0%) 3 6.42 (46.7) 0 0 0(82.5) 3 (5.1%) 3 2.32(129.2)
FS5ZUF3I/ RS URD

T 5—HEm 0 0 0 (55.8) 1 (2.6%) 1 1.22 (82.1) 1 (1.7%) 1 0.72 (138.0)
FRINSXUBTI/ LS

YR Tz o7—EHEm 0 0 0 (55.8) 1 (2.6%) 1 1.22 (82.1) 1 (1.7%) 1 0.72 (138.0)
mAFILAYRRAT 75—

FiEm 1 (5.0%) 1 1.83 (54.7) 0 0(82.5) 1 (1.7%) 1 0.73 (137.2)
meEYJLE HEm 1 (5.0%) 1 1.82 (54.8) 0 0 0(82.5) 1 (1.7%) 1 0.73 (137.3)
mn s gk 1 (5.0%) 1 1.90 (52.5) 0 0 (82.5) 1(1.7%) 1 0.74 (135.1)
TJ4T DA AT 0 0 0 (55.8) 1(2.6%) 1 1.29 (77.5) 1(1.7%) 1 0.75 (133.3)

N = Number of patients treated within each group, n (%) = number and % of patients with at least one event in the category, Events = number of events in the category, EAIR = exposure adjusted
incidence rate, PY = Patient Year

For patients with event, the patient year is calculated as time from first olipudase alfa infusion to the time of first event; for patients without event, it is calculated as the total duration of olipudase
alfa exposure. EAIR = 100 x n/PY.

Protocol-defined IARs are adverse events that occur during the infusion or within up to 24 hours after the start of the infusion and are considered related or possibly related to study treatment as
judged by the investigator or the sponsor.

MedDRA/J version 22.0 has been used for coding the adverse events.

The TEAEs are provided in SOC internationally agreed order.
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3.1.5.1.2 Infusion associated reaction 0 & i &

3.1.5.1.2.1 DFI12712 (ASCEND) @ PAP #j
PAPH#i, AV 77X =B TN 7 7 HETHRELIZIZEAEDIARIIRETH Y . EHED IAR IR

7o 7= (Module 5.3.5.1 DFI12712 CSR Appendix 16.2.7 AE data [16.2.7.3.5]) . $8J&IL. 2400 E
DEFTHWESINTME—DIAR Tho7e SAIFRE, 3AITHEE) . 77 BARBETIE, BEDIH
%ﬁzﬁ l%c:\ EP }_L‘@»LEJLZ)) 1% \—ntu&b 6“7";0

315122 A1) TH—€ ZIL 7 7REMHEBITHRE
IAR @ HEJEE 1% Module 5.3.5.3 ISS [Appendix 4.4.2]7> 5 [Appendix 4.4.41\2FH) 35,

RABE
%A@%éiﬁ%ﬁﬁﬁﬁ%&%l BT, BB L IAR T, & THRE (184 [46.2%] . 1811f)
WA (944 [23.1%] | 341F) ToH -7 (Module 5.3.5.3 1SS [Appendix 4.4.3]) . H#AIZ < B
%nfzqﬂ%rﬁmmmﬁﬁﬁﬁ? (54, 12.8%) Tholz,

NRBE

INBOZEMEGEFE TR GEMICB W T, BHELIZIARDIFE AL, B8 (114 [55.0%] . 100
) SUTHERE (644 [30.0%] . 141) Thole, |HFOBRERVEE THLIT 7 4 7F 0 —Kik
MW 1AICRD BT, MICHEER AR 24RO Lz 3.1.5132H) , HRHEZ O Lz
PR D IAR [TZEHE (444, 20.0%) ThoT,

=N

BAMEOES AT B EMLKIZHE T, 14 (1.7%) O/NRERENREFEDIAR THATF7 4%
UL EFRBL LT, EOMO IAR ITHEE (294 [49.2%] . 281 1F) IFH&EE (154 [25.4%] .
48 11F) Th o7, g% < 3D SN~ O IAR 13, FFE (T4, 11.9%) K OUESR (6 4. 10.2%)
THoTm,

3.1.5.1.3 EELABREHRITEZE THRE S 1= infusion associated reaction

3.1.5.1.3.1 DFI12712 (ASCEND) 0 PAP #j
PAP i, BEEZ IAR (X & 720 > 72 (Module 5.3.5.1 DFI12712 CSR [Section 11.3.4.4])

315132 A TFTE—E FI I 7REUHEBETARER
EEQIEREMEHEZCHESNZ AR 2R LI- 34 1T TNERETH 7= (F13) . 1hEREK
DO EHFIZEST7- IAR L7203 1=,
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TFT747F— : B ASMD BEIX, 0.6 mgkg 54 D Week 10 (DFI13803
[ASCEND-Peds] #][El#% 5.0%) |ZHFZED IAR 2 3H L7, BEITIEBREOE N4+ —iF
BN 2 Lic K VEE Lz, REEELZ S0%ETLTRBICHEML, 5T Lz, Week 12
TEERVEELRT 74 7% —RIGO IAR B3R bh, EAZTELE (TERRR
06 mg/kg, FIRMIMEIN]) . BFIZ, YA Fo—n, <F FUABERWNEATESCO
BEIZL D 1 REELRICRIE 27 L, I8 ERFH EEOHE ICTEV Week 12 O EATIZER
L7z IgGH ADA T, BICBHETH S Z LR L7 (Fuffl 1600) . 7F 7 4 7% —RIG
DRRH BN Week 12| EMTHRARIERE 2 35 L /- IsgE 8 ADA {254 (1.30 [U/mL,
B 5, R 035 IU/mL Ril) . M F U 7% —¥i1 6.7 ng/L (FHiE, ILHEHH:12.5 pg/L
LIF) | ERAEHEEGEIL 08 pgeg/L (FHH) T, MEEEIIRE (F8E) Thot, I
BEREHEIT<—AT A EHBLTHMLE o7, BEIT Week 2812 03 mg/kg DHET
BHEABEHL (Q6BEMOREPH®E) | BURIERELMIE Lz, BEIX. T o2 F0HmE
%, Week321Z 14 (0.6 mgkeg @EAZ W) | Week461(Z 14 (FREHATIZ 2.0 mg/kg @
BAE—RIC T LS, Z0BBM L. TT)HBR L, BEIEI Week 50 CHEAR3.0 mgke
IZEEL, LTSI13632 DT —4 H v hA 7 HTHL#EE LT 3.0 mgke DEEEFZIT T, KB
FHOIEWFEIZ. Module 5.3.5.2 DFI13803 CSR Appendix 15.3.3 [Patient narratives - SAEJIZ=7,

HEFZRUFEZ ;. S0 MBF T, DFI13803 (ASCEND-Peds) @ Week 30 2B\ T HIEAED
30mgkg THREPIZHFEEOCERZBOIAR ZRB L, ELFW L, £, RBEFIL, &
I Week 40 |2, 3. 0mgke BB R GEETRERIZFHEEORZSO AR ZBERHRLE, &
BEOEANT—FAICHH LA, BERICREEELXETLTREZEFEML, BTLE, £
OEIE, FHRICREINEREZTol, EBREOMEMFEHSIZ, Module 5.3.5.2 DFI13803 CSR
Appendix 15.3.3 [Patient namratives - SAE)IZ~T,

WBE : R0 BE D DFI13803 (ASCEND-Peds) # 5T L, LTS13632 (28T L7z, Week?2
(2 Lok, WL, EmEmE A ATEREREZ % fF 5 EEOBBIED IAR, Week4(Z< L
X R OARETHERZ 245 BEOBRBIED IAR ZH 8 Lz, WThoOFEIZo0 T HigER
FEOFEMNE—HRFEC T L, BV EEE THEM L7z, Week 2 TOIBEUEIX 2 BEIZHEL,
Week 4 TOIBBEAEIXFE B IZ{H% Lz, ZRBEOIEFFEESIZ, Module 53.52LTS13632 CSR
Appendix 15.3.3 [Patient narratives — SAEJIZ 7,
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% 13 - Summary of serious protocol-defined infusion-associated reactions (IARs) by primary SOC and PT (exposure adjusted incidence rate calculated)

- Olipudase alfa safety set

Pediatric Adult Overall
(N=20) (N=39) (N=59)
Primary system organ class (SOC)

Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
Patients with >1 event 3 (15.0%) 5 5.84(51.4) 0 0 0 (82.5) 3 (5.1%) 5 2.24 (133.9)
HEREES 2 (10.0%) 3 3.84 (52.1) 0 (82.5) 2 (3.4%) 3 1.49 (134.6)
TF+FI7243F—RIG 1(5.0%) 1 1.84 (54.4) 0 (82.5) 1 (1.7%) 1 0.73 (137.0)
B BUE 1 (5.0%) 2 1.87 (53.5) 0(82.5) 1 (1.7%) 2 0.74 (136.0)
BEEFLIUVERTHEBES 1 (5.0%) 2 1.81(55.1) 0 0 0 (82.5) 1 (1.7%) 2 0.73 (137.7)
5 1 (5.0%) 1 1.81 (55.3) 0 0 0 (82.5) 1 (1.7%) 1 0.73 (137.8)
E 732 1 (5.0%) 1 1.81 (55.1) 0 0 0(82.5) 1 (1.7%) 1 0.73 (137.7)

N = Number of patients treated within each group, n (%) = number and % of patients with at least one event in the category, Events = number of events in the category
Protocol-defined IARs are adverse events that occur during the infusion or within up to 24 hours after the start of the infusion and are considered related or possibly related to study treatment as

judged by the investigator or the sponsor.

MedDRA/J version 22.0 has been used for coding the adverse events.

The TEAEs are provided in SOC internationally agreed order.

For patients with event, the patient year is calculated as time from first olipudase alfa infusion to the time of first event; for patients without event, it is calculated as the total duration of olipudase

alfa exposure. EAIR = 100 x n/PY.
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Property of the Sanofi group - strictly confidential

VV-CLIN-0540256 3.0

Page 83



274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

3.1.5.1.4 @EYE infusion associated reaction

3.1.5.1.4.1 DFI12712 (ASCEND) @ PAP £
PAP i, 4V 77X —¥ 77 7 BETIE 1 412 2 fFOMBEUE IAR N BEH L, 7T B RBET24IT5
O BUE IAR 2535 L7= (Modul 5.3.5.1 DFI12712 CSR [Section 11.3.4.4])

315142 #)TFE8—€ 777 REUHEHBITIRER
WEVE AR 13, & 14 122K T 5.

A BE

RN DL GEFE T S REMICB N T, 74 (17.9%) 12 174 (10.59 4/100 A4F) OIEHEUE IAR
RO HIT-, 24 0L EOBEICRE U BHUE IAR X, EHE 54, 12.8%) . T O8IE G4,
7.7%) NUOYMLEE Q4. 5.1%) ThHoiz,

%3

/INREBE

INB DR EVEGEE AT I REFITBUWN T, 84 (40.0%) 1T 4414 (21.01 44/100 N4E) DOIEHUE IAR
DERD B, 24 0L EOBEICHRBL L BHUE IAR 1Z. ZRE (644 . 30.0%) KOE (34, 15.0%)
ThHol,

£

LGRS ERICB O T, 154 (25.4%) 12 61 EOBEUE IAR 283 L, WNaRITA
BE T4 (17.9%) ROVNREE 84 (40.0%) ThoTo,

EAIR 1%, /NEESE (21.01 4/100 A4E) OB AEE (10.59 4/100 A4 X0 @rotz,

244 DL Lo B IR LT BUE TAR 13, B KOV FHARFEE (SOC) 12J@7 5 PT T, kS

(114, 18.6%) . £ HFEIE (44, 6.8%) . ALBEXROUFEE (4534, 5.1%) Th-oT,

EAIR (X, Z2Z (UL @ 13,14 44/100 A, BRA : 6.97 44/100 NE) JeOV&Z (VA : 6.09 4/100
N, BN 0 044/100 NF) 13/NREE O S ANBE LV &< £ 9FEE (A @ 3.73 4/100 A4,
/NVR D 1.89 44/100 NAE) R OMIBE (FRA @ 2.54 4/100 N4, /N 2 1.83 4/100 A4E) (X A BHE O JF
/NS L0 oRm o T,

AR L LT, @BEUE IAR @ EAIR (3/NEEE (21.01 44/100 NE) O3k ANEBE (10.59 4/100 A
) KoK 2fEEmr oA THUT/NRBE IRBUE IAR (2K LTY 27 38803 2 ArReME 2 ~ie L
TWn5,
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% 14 - Summary of Hypersensitivity related infusion-associated reactions (IARs) by primary SOC and PT (exposure adjusted incidence rate calculated)

- Olipudase alfa safety set

Pediatric Adult Overall
(N=20) (N=39) (N=59)
Primary system organ class (SOC)
Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
Patients with >1 event 8 (40.0%) 44 21.01 (38.1) 7 (17.9%) 17 10.59 (66.1) 15 (25.4%) 61 14.40 (104.2)
HEREES 2 (10.0%) 4 3.84 (52.1) 0 (82.5) 2 (3.4%) 4 1.49 (134.6)
TF+FI7243F—RIG 1 (5.0%) 1 1.84 (54.4) 0 (82.5) 1 (1.7%) 1 0.73 (137.0)
1B EIE 1 (5.0%) 3 1.87 (53.5) 0 (82.5) 1 (1.7%) 3 0.74 (136.0)
mEEE 0 0 0 (55.8) 1 (2.6%) 1 1.30 (76.8) 1 (1.7%) 1 0.75 (132.6)
B 0 0 0 (55.8) 1 (2.6%) 1 1.30 (76.8) 1 (1.7%) 1 0.75 (132.6)
RESFLUVRTHBEES 8 (40.0%) 38 20.94 (38.2) 7 (17.9%) 16 10.19 (68.7) 15 (25.4%) 54 14.03 (106.9)
ZMD 6 (30.0%) 27 13.14 (45.6) 5 (12.8%) 9 6.97 (71.8) 11 (18.6%) 36 9.37(117.4)
% 5 EE 1 (5.0%) 2 1.89 (52.9) 3 (7.7%) 3 3.73 (80.4) 4 (6.8%) 5 3.00 (133.2)
BT 1 (5.0%) 2 1.83 (54.5) 2 (5.1%) 2 2.54 (78.8) 3 (5.1%) 4 2.25(133.3)
Ei32> 3 (15.0%) 4 6.09 (49.3) 0 0 0 (82.5) 3 (5.1%) 4 2.28 (131.8)
MEZIE 0 0 0 (55.8) 1 (2.6%) 1 1.22 (82.2) 1 (1.7%) 1 0.72 (138.1)
Pt 0 0 0 (55.8) 1 (2.6%) 1 1.22 (81.9) 1 (1.7%) 1 0.73 (137.7)
B E S 1 (5.0%) 2 1.88 (53.1) 0 0 (82.5) 1 (1.7%) 2 0.74 (135.7)
b5idv N4 1 (5.0%) 1 1.86 (53.6) 0 0 (82.5) 1 (1.7%) 1 0.73 (136.2)
—fi% - 2FEERS L VREILOIREE 2 (10.0%) 2 3.65 (54.8) 0 0 (82.5) 2 (3.4%) 2 1.46 (137.3)
SEABLERD 1 (5.0%) 1 1.79 (55.8) 0 0 (82.5) 1 (1.7%) 1 0.72 (138.3)
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Pediatric Adult Overall
(N=20) (N=39) (N=59)
Primary system organ class (SOC)
Preferred term (PT) n (%) Events EAIR (PY) n (%) Events EAIR (PY) n (%) Events EAIR (PY)
RS EE 1(5.0%) 1 1.82 (54.8) 0 0 0 (82.5) 1 (1.7%) 1 0.73 (137.4)

N = Number of patients treated within each group, n (%) = number and % of patients with at least one event in the category, Events = number of events in the category
Protocol-defined IARs are adverse events that occur during the infusion or within up to 24 hours after the start of the infusion and are considered related or possibly related to study treatment as
judged by the investigator or the sponsor.

Hypersensitivity related infusion associated reactions (IARs) are protocol-defined IARs that are further identified by Hypersensitivity SMQ 20000214 (broad and narrow).
MedDRA/J version 22.0 has been used for coding the adverse events.

For patients with event, the patient year is calculated as time from first olipudase alfa infusion to the time of first event; for patients without event, it is calculated as the total duration of olipudase
alfa exposure. EAIR = 100 x n/PY.
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3.1.5.1.5 77+ 7«4 5 F—KXI& infusion associated reaction

3.1.5.1.5.1 DFI12712 (ASCEND) @ PAP #j
PAP i, 757 ¢ 7% — i IAR [T E SN o Tz,

315152 #YTA—E I 77 REEHEBRITRER
AV T —8 TNT 7 BEMERE T GBI B W T NEBFE 1AICT T 7 0 7% U —RIGIAR
DFEEL L 7= (Module 5.3.5.3 ISS [Appendix 4.2.10]) . AFLIZOWTIE 3.1.5.1.3 BHIZFLHT 5.

3.1.5.2 AMERIG
A BE

DFI13412 TR B 2 4 BB E(EERMIZ L D APR & L TG & 7- TEAE 38 L7-
(Module 5.3.5.2 DFI13412 CSR [Section 11.3.3]) .

o AHFIL, Days58 DAY FH—F TI/LT 7 1.0 mghkg DG THK) 30 RFRIZIEERER & DK F
BRI E T & AW P CIEEE A R (38.3C) 2807, ZOFELORN AT, Sk,
W55 R ONELRBLL . Z OFZOBICEIEIRARIL Uiz, BB O 2 b OFGIIRE T
HETIEAR Do T2 TRRIE L ORPEBIRNGE TE N EE 2 bivl, F5Z IR ERE (%)
& hsCRP JEEENEIIN L, #5714 24 W & Clo R ERIPHA B 2 72, T X2 &b
LtOWEtiya’w@i?iﬁbtﬁ A HICIERE (37.1°C) £TIRT L. MHhAE.
L BEAR KL ORISR B AITE L7z, 89513 Day 64 (2L L7z, 5K T 48 BRI e U v
Eykmaw@fiwﬁm%w~274/1ﬂ%ﬁMLto%EUwﬁym&§%7%4w#
i A WumWUq%Lh@mﬁ@gi&5¢7%7ﬂﬁﬁC%ﬁﬁG&MQML L7,
V¢M®%ﬁﬁﬁf£ L e EH 1 DD APR BREME AR KO SUTBEICZE L L
TWKOﬁ@&@ﬁﬁ%%%@%E%Lm%MﬁQNMmygLﬁib\%@ﬁ@%ﬁﬁﬁ
1.0 mg/kg F CTHREME L7,

o HHII. Day7l DAY FH—F¥ 717 7 2.0 mg/kg DIGHE T 14K 2 BRI BEIR 2 FIE L 7=,
SRR (R CEFE Tl 0 DY, Wit TH o RBEIZ L o UL AD D FER T o7
DT, {GERHE L ORBEBIRNEE TE I L S 472, Day 72 12, hsCPR EEHINAZED &
AU, Day 73 1B — 7T LTz, IRREMLER O RAETIL, hsCRP, $L YT = U F o DEFIKIR
BEDOZALD APR Z -2 L CWe, 0%, AREBFEIEL 3.0 mgkg CERZZHBL L2, ik
hsCRP fEDHIN & B L CTuNe, 72720, AT A—Z 3R ERNZEETH Y . o> APR B
HEWEOZBITITE A ERBD BN oTz, IRBEOHEIIEFE I N7,

DFI12712 (ASCEND) XX LTS13632 T4 7= APR L T/ o 77,

Property of the Sanofi group - strictly confidential Page 87

VV-CLIN-0540256 3.0



274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

INREE

DFI13803 (ASCEND-Peds) T/NEEH D 34 MRBREEEMIC XY APR & LTy Siv/z TEAE
% %881 L7z (Module 5.3.5.2 DFI13803 CSR [Section 11.3.4.1]1}% T" Appendix 15.3.3 [Patient narratives - SAE]
X Appendix 15.3.3 [Patient narratives - AESI]) .

o 1X4DWHEIAR—MDOBEEN, Week 14 DAV 7X—F TI)L7 7 2.0 mgkg D5, T,
AN ONEEAZFBL L, 24 51X hsCRP (136.0 mg/L, ULN : 287 mg/L) KO7 = U F v
(150.6 pg/L) DI, WD (4.1 pmol/L, FEVEFPH TR [LLN] : 9 pmol/L) & B4
LTV, IRBREEEMI N O DOFESE APR & LTHE L, T, 4 T4 —8 T
V7 7 O EITREERGRFZ 1.0 mgkg F Tl L. Mk 5 S iz,

o 1H4DWHEAR—NDOBEN, Week 14124V X —F TL7 7 2.0 mgkg D55, FEIL
ONEIEZ FEEL L, 24513 hsCRP (112.0 mg/L, ULN :2.87mg/L) KO = VU F > (126.8 ug/L)
DI, WNTELDWD (2.0 pmol/L, LLN : 9 pmol/L) & BHE L T -, JERE(LEMIZZ
SOFEGA APR & LTHE LT, A 74 —¥ 707 7 13k EF G 2.0 mgkg & ikl 5
L7z,

o 1Z4DOH  HEam— FOEREN, Week 14 DAY 7 X —F¥ 707 7 2.0 mgkg D5,
FEEN R OVEM: 238 B L, 240513 hsCRP (14.5 mg/L, ULN:2.87 mg/L) ¥z N7 = U F > (583.5 pg/L)
O EBE L T e, IRBREMEMITAFESRE APR & LTHE LT, AU F¥—8 T L7
7 IR AR 5RF Y 2.0 mg/kg ki 5 LTz,

3.1.53 YA MhA UREEER

CRS 1%, HIEOFEIEMNSY A I A A b—LIZREE L7z O B EE % & e Zlgan bk £ TOIRH
FHIZ D72 D ERARIERCIER R MO RE 2R L, AW RAI O 512 X 0 B3 5 /6N H 5,
ASMKO ~ 7 A%, IL-6, IL-8, G-CSF, IL-lo, IL-Ip XN~ 07 7 — U RIEMEZ > /37 E-1a D
N & BT 5 EE CESERN e A A A ML EFBL LT,

WPFROBEETH CRS IV A b A A h—L0 TEAE ITHE S o7z,

3.1.5.4 1R
DFI12712 (ASCEND) TII# 5 PICRE L BE 1TV ehoTz, £72. 1 L O ABMEED
NR—=+F—NER U=, HIRIET —% > A 7R Tk CTh o 7=,

3.1.55 @BEKRE
MESE e B 5 S R M B i 5 Shrino T,
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3156 #BEBIR
RIEERE D TEAE I 2 hish o 1=,

316 LTS13632 M55 (ERBEXIZEE) 30 TEAE

LTS13632 TITIERERFBEEONITE 1K (20164E3 A 23 A) LR, BERIFETHEROER
HHEENLFV T —ETAL 7y OREE2FITAZEEBIRTEXALOE L, CSROT—H v b
#78 (09 12 108) ETICT—#ZRELELLTSI3320 4 Z0BEDOIH 144 (A S
BERUNROL) BEETREEZTE,

LTS13632 I8\ T, BABEETAHY F7¥—€ TA7 7 OBEZF(T, 845 1 Ll LD TEAE
FEBLIALADPIARZER L 5A0BERITALIT) ALATERZEINTIARZFFEHE L7 (Module 5352
LTS13632 CSR Appendix 1627 AE data [162.7.6.1]) . fEFEHEHMFI-3HM L= TEAEIZLTHEE
ThY, HREOBREPIE, BEPEH LUIFHBRICE>HEIT o7,

EERGHMFIc#@E Sz TEAEIZ, 1OPSEOHES (FE LER) 2RE, 2TEETH
o, FETERESNE 44055, EERSHMPICHBENZ <D LiLk TEAE I, BEREUH
# (F54) . OFEEER 44) RUEL 34) Thott (Module 5.3.52LTS13632 CSR Appendix
16.2.7 AE data [162.7.6 2] U16.2.7.63]) ,

FETHREENT: VLD L FEREHMPIC 24U LOBENLRESNEZTAITY XATE
FESNTIARIT AR W 4A) . BERUELE (4 24) Th ol (Module 5.3.52LTS13632 CSR Appendix
1627 AE data [16276.15]) , #EEBIZA2 T,

317 SEHENOHEEESE U infusion associated reaction

BREEBETICER EN AV FF—E TAT7 7 MBI OMEFEOREL R 151577, REIZEHE
% TEAE Ofigfricid, #®iEA WART #Ep HALZREISWEBELZIEe, & Module @
T—FHw b AZ7HARATIE, H@EEE TRESN AV FF—E¥ TArorzERESNEBER
Wigha i,

# 15 - Olipudase alfa process designation in product development

Process designation  Bioreactor scale Material disposition
A RE" 0L MNonclimical
Clinical: Phase 1a SPHINGO00605
BiEAr 0L Nonclinical
Clinical

Phase 1b: DFI13412 (SPHINGO00812)

Phase 2/3: DFI12712 ASCEND (PAP and ETP)
Phase 1/2: DFI13803 Peds

Phase 2: LTS13632
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Process designation  Bioreactor scale Material disposition

fikpe 500 L Nonclinical

Clinical
Phase 2/3: DFI12712 ASCEND (PAP and ETP)
Phase 1/2: DFI13803 Peds
Phase 2: LTS13632

A s s00L Nonclinical
Clinical
Phase 2/3 : DFI12712 ASCEND (ETP)
Phase 2: LTS13632

ETP = extension treatment period, PAP = primary analysis period.

ANV THF—ETAZ772BESNTELEOEABEDCS S, 1040 MEA THEzhAFY T
F—ETNT7 7 THREZME L #®IC #p THESKWEFVIY—ETA7 78IV ELT,
b 294 O ABEIT WEB THEsnA VT -ETATrOREREIN,

NERE20LD5 S, ETOFERaF—F (FE, RERUILE SR) cEIICEA AN LA
124413, BEAr ChlhEsn=4 V75— TA7 7y CHREFME LT, £0% WEkBr Tl
WENAV FH—ETATrICVEAL, BYOSLO/NRBEIX, RERUIE SR aF—
MoA AN bh, S®ER TSN EFV Y- TL7rohEEREINE,

2HELELT, 24£08F (RA0ERUNE124) 38 BiEA* METREEZMEL, £0R&

fikRr  MA|CE) D BA, o 372OBRET  HWER MFoAEREREILE,

TEAE R U IAR OEBREIGICEIETA) 7¥—E¥ TA7 7y MAEIOEEBEZBIT 570, LUTD4-
DOEACEFTLER L, b 4>0EFORITERER 16 ICE#T 5, BV 3 >OEFATOR
PriER%2 31 72HCEH L, 428 OEMOENTRREIZ Module 5.3.5.3 ISS [Appendix 4.14.1]~
[Appendix 4.14. 17T ZR7,

o BEAT BE|OA ( BEAT BARED [(Whleon ®iEA* 1) : WEA* HEHZBESD
D EDOBENLB-T—F 2B L, cnbDBFITFOE  WEBr NHEFEEILE
R, HEZBIINELEF—H g Ehizwn,

. kR WA A ( BEAT RRIOREERT L [Neveron BikA* 1)  ZiH 6O
ik, MiEB* BAIOAREShTEBEIVENLEEET—FEED,

o BiEA WARDS  BEBRT WAICEEL ( kA WAIOREESEDHY [Everon
BiEAT ] ) INGOREFICIE, BikAr METREEZMEL.,  ®HEs MACOIVE
REERAPLREET—FREEND, [ BikA* WHOL ( MiEA* WEHR S [While on
WA ] ) ) OITERLC 2808805, FEFAICIE, BEA BARCT  MEB
A OFMAOEEF /T —2BEETNHH, BEHME [ 8EA MAos) L E
HThHd, REOBEIZES< 0, BEUEFARIHED TEAE EROBELHEE SN
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RWVIRY , FERETP O EARIZIET A2 Lichsd, ALzt 0, # L T TEAE DFEH
HE TR IIED L,

. BpERr  WHEERES ( WERT MAIOA+ fEAT WES fER WHl~0Y)
BZ% [(Whileon B 1) : ZHAOLOMERICIE, ®iEB WARoLZOESEZZT
BEITENLR/ET—F L BEA WEHS WNER WHICOVEALBRICONESHh
REREOT—EINREEND,

# 16 - Patient disposition based on manufacturing process

BUEAS kB #ikA*  to  While on BliER*
Study/Patient Number {(While on only ol +{ gt&p . only
opulation patients BITEA* ) (Never on (Ever on after switching from
P (N=22) BEA® ) BiEA ) BIEA"  to BiES?)
(N=37) (N=22) {N=59)
Overall 59 22 37 22 59
Adult 39 10 29 10 39
Pediatric 20 12 8 12 20

IAR. = infusion associated reaction; TEAE = treatment-emergent adverse event.

31.71 WEHEROBRERR

BREHMOPREIZ, T fEa WEHOL) OBETLI86E (M : 03~414, w3
ACUEARD THY, [ BB WHIOA) TIL1344F (@@ :01~234F) Thok (&17) .
IBESMoP R, [ MEAa MA»S R JAICHE L BELEL, 3584F (@ :
24~664E) Th-ot, FEMIZIZ WA [MHOAZOFT—F L ®ER WAOEABEOT—
EREEND,

# 17 - Summary of extent of exposure by process

kA only? LR only BikA*  to Mgkme
(While on {Never on {Ever on
Extent of treatment exposure BiEAs ) BUEA* ) WA )
(N=22) (N=37) (N=22)

Cumulative duration of olipudase alfa 4629 4797 9056

exposure (patient-years)
Duration on olipudase alfa (years)

Number of patients with value 22 37 22

Mean (SD) 2.10 (1.280) 1.30 {0.568) 412 (1.444)

Median 1.86 1.34 3.58

Min - Max 03:41 01:23 24:66
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flika*  only? B only BiEA*  to MikB*
Extent of treatment exposure {V&h‘\g:‘onl {Nﬁg‘;?") {Eﬂ‘;;;?" )
(N=22) {N=37) {N=22)

Distnbution of duration on olipudase alfa, n

(%)

>0to <1 year 5(22.7%) 10(27.0%) 0

>=11o < 2 years 7(31.8%) 23(62.2%) 0

>=2 to < 3 years 5(22.7%) 4(10.8%) 8(36.4%)

>=3 to < 4 years 1(4.5%) 0 5(22.7%)

>=4 to < b years 4(18.2%) 0 4(18.2%)

>=h years 0 0 b(22 T%)
Cumulative distribution of duration on

olipudase alfa, n (%)

>0 year 22(100.0%) 37(100.0%) 22(100.0%)

>=1 year 17(77 3%) 27(73.0%) 22(100.0%)

»=2 years 10(45.5%) 4(10.8%) 22(100.0%)

»=3 years 5(22.7%) 0 14(63.6%)

»=4 years 4(18.2%) 0 9(40.9%)

»=b years 0 0 5(22.7%)
Duration on olipudase alfa in dose

escalation period (years)

Number of patients with value - 37 22

Mean (SD) - 0.33(0.151) 0.31 (0.065)

Median - 0.27 0.31

Min - Max - 00:10 02:05

Percentages are based on the number of safety set in each group.

The duration of exposure is the duration while a patient is on that process.

Dose escalation period is the time period from the first dose of olipudase alfa to the first time when the highest tolerated
dose was infused.

a Patients in this group initiated treatment with product from ##A*  product and switched to product from
#l;=B* . Only data collected during treatment with product from  fl#:A*  are included.

Source: 5.3.5.3 ISS Appendix 3.5.1 and Appendix 3.5.4)

3.1.7.2 SL&EARERNO TEAE E U infusion associated reaction

R RO TEAE, EE74: TEAE RUREHILIZE -7 TEAE OB ZF 18 (7T, M HER
@ IAR, BEE AR RUTF7 4 7% —RIG AR 2% 19 1277,

A D E2MEGE AR A REFIC BT 2 BEH ER O£ TO TEAE %, Module 5.3.53 1SS
[Appendix 4.14 115 Uf[Appendix 4.14 17)iZ, {EBE O 54 1LIZFE - /= TEAE #[Appendix 4.14 3] B T8
[Appendix 4.14.19], I NZE /2 TEAE % [Appendix 4.14.6]% Uf[Appendix 4 14. 22[iB#HT 5, /hED
ZEMEHFEIRITSREM I T 2 8E R 02 T O TEAE % [Appendix 4.14.11% Uf[Appendix 4.14.17]
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(2, #EHIEIZE -7 TEAE #[Appendix 4.14 4]% UfAppendix 4.14 20]i=, R EE 7 TEAE &
[Appendix 4.14 7] ¥ U’ [Appendix 4. 14 23\ ZEH) ¥ 5,

A DEZEMEF SR SR E I 51T 2 RiE 5 ER| D768 56 FHE & THRIE S4172 IAR % Module
5.3.5.3 ISS [Appendix 4.14 9] % T [Appendix 4 14 25]iZ, 1BEE IAR # [Appendix 414 12] % TF
[Appendix 4.14.28]iZ, WTRZT+ 7 1 7 F 2 —RIE IAR % [Appendix 4.14.15] % U'[Appendix 4.14 31]iZ
BT D,/ DROZ GRS EH ICBT 5 ME R OIERERHEE THE SN IARE,
[Appendix 4.14.10]% U [Appendix 4 14 26], i@EfE IAR % [Appendix 4.14.13]%% U [Appendix 414 29]iZ,
W= T+ 7 4 T % —F IAR % [Appendix 4.14.16] % U[Appendix 4.14 32]iI2 B+ 5,

IEAE
FEA B

HRADOZEEFEGHETSSRERICBVT, [ MEA "WA0R) (14324#) oFHE [ #EBr
WA DA (4104F) LV Z DO TEAE HFEH LA, EARR b RERTH-7 ([ WA~ MEOA) -
358088 4/100 ASE, [ fkB* BE O : 114396 4/100 AFE) . KBS < @B Lz TEAE
@ EAIR (X, BERETIT | BikAr WAL RO T W HMHo#s) TELEH, 817.114/100
MNERTF 8985 4/100 ME, E.LTIEEFNFI 140304/100 NEFRKR L3338 4/100 A, HEEE T
ITFENFI 37984100 AERTI33964/100 NETHD, [ BlpAr WA|OH ) OFHR T MjER
A DA Lo bEMERICH- T,

NS

MROEZEEGEHRTHRERICEV T, | MEA MAOHR) (6591F) oFHR [ #iEB
WA DA (335#) LVE{OTEAEFFEH LN, EAREETH-o7 ([ ®Wiar BMAOH] -
2057.754/100 ASE, [ 83EB*  BH|OA) : 138483 4/100 AfE) , TEAE @ EAIR |3 [ S4EA
WA OAH) OFHF [ WEB WHOL) L@k, FAEO TEAE TRERTIX2 <,
EHrb@EH Loz, KBS <38 b/ TEAE @ EARR (X, BRTIE [ MEA MHOH)
EOC T 8B ®FOHR] TEAFN, 91.204/100 MERT166.13 £4/100 A4, B8 CliFn+
L (86.47 £4/100 NEERK TS 121.9544/100 AE) | BH-TITEH T4 92.39 4/100 AE KT 61.62 4/100
NETHoT, WA WA WiER WAA~GYFABE TR, TEAE OREIAHITEY
BrgThRbof ( MEAr WERES 69,  WEB RAWEZE 2124 .

EN7 TEAE
RABE

A DZ2EFECIRITHRERIZIBVT, BB/ TEAE D EAIR (T, [ 83EA* WFOL) (912
£/100 NEE) oFMR [ 8B BFOH] (20554100 AE) Lo H{Eho, BRERLUEF
A WS (SOC) D EAR (WA TEARO LN ([ BER*  WHIOH:6.04 4/100 AE, [ M
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aWAOS) FEELL) o HEAY DD mps AU FALBETIE, BB WAUER
BIZ1AIC1HOERELR TEAE ARR L ( BiEAr MEEREGD 64, Wikp MNAGFZE
1) .

MNEBE

MNEOESEGE T NSERICEWT, BB/ TEAE ® EAIR (2, [ 8ikAr ®HOAL) (1423
/100 NEE) oFH [ kB ®AIOA] (5017 4/100 AE) L0 &7z, BER LUF
A£BFE (SOC) @ EAR [CWEFB TEABH 6Nk (T #ikAr BAOL ) (437 £/100 AE, [EEEE
EREEAI DA :33.084/100 ANEE) . BUEA* AvE BGEBRY BRI B BECIE. BUSE
ERRAIOE 2 RIC 24122 F0EE/ TEAE AR L ( MiAr WE#ERES 74,  8EB*
WA LE 260

EBREOEREDIEIZE -7 TEAE

MNEBRF BT, RBREOHRESIEIZE 7= TEAE ORRIT o7, HhEBREF 24 REBRED
BEREIZE - TEAE#RBEHL, MBFIZE bIc ER WHoOAO|REEFFIT T, BA
BEIZBWT, EBREOREF LIZE -7z TEAE DER|T R o7,

IAR
RABE
A DEEEF SRR RERICE VT, BREMFEE THE SN/ IAR ® EAIR (I, [ #EA"
WA DA (125954/100 NE) oFH [ BB WE|OH] (7353 4/100 AF) Lo@Ehoi,
BLZ<{RBOOLNEIARIZEFB T, EAR (3 [ WA~ WE 04| T49874/100 AE, [ ®EBT
WA DA T13414/100 NETHoT, BEA* WANL  WEs WAHA~G O EFHFZ-BEH T,
iR MHEE I RICEOH LN AR I o7 ( MiEAT WEERE 5134, BER*
MAGEZE 106) .

NS

INROZ2ZMGFE RIS SEFICBW T, FREMHEE THE Sz AR @ EAIR i, [ #EA
WA|OA ] (52254100 A5) OFHR T ®ER MADOA] (99204100 ME) L 0{Ed-Tz,
H#e% B LN IAR @ EATR 13, BT [ kA WAOHL) RO T 8B MAOA)
TENEI 3046 4/100 NERTF22.18:4/100 NF) | BFFZETIL 941 4/100 ANFER T 36.62 4/100 A
FERVIEHTIX 22,57 £/100 AMER T 2349 £/100 MSETH ofz, BikA* AN ®iEB  UH)
~E0FLEBETIZ, WEB WNAURIRICEDONEIAR I 2o ( BEA WHEE
B . 54, BkRr WANEZE : 34F)
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WBEE IAR
RABE

A DZEERSRTSERICBW T RRERE T THE L iIBEEIAR DEAIR (T, [ #iEA"
A DA (1121 4/100 AE) OFH [ MiER WHIOA] (16.954/100 AE) L0 H{E1-7,
EICEM B LR THGRESE (SOC) @ TEAE ICHERMTERED ok ([ WikA* HWADIH) -
978 4/100 AE, [ BB MHIOA) :16954/100 AFE) , WisA* WHS  fyEr W
Fl~DH)EF 2 %23 L BEHE IAR 1320 - 72,

NS
MROZERGFERTHRERICE VT, FERER S T THE L/AEUE IAR @ EAIR (1, 84k

aMF OS] (28504/100 AFE) 0FH [ ®ER WHIOA] (36.624/100 AE) L HiEH-
2o MHZERBHONTBBE AR IEFZTHY, [ A WAOHR) TILBEE IAR 13 0
2B 24 (9414/100 A5) , | #®ERr MAOAL) TIHABUEIAR29HD S E 234 (36.624
/100 ASE) Tdhotz, BiEA* BAFIHS  ®WiEs WA~ Bz -BETCIE, mER WA
U A RICER D BATOBEUE IAR (3477270 ( BEA* RARES 134, Bk HAEE
A& 28 .

T+7 4T % —KE IAR
RABE
A DEEEHFESHRTHSERI BT, 7+ 74 5% —RKih IAR B Lo,

NGt
NROZ2EFEETTSERICENT, T 8B WAL O1L450RBRTFH7 40 7%
—FIGIAR #FEH L=,

B 3ERI0 TEAE R R IAR OB RO E LD

A BE 2T, TEAE, E#/2 TEAE, IAR R UNBEUE IAR OFRFIS T, WTFhollEsET
L—HL-EmE RS edof, EEATEAEOEARIZ [ ®EB* WHOAR] THL ., BEUE
IAR D EAIR |3 [ ®EBr MAIDAL] To0E <, TEAE R IAR @ EAIR (3 | BiEAr WAID A
TEoT, NNEBEFIZBWTIE, E/ TEAE, IAR RUSAESE IAR @ EAIR 5% [ SRt fuH|
DH) T, TEAEO EAIR T [ ®EA" ®AIOL ) TEl-oM, BEA BEHE Wk
WA ~OEFLICLD AERBEIFER SN 2o, Skar WD kR WAE|CU)DEZ
fo/ R B U B T, TEAE, £/ TEAE, IAR R UMBHUE IAR OFHRFISIT, [ WisB*
WAE A% 0FNR [ MEAr MERES) LVEVWPREBETH- K,
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WFROBEFEICEWTS TEAE & 0—B LEBEERRED RN bbb, Y FF—E T A
7y @ BiEAr fUEIE 8RR WAHIOMESEOBWEIEEET o7 A VICEELRNWD
RRENT,
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& 18 - Overview of treatment-emergent adverse events by process (exposure adjusted incidence rate calculated) - Olipudase alfa safety set

A only? B only BIIEA*  to BikB*
(While on  #ika* ) (Neveron kA~ ) (Everon #ljka* )
n/N (%) Events  EAIR (PY) niN (%) Events  EAIR (PY) niN (%) Events  EAIR (PY)
TEAEs
Overall 22172 (100%) 2091 255095 (09) 36137 (97.3%) 745 1189.95 (30) 22122 (100%) 2881 2550.95 (0.9)
Adult 1010 (100%) 1432 3580.88 (0.3) 28129 (96.6%) 410 114396 (24) 10010 (100%) 1950 3580.88 (0.3)
Pediatric 12/12 (100%) 659 205775(08) 8/ (100%) 335 138483 (06) 1212 (100%) 931 2057 75 (0.6)
Treatment-emergent SAEs
Overall 522 (22.7%) 13 1162(430) 10137 (27.0%) 19 2690 (372) 8122 (36.4%) 16 10.77 (74.3)
Adult 210 (20.0%) 6 912(218) 629 (20.7%) 10 2055(292) 310 (30.0%) 753(39.9)
Pediatric 3112 (25.0%) 7 1423(211) 418 (50.0%) 9 5017 (80)  5M2 (41.7%) 1453 (344)
TEAES leading to incomplete doses?
Overall 02 0 0 (46 4) 237 (5.4%) 3 437 (457) 02 0 0(305)
Adult 010 0 0(23.0) 029 0 0(359) 010 0 0 (46.6)
Pediatric 012 0 0(234) 218 (25.0%) 3 20.33 (9.8) 012 0 0(439)

N = Number of pafients treated within overall/adultipediatnc group, n (%) = number and % of patients with at least one event in the category, Events = number of events in the category, EAIR = exposure adjusted
incidence rate, PY = Pafient Year, SAE = serious adverse event, TEAE = treatment-emergent adverse event, EAIR =100 x n / PY.
For patients with an event while on the process ((w=ar #ta-, the patient year is calculated as ime from first olipudase alfa infusion of this process to the time of first event while on this process; for pafients without event
while on the process, itis calculated as the total duration of olipudase alfa exposure on this process.

a Patients in this group initiated freatment with product from  #3:A*  product and switched to product from 8¢ :B*

b Any TEAE for which the infusion was interrupted at that visit and not completed was actually recorded as a treatment disconfinuation.
Source: 1SS Appendix 4, Tables 4.14.1,4.14.2 4143, 4144, 4145, 4146, 4.14.7,414.17,4.14.18,4.14.19, 41420, 4.14.21, 4.14.22 41423
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£ 19 - Overview of infusion associated reactions by process (exposure adjusted incidence rate calculated) - Olipudase alfa safety set

A" only? RiEB* only to kB
While on  fikA* (Neveron HijkA* ) {Everon SjkA*
niN (%) Events EAIR (PY)  n/N (%) Events EAIR (PY) niN (%) Events  EAIR (PY)
Protocol-defined IARs?
Overall 14722 188 73.86 19/37 129 78.91 14/22 201 3950
(63.6%) (19.0) (51.4%) (24 1) (63.6%) (35.4)
Adult M0 134 12595 14/29 71 7353 710 144 H6.18
(70.0%) (5.6) (48.3%) (19.0) (70.0%) (12.5)
Pediatric M2 54 5225 58 58 9920 72 57 3046
(58.3%) (13.4) (62.5%) (5.0) (58.3%) (23.0)
Hypersensitivity IARs®
Overall 1122 16 19.78 837 43 21.22 7122 18 10.53
(31.8%) (35.4) (21.6%) (37.7) (31.8%) (66.5)
Adult 2110 3 11.21 529 14 16.95 210 3 546
(20.0%) (17.8) (17.2%) (29.5) (20.0%) (36.6)
Pediatric 5M2 13 28.50 /8 29 36.62 5M12 15 16.73
(41.7%) (17.5) (37 5%) (8.2) (41.7%) (29.9)
Anaphylaxis 1ARs¢
Overall 022 0 0 1137 1 215 022 0 0
(46.4) (2.7%) (46.4) (90.5)
Adult 010 0 0 0/29 1] 0 0M10 0 0
(23.0) (35.9) (46.6)
Pediatric 012 0 0 1/8 1 948 0M2 0 0
(23.4) (12.5%) (10.5) (43.9)
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kA" only? =B only BliEA*  to ikB*
While on  #jkA* (Neveron Hjka* ) (Everon #djkA* )
niN (%) Events EAIR(PY)  niN (%) Events EAIR (PY) niN (%) Events EAIR (PY)

N = Number of patients treated within overall/adult/pediatric group, n (%) = number and % of patients with at least one event in the category, Events = number of events in the

category, EAIR = exposure adjusted incidence rate, IAR = infusion associated reaction, PY = Patient Year

For patients with an event while on the process (== OF ##:8+), the patient year is calculated as time from first olipudase alfa infusion of this process to the time of first event while on

this process, for patients without event while on the process, it is calculated as the total duration of olipudase alfa exposure on this process. EAIR = 100 x n/PY.

a Patients in this group initiated treatment with product from ®iEA*  product and switched to product from #E=B* . Only data collected during treatment with product from

RiEA"  are incduded.

b Protocol-defined I1ARs are adverse events that occur during the infusion or within up to 24 hours after the start of the infusion and are considered related or possibly related to
study treatment as judged by the investigator or the sponsor.

¢ Any combination of PT terms from Categories B (Upper Airway/Respiratory) and C {Angioedema/Urticaria/Pruritus/Flush), Categories D (Cardiovascular/Hypotension) and B, or
Categories D and C that happened within 24 hours of each other were also included. Maximum combinations were used and symptoms within one combination were counted as
one event.

d Anaphylaxis reaction infusion associated reactions (lARs) are protocol-defined IARs that are further identified based on the algorithmic approach defined in Introductory Guide
for SMQs. Specifically, all Anaphylactic reaction SMQ 20000021 narmow search PT terms were included.

Source: 1SS Appendix 4, Tables 4.14.8, 4149, 41410, 41411, 41412, 4.14.13,4.14.14,4 1415, 41416, 414 24, 4 14 25,414 26, 414 27,414 28,4 14.29,4.14 30, 4 14 .31,

41432
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3.1.8 EBMOBERRENET—4
DFI12712 (ASCEND) }¢ TN LTS13632 (%, 77— 4 71 v A7 H (24 20194 10 4 17 B T 2019

FE12H100) BB ETTTHL, U FE—F 77 7 2V e S EH O 2 etk T — 4
IS 2RBOBEMOT =4y b A7 H (ENEN2021 3 A 15 HEOD 20213 4 1H) £T
IR DNTeT — 2 25O TR LT, IRFERIOBEEE A Module 5.3.5.3 1SS [Appendix 7.1.1.1]1Z, TEAE
OREE % [Appendix 7.2.1.1112, HBEHIZ < 788 172 TEAE % [Appendix 7.2.1.2)12, {RERIE & @IS’&F‘%J
FRIGE T E 72\ TEAE % [Appendix 7.2. 1311237, ZAUD DFERD D72 72 2 MO RS FHITH
OoNT, AV THX =B TNT 7 ORENRT BT 7 A VBT RN LIRS,

32 EREEZROXEIZKL DA

ERIA EEGOEFIBGR O R E Lo FRIIERRR4RRETTHRUETHY , LLFICEOHEES
RT, BEERRERICI T DIERIBER X, TN CSRIZFEH T 5 (Module 5.3.5.2 [DFI13412],
[LTS13632], [DFI13803]% O* Module 5.3.5.1 [DFI12712]) .

o« KL

e SAE

o BREDOHLPIEIZESTZ AE

o FHIERITRESAEFFS
- TRBRSEN T EE THE S 72 TAR
- BVERBE SO TBMERE O3 — R — O
- JERPEOTRBR K A B G

- AST. ALT. BB U LEL XTI ALP DRX—RF5 A (F VT H—¥ 777 5D »
5O 3 fEi#E0> ULN 2 2 580

- AST XL ALT ® ULN @ 2 {5 T, #E UL EY XL ALP DRX—R T A O 1524
SN

- ST, L WEM A EREER OISR (BRADR) | BN IS TFEREREE IE (ULN
) OIERZED ALT XIZASTDO ULN D 3%z, XN—2AT7 A4 (FVFEF—F 7T
VT 7 BRI D 25 % B 2 HEN

- DFI13803 O F : fEAErE 0D 15 B ol e 5-
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

4  BRRIREEOFE

41 R=IXASGAUDLDELERVMELRODEEDEL
411 MRFPHRE

4.1.1.1 DFI12712 (ASCEND) @ PAP #j
R—=ZRFAL4 M bDE

DFI12712 (ASCEND) @ PAP HllZI1T 5 MK FHI/NT A —=Z D=2 T A L Inb DR ZE
Module 5.3.5.1 DFI12712 CSR Appendix 16.2.8 Clinical laboratory data — Part 2 [16.2.8.2.6\Z/~3°, FH A
M EREL DFEHEA) 70 RS 2 [16.2.8. 2. 71 % D[16.2.8.2. 8112757,

DFI12712 (ASCEND) PAP HlZBW T, AU ¥ —¥ 77 7 BEE T 7 v REECOMIRFHI T
A =B DNX—=AF A D OB LEITIIBE R EEF RO bz, Znbid—ilETh v,
FVTE—BTNT 7REE T TR CT—E LIEEWNIAL N7z, WTHORETYH, &5
BOBEICEITFRD Lo T,

1Bl % D B D4
DFI12712 (ASCEND) PAP #lCH1F 2 MIKFHI /ST A—Z DR—=ZAF7 L o0 H T 3 —DEL
% Module 5.3.5.1 DF112712 CSR Appendix 16.2.8 Clinical laboratory data — Part 2 [16.2.8.2.4]I1Z7R 7,
DFI12712 (ASCEND) PAP HliZB W CA Y 7YX —8 77 7 L O T 7 v REEOWT Y, IEFE
MOARE~BAT LI BE TV TH Y, MM T B LIEWTRD b ofo, 1RBREEE H-hi%
TOAT AV —DEAGIFE, W CHREECH 72, BB, U o ERUTLF PR N— 2T 1
TIERAE TH o T2 DKL ARMEIC AT LT BE T, WTholb 14U T ThoTz,

o HIEE: AV TFF—B T LT 7HETIE, XR=ATA VTIRETH T2 64D 9 H 3 A DA
REERFICIEFAEICRAT LTz, N—A T A U CTIEFWE TH o7z 12 413 hcfREeR: b IEFETH
ol TTEREETIE, XN—RATA U TRIETH 238D 55, 2 8 DA EHE
(CBAT LI2o "= AT A U CTIEFRETH ST 1580 5 B 1 4 N RAOREERH I AREISBAT L7,

o UUIHH AN FHX—BTNLT7EHTIE X—=AT7 A VU TIRIETH -T2 440D 5 b 24035
FERPERHC IEFAEICBIT LTe, N—RA T4V CIEFETH -7 144103, SR RBERE & IE 7 E
Thole, 77ERETIE, X—ATFA U TIRETHST224D 5 b, BEHKRFERIZ 1 42 1E
BT Lz, R—=AT A U CEFHETH7- 16 41F, BB S EFETH -7,

o WFHEE AV FEX =V T AT FRETIE, XN—ZATA U TIRIETH 7244055 1 L1 EHK
KR EHEICBAT LTe, N—A T4V CIERETH o772 14 41F, RHORBiR S EFET
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

bHole, 7"T7EAREETIE, N—RAT7A4 U TIEFETHSZ 184D H B 1 L0 E & KEERFICAR
EIZBAT L, 720 O 17 AT EKEkbER b EFE CTh - 7=,

4112 AV TE—€ 7L 77 ReMHERINERER
RN N OVBRAR D M OF A IRIT RS B RPN T A —52 DRX—RF A b DR
% . Module 5.3.5.3 ISS [Appendix 6.1.1(Z7%73,

R—RF LV HHDE
B YN E

RN DL EPENFEFRATRIGEEIZ BN T, MIRFH ST XA —F DR—=R T A )5 O &I
BRI EBDRD NN, LTINS\ TH Y | T SRBE LD LI DR R T
O bz,

/N EBE

INB OB EVEPEE RN R REMC BN T, MEFR)/NT A= DR—=R T A G D&
BRI BB LN, LTI DI —8ETH Y . TSR BE LD L% ORES T
O LT,

=N

ZEMOFE AT SR EM 2RI W T, MRFH/RNT A= D= T A )b DOEALIZ IR 72
EEDRBD LN, ML TINGIT—BETH Y, FHTRSREFE DD Lok O S TR i
776

fEl & DA DZEAL
RABE

RN DL MRS AT R REMIC BN T, MRFEHI ST A =21, N—R T A & kB
IZE DL OBENEFEZ7R LT (Module 5.3.5.3 ISS [Appendix 6.1.5]) .

o HIMEREL : R—R T A L TERIETH 72 104D 9 5 6 4 M IKRBERHC IEFEICBIT LTz,
R—=2AT7 A U TCEFETH 722980 55 2 4 MR KEERFIIREICBAT L, IERHEOE
FHlx, N—=ATA U TIE29%4 ThHoT2M, Bf&KBRFTIE 334 ThoT2,

o UUNEKH: R—XT A U TIRETH -T2 54D 9 5 4 4D & RPERHZ ERAEICEBAT LT,
R—=2AT7 A U TEFETH 73480 55 34 PR KEERFIIREICBIT L, IERHEOE
FHlX, N—=ATA U TIL3MLTHoTN, BB TIL 354 Tho T2,
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

WFHRERE : R—2 T4V TIRIETH 72 540D 9 5 2 4 DR ICIEFEICRBIT L=, X
— AT AV TIEFMETHST-344 0D 5B 1 LB IARE BT L, EFEORE
X, R=ZAF7 A4 TIE ML THoT-N, &R TIX 354 THo T,

M/AREL : R—=A T A TRIETH -T2 334D 5 5 14 4 DR AESKBERHC IEF EICBIT LT,
N—=Z2F7 A4V TEFHETH -T2 6 42 TIREKER THIEFETH o 7o, EFMEOEHIL,
R=RATA LV TIE6HTHoTEN, BIEKPERFTIX 204 TH -7z,
NETBEVR—RAT AV TIRIETH 57284 D 5 B 5S4 D FHEKBE R IE R EIZAT LT,
N—=2F A U TEFETH > 72314 2 TUTRKKRR CTH EFE TH o 7o, IEFHEOEE I,
R=R2ATA L TIE3N AL ThHoT2D, BIEKBERETIL 364 Th ol

NEBE

/N

DLEEVEIFE AT RERIC BN T, MIEFRI N T A —=ZE, RN=R T A & HFfl kb

IZEVZL OBENEFMEZ R L7z (Module 5.3.5.3 ISS [Appendix 6.1.5])

EXZN

AIMEREL : R—Z2 T A4 U TIRIETH -T2 94D 9 b 4 4 P EkbiRp I IERAEICBIT L2, X
—ATA VTIEFHETHSTZ 11 LD I B | LD EAE SRR IS T Lz, EREORE
X, R=ZAF7 A4 TIT ML THoT=N, BEEFERTIZI 144 THoT-,

UUNERE : X"—=2 T 4 U TIRIETod o 72 342 TR RPER I IEFMEIZBAT L, N—X
T A U TIEFETH - 7o FBE TRACKBERFIANEIZ AT LB 1 Wi 7o, IEFEOBE
1. R=Z2T7 A4 TIX1TL THoT=0, B TIX204 2T THho T,

IFHEREL - R—=A T A VTIEMETH - 72 | L 1T AP IE RIS T LT, X—AT A
TIEFHETH 72 1942 TTUIRE KRR THL EFETH -2, EFMEOBREILZ, X—2 T4
CTCIE 194 TH - T20, wAERPERFTIZ 204 2T TH o7,

MARE : R=Z2 T A VTRIETH T2 178D D 8 44 DRAKBERFIZ EFEICAT LT,
N—=2F A TIEFMETH 723413 KR TH R TIEFME TH o 7o, IEFEOBEIL,
R—=AF AV TIEILTHoT2D, BB TIX 114 Th o7,

NETREV R T A U TIRETH 7264 D 5 6 54 DB E R EICBAT LT,
N—=2AF A U TCEFBETH 72 1440 55 2 40 BEAKBERHTAREICEAT L7z, EFEOE
FIL, R=ATA U TIE ML TH-T=M, BEKRGERFCIZ 174 TH -T2,

BZENEDFE RN G BRI N T, RTINS T A —Z OfED O EFE~OBATIX, EWE
NHBME~OBITLEY Z<RBO LTz, TIUIMIKEFERINST A= BRHELZZEEZRLTND
(Module 5.3.5.3 ISS [Appendix 6.1.5]) .
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

o HIMEREL : R—AT A U TIMETH 72 194D 55 10 4 D3Ik KB IEF I BAT LT,
NR=RAT AV TEFMETHST2404 D 59 b 3L DRI KERFIREICEBIT LT, ERHEOHR
Flx, R—=RAT A TILA04 TH o0, R TIZ 474 TH o717,

o UL : R—ZXF A4 LV TIIETH ST 844D 9L T4 DRI RGERHZEFEICBIT L, X
— AT AV TIEFMETH ST 514095 34 EAEKBERFIARE I BT L, EFEORE
X, R=ZAF7 A4 TS5 L4 THoT=N, KL T 554 THhoT-,

o HHERE : R—AT A4 U TIREDH 572 6 54D O B 3L D IR I IEREICBIT Lz, ~N—
ATAUTIEFETH T340 56 1 £ DEAEKBERHAREIZAT L T2, IEFEO BE 1,
R—=ZAFTA U TIESBLTHST=D., KRR CILSS4 Th oz,

o IM/IMEEL : R—AT A U TIMETH 72 504D 5 5 22 4 DIk KB IC IEF I BAT LT,
NR—=RF AV TIEFHETH 7294 2T KGR CH IERIE CTH - 72, IEF O B 1.
NR—=ZAT7 A4 TIEILTHoT2D, KK TIE 314 Tho 72,

o NESBEL  R—ATALUTRIETHST- 144D 9 H 10 £ DSk EREICBAT L
77o X—=RAT7 AV TIEFMTH T2 458D 9 5 2 4 PR KBERFIIREIZBAT LT, IEHH
DBRHIL, XR—2AT A4 TIT 454 ThH o208, BEREETIZ 534 Tho T,

412 MEEECFRE

4.1.2.1 DFI12712 (ASCEND) @ PAP #j
NR—RF L VDB

DFI12712 (ASCEND) PAP MIZ31F 5 KA T/ ST A—=Z DX=2F A b DB A
Module 5.3.5.1 DFI12712 CSR Appendix 16.2.8 Clinical laboratory data — Part 1 [16.2.8.1.6] % U¥[16.2.8.1.7]
(R N

DFI12712 (ASCEND) PAP iz B\ T, AV T X =B T 7 7 R OT T RETOIZE A EDR
T A—RIZEEBPNRO LN, —i\tETho T,

fEl & DA DZEAL

DFI12712 (ASCEND) PAP #lZBIT 5 MiEAALTF/ TG A—F DRXR—A T A D AT A —DIE
{b% Module 5.3.5.1 DFI12712 CSR Appendix 16.2.8 Clinical laboratory data — Part 1 [16.2.8.1.4]IZ7~ 9,

DFI12712 (ASCEND) PAP #lIZ W C. A Y 74— T A7 7 HE O T T2 REOWNTNORTYH,
AE L EAE AT L2 B I TH 0 . MR C—H LIZEWIERD b v oz, 1RBREEE S
i oA T ) —DZ biE, ML THWHER CTRERTH o7z, N—R T A 925 PAP HID Fof Sk Piiy
E T, 3AULEOEE BT D b N MiK (LT ST A—=FDH T TV — DT DN TLLTIC
HHIT D,
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

o IMHRFEEFE BUN) : AV FHX—¥ TILT7HETIE, R—ATA LV TEETH-TZ34D
2B 2 A NERMORBERHC IEFEICBAT L, R0 O 1SADBEIL. N—R T A R OERHEK
PilE & BICIEFEChHoTe, T ERETIE, X=X T4 U CIEEFREO 1403, SfEICBEITL
Too N=AT7A U TEMETH -7 1 TR KRF b EEThH o7z, KD D 16 41F, N—A
TA ORI & BITEFRETH -T2,

o LT FUXFI—E AV TF—ETNT 7 HETIE XR—RATA U CEFETH T2 1 403k
HORBERFICEEICREAT LTz, N—A T4 U CTRIETH 72 1 HITRAEKEER b @B Th > 7,
N=2F A TR ToH o 72 2 4013 BARBERHICIEFEICRAT LT, 780 @ 14 2 DEEIL,
NR=2 T A v K OEHEKGERE & BIZIEFE Th o7, 77 8ARHETIE, X=X 74 CTIEHE
Tholz 144D 5 6 24 DERAMKFERFICEEICBIT LT, X=X T4 VU TIRIETH -7 44
DD H 1 A DEAEKBERFIZIEFEICBEAT Lz, 580 O 1241%, X—R T A & KO KBERE
EBIZEFRETH ST,

o IMBE:FVFHX—VTILT7HETIE R=ATA LV TEIETH-T2 540 9 b 3403 Fk kbt
RRCIEREICRIT LTz, =R T AV TIRIETH - 72 1 LT RBEREC BRI S BAT LTz,
DD 1R2ADEEZT. N—RAT A U R OEMERERES EFETH o7, 77 BRETIZ, N
—ATA U TEETHST238D 9 H 24 PIRKEKRGERHZIEFEICBIT L, N—A 71T
EEFETH ST 3B NEMHEICEAT LI, N—AT AV TIRIETH o 72 1 2 D3 FefORBERFIZIE R
EIZBAT LT, R0 O 114, N—AT A v R ORKEKpiR & BICEFETH -7,

4122 #FV)TH—E 777 REMHEBTIRER
NR—RF L VDB

N, AN VIR O R MRS IRAT I RIZI 1T D MRAEL T RT A= DRX—=2 T A N DE
{b.% Module 5.3.5.3 ISS [Appendix 6.2.11(Z7~" 3,

RABE

i N DL ENEREE FRAT RS AEIZ I T, Week 26 IZBHEENED 7 LT F 0 - —E OBEMNARD
DAL, TAVULERHMORPERE E Tk L 7o, 1R GHMFP OWT O CULN 282 57 LT
FrxF—VMEERLEDIXTA TH-oT2, LTS13632 (SiTitBi DFI13412) € Month 30 (2 1 4 D
B, BIEEIED 7 LT F o —B 8N (4790 UL, 24x ULN, ULN=200 U/L) %% L7z, A&
FIIRA X F U RMANOEE 2% 7 TE LT, MO AL d~—h —OZ{LIXFIFFIZERD D /e h
Sle, T—X vy b4 7 HRICESMET — 2 X— A THRE SINTBERRET —XI2Lb L, KEEFD
F—=EHy hATHDINAKO I LT F o —PIEITRERIAN Th - 7=, fthomigd b5 7
A—=BIZDONT, X=AT A U)PELOELICEEBNRBO G, L TInbid—@mEThy | #
Wt S BEB DD L%k OB TRO b,
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

/N EBE

INROZEVEDFEIRNT R REMIC BN T, MIEETFNT A =2 DR—=R T A D OELIZEE)
DD LN, LTINS —BETH Y | TR BEED D Lotk ORI THRO b,
TJVLTF X —BIER—RAT A THIE LR o727, ABEOHE L T 5 2 & H ke

ST,

€N

ZEVEPFE I RE 2RIZIB N T, RARBEZEDZ LT F % —B Oz T, mikdE(t
FRNT AL DR=AT A )b OEAULICHERERLEBRRBD SN, MILTINbE—wETH
D ENTRIGEE RN LT R DR R TR bivTz,

184 DEEDEL
Mg A L 8T A — % DZE{E % Module 5.3.5.3 ISS [Appendix 6.2.5]1Z7R7,

RN BE

FRN DL RMEDFEIRHT R RN BN T, R MORBERF O MIRAELS /3T A — & OIEFAE D 5 AKME X
XEE~OBITIZENTH o7 AR . < OGEE. REORBERHICIER 82 7~ U7 B iy
JiL7z, BUN, #2227 m—/LEOMEEHCB W T, IEFED SIERE T EE~OBITR 34 L LD
BETROLNT,

¢ BUN: X—ZXT7 A4V TEIETHSTZA44D D5 24D EAEBERHZIEFEICBIT Lz, X—X&
TA UV TIEFETH -2 354D 95 34D AR EEICBAT Lz, IEFIEDEE T,
NR—=ZA T4 TIE354 THoT208, &K TIE 344 Tho T2,

o oAl AT u—)L: R—ATA LV TEIETH -T2 44D H B 1 £ P EA&E PR IEF EIC BT
Lice R=RAT7A VTIEFHETHT= 2840 5 H 8 4 DEAKBERFARMEI AT LTz, ~—
ATA VTEMETH ST 14D S B, 2 BB EAKBTRHAMEI . 3 BN EFEICEAT LT,
EFEOBEIX, N—RAT7A U TE 284 ThoTehy, KRR TIZ 244 Th o7,

o MK : N—ATA LU TERMETHSTTHD I D AA DR KTRFICIEFEICBIT L, N—A
TA LV TIRIETH o7 1 Al BfEORBERFICIEREICBIT L, XR—AF A V CEFETH-
723144095 7TADRKERGERHZEEIZEIT L, EFREOBRFILX, X—2AT7 4 Tix314
Tholeh, REKBERFTIL 294 Th o7z,

NEBE
INROLZEVEFE AT RERIC I N T, RMCRBERF O MR AL T A —Z OIEFE) HAREX
FREE~OBREITEN B4R Tholz, ZIDOHE. RECKEBRHCIER A2 R Lo B I3
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

MLz, Ba L AT a—/ZBNT, EFED SEME~OBATN 34U EOBETRD b, K
TS B IEFAEICBAT LI BE O B E o7,

o MIALATH—IL: R=ATA U TEMETHSTZ94DH D 8 4 D& KB I IEF BT
Lico "= T A U TIRIETH o7z 1 ZIFTHRAEKEER bIRETH o Tz, N—A T A TIEFE
ThHholz 104D H 6 34 DRMKFERFIAREICREAT Le, EFREOBEIX, X—X7 1T
X104 THoToh, R TIL 154 ThH o7z,

€N

LZEVEOFEIRIT R R BIRIZ B W T R HEORBERE TOMIRAE T/ 3T A —F DIRE ST mE~D
BATIZEN T, Z2< DHE. KORERFICIEREZ R LI2BEBITEM L2, BUN, 3L AT n—
VR OB 3V T IEFAE D DR SIS~ DOBATA 3 4 L EOBE TRO b v,

¢ BUN: X—ZXT7 A4V TEETHSTZ 54D I H 34D ERERERHICIEFEICEBIT Lz, X—A&
FTA UTIEFETH ST 544D 95 3 A NEEEGERFICEEIZBIT LTz, X—AT A4 KD
B AERBERF D IEFEO BEHICEbIT /<, a4 TH o7z,

o MALATH—L: RNR=ZATA L TRIETH 7= 54D 9B 1 44K RBERHC EF I BT
L7ce N"=AT7A4 VU CTIEFETH 72384 D 55 11 A D EAKRGERF ITRE I RAT LT, N —
AZT7A L TERMETH ST 16 4D 55 11 L 0N ORBERFICIEFEIZEAT L, 3 A 1R EIC AT
L7z, EFEOBFIIR—ATA L TIXI8ALThHoTN, EKBERTIEZI9AL THo T2, K
EOBREIX, N—ATA L TIES5LTHTN, KEKGERETIX 184 TH -T2,

o MK : RN—ATA LU TERMETHSTTHD I D 4A DR KTRFICIEFEICBIT L, N—A
TA LV TEFETHST 51405 6 94N EMERBERHCEMBEICBIT LI, XR—A2T 1 TR
fETH o7 1413 BAHORBERICEREICBAT L, EREORKL, ~N—2 T4 Tis1
L ThHoTen, KRR TIL 474 ThoTz,

413 HFHaERE

4.1.3.1 DFI12712 (ASCEND) @ PAP #j

NR—RF L VDB

DFI12712 (ASCEND) PAP IZH1T % MIRNTHERE/ N T A —Z D=2 T A Inb DR |
Module 5.3.5.1 DFI12712 CSR Appendix 16.2.8 Clinical laboratory data — Part 3 [16.2.8.3.6]\Z7~ 7, JFHERE
IRT A= DN ORI 22 M 2 . ALT I2OUWC[16.2.8.3.7]. [16.2.8.3.81 % 1UY16.2.8.3.9]1C. AST
(2O T[16.2.8.3.10]. [16.2.8.3.111% U16.2.8.3.12]i2, B E U L E A2V T[16.2.8.3.13], [16.2.8.3.14]
K O16.2.8.3.1511271%7,
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

DFI12712 (ASCEND) @ PAP #lici\\ T, VU7X —E 77 7 BEOBE TIL, ALT KO AST D
LB Week 16 £ Tl L7-% ., PAP Wik TRk THERF S L7z, MAE Y LBV OFHIMEIL, Week 26
TP L%, Week 52 £ THEFFS 472, ALP XUV GGT Tldk, 2N &0 H/hEWR—E L7 R
OO, 7T EARHEOBRE TIX,. —E LIEITHEEE N T A — & OYEMEOEALITFERD bivieiroTz,

Bl & D EEDEAL

JHHERE /N T A —H D= T A4 b DO H T 3 Y —DZA %, Module 5.3.5.1 DFI112712 CSR
Appendix 16.2.8 Clinical laboratory data — Part 3 [16.2.8.3.4){Z7~" 7,

DFI12712 (ASCEND) @ PAP #iCBW T, T v ARBE LAV FX—F 77 7 RETEL D
FMEENPSIEFMEICBIT L2 &Ik, AV 77X —8 T L7 7 O 5IZ L DERE DO UED R
Shic, N—=RAF A 5 PAP HIDRHMKLRFOEE T, 24U LOBE THATR & o T2 ITHERE N Z
A =B DHT IV =D DN TEL FIZERT 5,

o ALT: AV T X —B T N7 7HTIH, XR—ATA U TEETHSTZ2 64D 95 5 403K
RRICIEREICBAT LT, XR—RA T4V CIEFETH -T2 124103, mEkbiRs b EFETH -
oo TTRARBETIE, R—RATA L TEMETHST2 114D H 6 24 DA RBEREIC E R EIC
BAT LT, N—ATA LV TEFRMETHST2 74D D6 1 40k RKBERHC S EICEBIT LT,

o AST: FVTH—BTNT77HTIE, XR—ATA LV TERETHSTZ5HD DB 4 4 D kbt
RRICIEREICBAT LT, X=X T4V CIEFETH -T2 13413, mEkbiRFd EFETH-
oo 77 BARBETIE, R=AT AV TEETH T84 D H B 2 4 N IA KGR IEFEICE
Tl X=X T4 U CTIERMBEE ST 108D 55 1 2 D ERAKBERFIZ SEICEAT LT,

o ALP: A VT X =B TNT7EETIE, XN—A T4 VTR TH T2 34D D 5 2 4 DRI
REICIEFEICBAT LTc, XR—ATA VU CEFBETHST 154D 55 1 Dk RBERH AR E
WCBAT LTz, 77 BERBETIE, XR—AT A U TCRIETH ST 24D 5 6 1 LD RAEKBERFICIE
FWAEIZRAT LT, N—AT A U CIEFETH 12 164D H 5 2 4 DNk KB IS M I BT
L7,

o REUNLEY AV TH—BT NI 7HETIE, XR—ATA VTEMETHSTZ54DHH 140
BACKBERFIC EFMEICBAT LT, XR—2 T4 U CTIEFETH 72 134413, FBfkbike b 1IE%
ECholz, TERHETIL, X—AT7A U TCRIETHSTZ 44D H 6 2 4D RAEKBERFICIE
WIZBAT L, "R—RAT A U TIEFHETH -T2 144D 55 2 A DN KRBT S RIS T
L7,

o GGT: AV TFHZ—F TNAT77HETIE, R=R2ATA L TEMETH 72 1 LD EHEKBE R IE
BICBIT LT, R=ATA LV TEFMETHST 174D 5 5 2 4 BB KBS BIT L
oo TTRAHETIE, R—RAT A U CEETE ST 240 REKBER b @ CThH o To, N—R 7
AV CIEFEE TH o7 16 LT RBERE b IEFH Th o 72,
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FVTEF—E 7ILT7 (GEGFHEZR)

4132 FN)TEF—E 7L 77 REEHEBITHRER
SV B NP |4

RN N R OVRIR D EVEIFE RN R BB T D IFHEEE X T A —F D=2 T A U inb OB
Module 5.3.5.3 ISS [Appendix 6.3.17(Z77 9,

BN BE

N DL VEPF A AT G 4EMIZ B VT ALT, AST, BHEE U L E LV RO E U L E I NS GGT
DB WD Sl Z LIk v, g feotENRIE S -, 728, GGT ORIEIZ—E R
BRCI3ERE L7y o 7=,

/N BE

INBOLZEVEGFE TN R EMIZIB VT, ALT, AST., EEE U ALEV RN E UL E v OFH)E
DOROLNRRD N2 L2 L0, IFEREOWED TR SN, NREE L. ABRE L BEE I CWE
WD BT,

EXLN

LENVEDE AR S G AR T, ALT, AST., EHEE U AL E LR E UL E » OEfED
JANRBO LN EICL Y JFEEEOUREN IR SN, —HORBR TIL GGT ZllE Lo 7o
72, ANBE THE® LAz GGT O I, REMZRT —ZIZHESN TS, NNEBE TIIEE
WENRD b,

il % D BEDEAL
FRERE X T A —H D H 7 T U —D (k% Module 5.3.5.3 ISS [Appendix 6.3.511Z7~ 7,

RN BE
%N D2 EMEDFE RN RN T, FFERE ST A — 2 NEEDOBE N Lz izl o,
FFHERE DD R S Tz,

o ALP: XR—RATA U TEIETH ST 54D 55 34D ERMERGERFICIEFMEICBIT LIz, N—2A&
TAVTIEFHETH 723440 95 | L BNEHESRBERFIMEICRAT LTz, IERMEOEE L,
NR—=AT A4 TIE 344 THoT2D, BEKEEE T 364 THo T2,

o ALT : XR—RA T A VU TEMETH -T2 16 42 IR EFEICBIT LTIz, R—A T4
VTCIEWETH -7 234D 965 1 A DEMKBERFICAEIZ, 1 A EEICBIT L, EFEO
BFIT, R—Z2T A4 LTI 2B L ThHoT-, Bk TIZ374 ThoT-,
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o AST: RNR—RT A VEETHoT= 124D 5 H 10 £ BEAEKGERFICIEFEICBIT LIz, N—2R
FA L TIEFETH 7227 A2 TUIRE KRG EFETH -T2, EFEOEFIT, X—2R
TALUTIX2T A Th T2, BESRBRERFCIX 374 Th o7,

o HEEUNLEL : R—2AT A U TEETH T 448 TR R EREICBIT L, X
— AT A VTCIEFM Th -7 3542 TIRKEKERF S IEFE Th -7z, EFEOREITN—
ATA L TIEISHTHoTED, WK TIZ 394 ThHo T2,

o MEUNLELY : R—=ZATA LU TEETHST- 124D 9 H 74 DRI EFE~BIT L
7oe N—ATA U TCIEFETHST2T184D 96 34 DR KEERFITIREICEAT LT, IEFE
DEFIT, XR—2AT A4 TIE 274 ThoT-MN, EEkEEREIZIZ 31 4 Tho T,

/NRBAE
INROZEMERFE BT RERIZ I N T, FHEEE NN T A =2 BREEDBE D L Z L2k y,
JFHERE D UGE DS R S LT,

e ALP: XR—RAT A U TEIETH>T= 2542 THNERFRGERFICIEFEICBIT L, X—RA T4
TEFETHSTZ 184D H B 1 A EAEKGERFZEEICBAT Lz, EFEOREIL, N—2A
FTA LTI I8ATH T2, BB TIX 194 Th o7,

o ALT: R—ATA LU TEETH 7= 164D 55 14 £ 0N 5 & KPR IS IEFEICBIT Lz, ~N—
ATA4VTIEFETH -T2 442 UIREKGER D IEFE CTH - 72, IEFEOBEIL. N—A
TA LU TIXABLTHTED, BT 184 Th o7,

e AST: XR—RTA U TEETHSTZ 164D 55 15 4 P& REERHI EFEICBAT LT, ~—
ATA4 LV TIEFETH -T2 442 UIREKGER D IEFE CH 72, IEFEOBEIL, N—2A
TA LU TIXALTHTED, BB CIX 194 Th o7,

o EHELVUILEL R—ZXT7A4 L TEMETH-T- 1 LITEE KRR IEFE~BIT LI, _N—A
FTAVTIEFETH -T2 194D 9 5 2 4 PNEFORPERHAREIC BT LT, IEWIEO BE 1L,
NR—=ZF7 4 TIE 194 THoT208, &K TIZ 184 ThH-o 7=,

e MEULELY : R—ZXFA4 L TEMETHST- 1 BITEEKGERICEREICBIT L, X—Z T
AV TEFMETH ST 194D 5 6 4 L4 DBk kBERHREICRIT LTz, EWMEOEBEIL, ~
—ATA VTILN9AL TH TN, EEKEERFTIT 164 Th o7,

EX:N
LEVEOFE BT G ERIC BN T, IFRRE ST A — 2 NS EOBE N LI Z &2k v fF
PERE DEEw DRI ST,
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o ALP: X—RXT AV TEIETHSTZTH4D I H 54D EMEKERFICIEFMEICBIT Lz, N—2A&
FTAVTIEFHETH ST 524095, 1 ZADPEEKRGERHTRMIZ, 1A AT Lz, E
FAEDBREIIRN—AFT A L TIERLTHoT=D, KRR TILS A ThHho T,

o ALT: R—RATA U TEETH 7= 324D 55 30 44 0N Fc & KPR I IE I BT Lz, ~N—
ATA LV TEFRMETH ST 2740 56 1 LRI ESEIC, 1 APMEEICB T Lz, 1E
WEOBEIL, XR—=AT A4 TIE27T4 ThHo720, &R CIX 554 Tho 7=,

e AST: X—RXTA U TEMETH ST 284D 55 25 % Nk KEERHZ EFEIZBAT LT, ~—
ATAVTIEFBETH -7 31 L& TUIREKEERF L EFETH -T2, EFEOBREIL, ~—
ATA TR L ThoTN, R KEERFTIL 564 ThHo Tz,

o EHELVUILEL :  R—ZXTF7A L TEMETH ST 548 IR E BRI EREICBIT LI, X
—ATA VTIEFETH -T2 544D 95 2 L 0N Ee &SRR IS BT LTz, IERWED RS
X, R—=2AF 4 L TIE 544 ThHoT-7, R TIZSTL ThHo T,

e MEULELY R—ZAF3A4 L TEMBETHST 134D 55 8 4 DA KR IEREIZBIT L
7o X—=AT7 AV TIEFMTH T2 46 24D 9 5 T4 PR KBERHARE BT L=, IEFHE
DBREIL, N—=RAT A TIT46 4 TH o720, KK TIZ 474 THh o712,

4133 AV TE—€ 777 OEKRAZETOT S LIZE T A EEREDOEEERNT
ASMD FBE Tld, FFREEIIFEA REEEOFEEEREE L CTWAREEERSH 5, i, £V 7%

—EB T NT7 7 OERRBRIZIEW T R—2 7 1 O AR SE Ch 2 BEDOEIENEmNT &
A ONE ASMD S8 CIHBRHEL R OFREZ OMEAT U 2 7 ERICBET 27 — 2 DR ARINTNDH Z LT X
DREZINTNDR)B)E)(5). DI, FERFIRT —Z KPR T —Z OWNWT BN TEH, 3 74—
¥ 77 7 OB I ASMOMRHEN TH LT I KRB END Z ENRENTED,
ZIDNTNED RAE D —[K T & 5 Al REMEDS 8 5 (6)

DD FHERERE LAY X —E TV T 7 QBRI 7 1 7T AR A U CHREIZEIN L 7=,
FVTFHE—BTNT 7 2% LICEFEIZEN T, HEWEEHR T OV D00 kEER O &G/ T %
24~48 HEHD b7 A7 2 F—F Ml (ALT Xi% AST) Z ULN D 2 5% 82 5 —@tD EH7-2RBH &
M7=, DFI12712 (ASCEND) @ PAPHIHFIZA Y 77X —8 T 7 7 OFKH5 %5272 184D 5 H 441
BT, AREWHHEMR T ORGHET % 24~48 KD N Z A7 I 7 —8fl (ALT XX AST) (2 ULN
D2EEMZ DD EFNRO b, FERIC, NEERF 20405 B 741280 T, R 4
G T 15 24~48 KE D R T U A7 I F—BEO—#MED EF23500 i 23, B i & 5
AIOEE TR T L, 2 HADETORFEFIRN—ATA VTR I UVAT I T —BHENEETH-
7o TDIBLRANBED 44 ETROVNLEEFED 74 H 6 41X, ZHE I Week 52 LT Week 64 £ C
\Z b T AT I —BEN ULN O 2 fFLLFicek#®E Lz,
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fEam e LT, HEMEM T o4 ) 75 —8 T T 7 B ER TS 24~8FFIC N T AT S —
B O—i@d EFH 23, DFI12712 (ASCEND) @ PAP #iH O ANBE 184D 9 B 4 412, /WNEEFE 20
ZDHIHTHITRO BN, TNHDEEFETRI—RATA TR I VAT I F—BEAEETH-
e, AV TFE—E TNT 7 OEGHRGIC LY EFEICEBIT L, Ziud, ASMD BE& 2B 54
TH—BTNT 7 DEHEOREXT v "O—D2>THLAREMENRSH D, Tz, RABELOVNEEHT
B SRS BE R O OWD & 3 —F LTV 7= (Module 5.3.5.2 DFI13803 CSR [Section 10.2.2],
Module 5.3.5.1 DFI12712 CSR [Section 10.3.1]) .

4.1.4 MFERERE

4.1.4.1 DFIM12712 (ASCEND) @) PAP #j
DFI12712 (ASCEND) @ PAP #iZE 1) B K EEE /ST A —X D_X—RF A4 oD HT Y — D

{b% . Module 5.3.5.1 DFI112712 CSR Appendix 16.2.8 Clinical laboratory data — Part 4 [16.2.8.4.1] {Z7~R 9",
F 7 MKEEE N T A — X OB ORRREH) 7o HER 2[16.2.8.4.2].[16.2.8.4.3].[16.2.8.4.4] )2 UN16.2.8.4.5]
2R,

PAPIICIEWT, AV FH =B TNV T 7L 7T BREEE ORI T, BRIICERD H 518 WITERD
Lo T,

4142 ) TH—€ FILIT7REGHEBIFNRER
BN NR RO RAR D Z VGRS AT S BT I T 2 MIREEE ST A —F DRX—=AT A DT
=2 Y — D2t % Module 5.3.5.3 ISS [Appendix 6.4.111Z7~%7,

R—=XFA Vb DOEAL
A BE

BN DL BVEOFE AT S GHEEIC I\ T, MREERE N7 A —Z IZERRIICEER DO H 2 BT O
N2 oi-,

INREBE

INROZEVEGFE AT M RERIZIB N T, MEEEE ST A —Z IZERIIICEZRDO H HELITRO 5
Nz oi-,
SN

LM R REMERICR N T, MREEE T A — X IZRKRICER O H 52T bh
RO T AEMEALER S b v AR T T AF RO AT 358 b2 i &2 OEOFIIT R E 2o T,
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415 RE&E

4.1.51 DFI12712 (ASCEND) @ PAP #i
DFI12712 (ASCEND) @ PAP HIICEBW T JRpH DAY 7 X —¥ 77 7L 7T REEE ORI T,

ERRIINCEZR D B HEWITRO e > 72 (Module 5.3.5.1 DFI12712 CSR [Section 11.4.5])

4152 F)TE—E 7L 77 REMHEBITHRER
BN N R OYRAR DL VDB FRIT RS 361T DR /3T A — & % Module 5.3.5.3 ISS [Appendix 6.5.1]

(ZHEAIT D,

DYNGE
RN DL EMEPFE RN REIC BN T, JRANT A —=ZIZHRIICER D H 2 20T b d

ST,

/NRBAE
INBOLEVEGFFE NI REFIC BN T, JRNT A —ZIZERIRINIZEFRD H 2 20380 S v 7ein

>77,

ESUN
MO ERRATRIGHER 2IRIZB W T, JRNT A =X ITHKRINZEZRD H 5 BALITFED Hiv7e -
7~

42 BRMICEZEGARIEOHIREERE
421 MRZFHERE

4.2.1.1 DFI12712 (ASCEND) @ PAP #j

DFI12712 (ASCEND) @ PAP #IZEBWT, ~EZ B EUENRR—R T A 05 20 g/L UL ERD L
SRR, AV T H =B TR 184, 11.1%) LIk, TTRAREE (4184, 222%) TEH»
o7, HMEREDS 3.0 x10° /L Afifi (FRALISS) K O02.0x10° /L Ajili (BAN) OREFF, AV 74 —8 T
T 7 HE (711844, 38.9%) &b, 7T BAREE (5/18 4, 27.8%) L0 Zivo 7=, M/ MREDY 100 x10° /L
HI D= T A D 20% LTZBEFIL, AV FX—8 77 7 #E 3184, 16.7%) &~
TR EE (7184, 38.9%) T2 EZh>7- (Module 5.3.5.1 DFI12712 CSR [Section 11.4.1])

MR FHIRAEIED PCSA IZ# YT 5 BEOHEIE R ONEEEIZBWC, FV TFXY—E T VT 7 e
72 REEOR CTHIKMICER D & HEWITFEO b ol
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4212 F)VTHE—€ 777 ReMHERINERER

AN N VAR D 22 VA T S RENNC B 1T D _X— 2 T A L% O MiRFHIMREED PCSA
% Module 5.3.5.3 ISS [Appendix 6.1. 3] InY, Elo, MADLREMEIFEMITRIGERD 5> HX—2F A
VT PCSA TS LBWEFIZEBIT 5= T A 14D MK FHIRAEED PCSA % [Appendix 6.1.4]1Z
AN

BN BE

BN DZZEVEGF AT R EFIC BT, R— R T A ¥ CHIESFHIRREE D PCSA 1234 L7V ik
NBH TR I A% < 38 G- PCSA 1%, BMEREERME (11734 4. 32.4%) . /3
IKAE (612544, 24.0%) K OVFHEREURME (7/37 4. 18.9%) ThH-o7-,

/N RE

INROZ RGN REIC BN T, N—R T A TR FHIRAE D PCSA IZ3%Y Lo B
ZET A TO/NLEE TR PIZ B2 < 88 D7z PCSA 1, HIMEREEAR (11 44 55.0%) .
~v F7 Uy MEE (64, 30.0%) . U SEREURIE (54, 25.0%) | R ERBURME (54, 25.0%)
B O AR (544, 25.0%) Toh o7z, HMEREARMIL, R (6 sl b 12 ) T bFH
EIENENoT (84, 88.9%)

EXN
ZEMOFE AT R EMSRICB N T, XR—2 T A TMIHRFIIRAED PCSA TS LI EE %
BIROBE THEG M IR % < 58D H 7z PCSA X, HMEREERM 274, 45.8%) KON
M/ HREEAE (164 . 27.1%) Toh o7,

422 MEEECFRE

4.2.2.1 DFI12712 (ASCEND) @ PAP #j

DFI12712 (ASCEND) @ PAP HliZHB W T, kb L <O BN PCSA X, 7 LT F =40 (R—
ATADIEL D 30%LL L) THY ., AV TX—B TAT7 7B T24 (118%) . 77 &REE
T54 (27.8%) ICRDOBNTZ, J LT F=UB_N—2T A 2 10 100%LL EHIN L 72 BE 1TV 72205
oo 7V 7 F =D 150 pumol/L LA LD, 7T B ARBET 14 (5.6%) IO BT, U T LN
3 mmol/LA T > 7o BF TR0 o7, 1 U 7 200 5.5 mmol/LEL EDHINNMN, 7°F7 B AREET 14 (5.6%)
[ZFE 8 B ALTZ, 3.9 mmol/L UL F 722 LLN AR DK IMAER, AV 74 —E8 77 7 #T 34 (16.7%) .
TIRREET1I4 (5.6%) TP B, 111 mmol/L P (FEZZfERE) 7 mmol/L #8 (Z2fERf) @
EIHES, FEET 14 (5.6%) 1IZiO B2 (Module 5.3.5.1 DFI12712 CSR [Section 11.4.2])

MARAALF AL D PCSA IZ5% 24T 2 BF OFIG R OEIEEIZBNT, FV FHX—E T L7 7L
7T ARBEOM THRAMICERD H H1EWIL, B LT,
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4222 F)ITE—E 777 REEHEBITHRER

AR N OV BAR DRV IRIT R SR RN BT 5 _X— A T A L% O MK AL F R E O PCSA
% Module 5.3.5.3 1SS [Appendix 6.2.3] IZ/”" T, F72, RADLEMEIEIITHIREMD 5> HX—2F A
VT PCSA Y LARWEEIZBIT 5 X— 2T A O MiRALFRAAL D PCSA % [Appendix 6.2.4]
(R N

RABE

RN D EMENFE AT REIC BN T, RX—R T A TR FRIEMD PCSA 1IZ3%4 L
AN BB TSR T Bl % < 5RO B AU 72 PCSA 1L AR (3.9 mmol/L LA F 7> LLN Aifi, 11/38
4. 28.9%) MOVEMLEE (11.1 mmol/L BA b [FEZEHEIRF] 7 mmol/L 48 [ZZ[ERF] | 5/39 4. 12.8%)
ThHoT,

DFI12712 (ASCEND) @ PAP#IiIZBW\ T, 7 L7 F =2? 150 pmol/L L EDOHINN, 77 & REE
T14 (5.6%) IZREO DAL, YHBEDX—AF A4 D7 LT F =213 124 pmol/L TH Y . PAP H]
D Week 10, 12, 14, 16 LR 26 (28T 5 7 LT F=0%, FNFH 158, 170, 151, 151 KT 161 pmol/L
Thole, ETPHITAHY 77X —E TNV 7 7 BEIZUIVEZ ONTHO 7 LT F=1%, Week 70 T
155 pmol/L, Week 80 C 157 umol/L T& - 7= (PCSA FEHED 150 pmol/L LA EIZ5%Y) . = D, Week 92
T 143 pmol/L, Week 104 (7 —% 1> M4 7 ARIDRAKRE) T 146 pmol/L & 721D | PCSA DAEHE L
V> L7~ (Module 5.3.5.1 DFI12712 CSR Appendix 16.2.8 Clinical laboratory data Part 1 [16.2.8.1.3]) .

7 VT T = DNERHGEHICHEIN U7 BB DY 2 T2, PCSALIEE Y LehoTz, ZHHDHRET
X, 7 LT T =2 OB U2 R ORI i%%@tlﬂm I, Z LT F =8N
(2R3 % TEAE @& b eno 7,

NRBE

INB D EPERESIRNTRIREFIZ BN T, _R— 2 T A o TR A E D PCSA 12352 LT
Fra G TCO/NURE TR MM Ik 2 < B Hiv/z PCSA 1X. BUN N (6.4 mmol/L

(18 mg/dL] A Lo, 144, 70.0%) . # U U LA 3.5mmol/L AT, 34, 15.0%) K OMKIL
BE (2.7 mmol/L K, 14, 5.0%) Thoiz,

BUN AR D ONIZ 144D 55, 7 LT F =V BRI L2 BE T W ho Tz,

(7N
EVEFFE AT R BEMBRICBW T, X"—2 T A » CHRAECFERAED PCSA IZ5%Y LT-BE

a2k D BE THRE BT I Z < B HL- PCSA IE, 7 LT F= 4001 (11 4. 18.6%) .
BUN I (14 4., 23.7%) . Kb (1344, 22.0%) KOVEIHE (54, 8.5%) Thoi,
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4.2.3 FFHEERE REMICEEZELGAREMDOHIREEERERVH=FHIRESEMS
JFH&RE N T A — &@mxA_mKT\mm@%ﬁ%%%#U@ﬁ%bkoE%LﬁimT@%@m
wDOEBYTHD,

e DLT1:AST. ALT. R U L E LV UL ALP S, XR—ZA T A (AN T H—F¥ 77 7 &5
WEETOME) 75 35> ULN Z#8 2 590

e DLT2:AST XIiZ ALT 2, ULN D 25T, OBV L E LV XIXALP RR—ZA T 1 b
1.5 fEEE O EEN

e DLT3: ¥y, Huls, WErt, A EBEERA L I3ER., BB B2, UILFBREREEINAE O JEdR
2S5 ALT XUZASTO ULN D 3{ZB T, X—AT A (XU X —¥ 77 7555w
DAE) M5 2 B EIM

4.2.3.1 DFI12712 (ASCEND) @ PAP #j
DLT

DFI12712 (ASCEND) @ PAP i\ T, AV 77X —8 77 7 BT DLT 1 123447 5 4N,
B 1RO BN, T EAREET, DLT2 IZ ST 2FRD 44 16 FRD LN, £/, 7' 7F
REET, DLT3ICE NS T2 FROBMEN 1A 1 Ed -7, ABEEE, BELOBEKERITIED b
7273, DLT 3 O EEHEZ i 7o RS i ST, £ D% aRE & fllr Sz, eCRF D AT —
HIZFESE PAPHITODLT 3 & LT S A, il x 0 BE — BTG Shvisnoizizdh, R—
A4 U 7= (Module 5.3.5.1 DFI112712 CSR [Section 11.3.4.3]% U[Section 11.2.1]) ., DLT %8l L 7= &
FHOFEHI%Z Appendix 15.3.3 [Patient narratives - AESI[IZ/RT, 2&f&L L, PAP¥IF D DLT (X, AV
TH—BTNAT7 7LD LT T ERETE RO LN,

PCSA

DLT AL (TR0 | IFHEREMA D PCSA 1Z, X—Z T A MEIZZE L7eh -7 (Module 5.3.5.1
DFI12712 CSR [Section 11.4.3]) ,

ALT K TNAST 28 ULN @ 5522 28i%, AV 77X —8 77 7y RO 7 B A B CRIBRE T
otz (BREL1L) , FVTH—B T LT 7HET, ALTAULNOD 3fEEBLZ, hOoME Y LE VR
ULN O 2 {52 B2 THIMUIZBEN 14 (/184 5.6%) R bz, ABEIX, X—RAT A VX
D ALT ZLUSAE U L E L OENAFRD STV,

BEVULE N ULN O 2{EZ B TINN, AV FX—EB TN 7 78 T44, 77 8RHET 14
2R BTz,

ERELT, WTFHORETEH ALT L OVAST 23, ULN @ 3 {5482 THIIN L 72 BE° ULN O 5% %
A TN LT BFII 7o Tc, ME U LVEAMEN ULN O 25282 TN L7 BFIX, 4V 7%
— BT NT T HOTTN T TERRELY o7l AV X —EB T A7 7 HEOBETRDO LN
OHINEFHER 72 b O TR <, EEMMT 28 C TR @@ bz (41.3.13H) .
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4232 F)ITE—E 777 REEHEBITHRER

AR, R OVEIR O RN AFRAT R REIZ BT 5 _X— 2 T A % OIFHERER LD PCSA %
Module 5.3.5.3 ISS [Appendix 6.3.3] 12", F£7o, BADLZEMEIAMITRIGEMD > HX—2F A
TPCSAITHZY LW ITEBIT 5 X— R T A 1% OIFHEEERRAAE D PCSA % [Appendix 6.3.4)127~7,
DLT 233 2B 1%, KV EEDOKET 1 RIOLEE LT,

HOHNUDER LT DLT OHREHEICFL Y T 5 BHF OFEMIL, Module 5.3.5.1 DFI12712 CSR
Appendix 15.3.3 [Patient narratives - AESI] &2 U* Module 5.3.5.2 DFI113803 CSR Appendix 15.3.3
[Patient narratives - AESI|IZ7R9,

RARE
DLT

DFI12712 (ASCEND) @ PAP HIIZH W\ T, DLTIZFZENS T HHEN SAICHBD LN, TDIH 4
Zix, T ERETHo T,

e DLT1 :DFII2712 (ASCEND) OF Y F&#—¥ 7L 7 7 BEORNBE 1 412 1 O FHR D
5#17= (Module 5.3.5.1 DFI12712 CSR [Section 11.3.4.3]1 % O¥[Table 29]) .

PCSA
N—2 T A CHERERAIED PCSA IZ5%Y L2V N BFE (TR TR G-I I Hiki % < 7R
B2 PCSA L, ATOEEY ThH-o7= (Module 5.3.5.3 ISS [Appendix 6.3.4]) .

e ALT:ALT ® ULN O 3{Fa B2 A8 24, 54%) . ALT ® ULN O 5% % 5800 (2
4. 51%) MOVALT @ ULN @ 1025282 A8 (14, 2.6%)

e AST:AST ® ULN @ 3 %4825 ASTHIIN (24 . 5.7%) . AST @ ULN O 5 {4 # 2 5 0
24, 51%) KOVAST @ ULN O 102282 A8 (14, 2.6%)
e ALP:ALP DO ULN D 1.5fF 282 28 (14, 2.6%)
MEULEY (REUAECOULN D ISEEZBZ LM B4, 94%) . MEU LE D
ULN O 2 {5& 2 28N Q4. 5.7%)

/N BE
DLT

DFI13803 (ASCEND-Peds) Ti, H O UWEFR L7z DLT IS T 5 F4n, WEK O, /5
BT LNz, HHETDLT ITRD b > 72 (Module 5.3.5.2 DFI13803 CSR [Section 11.3.4.4] % (X
[Table 20]) »

e DLTI:24 (10.0%., W& 14 KOHIE$hE14)
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e DLT2:54%4 (25.0%., W24 KOHIE I 34)

e DLT3:14 (5.0%. LR Shiid14)

PCSA

INB DL EVEGFE T R REICIBN T, N—R T A THEEREMRAED PCSA IZHY LT-EE D
e TONREE TEREHMTICED 52 PCSA X, LTDO LY Th-o7- (Module 5.3.5.3 ISS
[Appendix 6.3.3]) .

e ALT:ALT ® ULN®D 3% B2 %5 ALT #N (54 . 25.0%) . ALT ® ULN @ 5% %8z 5 1
m 34, 15.0%) KOVALT @ ULN @ 10{552 82 5800 (14, 5.0%)

e AST:AST® ULN D 3{F&HEx 28N (54, 25.0%) . AST ® ULN O 5 {5 % x 580 (2
4. 10.0%)

e ALP:ALP® ULN D 15 % B2 58N (54, 25.0%)

e MEULEY (HMEUNLE LD ULN O 130 Fot#En (14, 5.0%)

£
DLT

LEVEOFA IR GEM 2RI B T, B O U ER L7 DLT IS T 5 FRN 9AITED LI
7o (BABE 1A ROVNREE 84) .

PCSA

LRV RNT S RER 2RI W T, X=X 7 1 CIF#REM AR D PCSA |25 LI BE A5
TeBRE AR TR I £ < B0 B2 PCSA 1L, ALT BfE (944, 153%) . AST @&fi (10
%, 169%) . ALP &fE (744, 11.9%) ROYRE VL E Y EE (114, 18.6%) Thoto, 14 DEE
2. ALT @ ULN O 3 {2482 HHME O E U /L E > D ULN O 2 [ %2 #8 2 5 BN FREICERD S
T2 BNEE 64 (154%) TITRE U LB OBHERBNNED bz,
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

5 NAZIILYA2, BRMRRUVREMEICEEY HthDEHEER

51 NAEZLHYALY
511 R—=XSA4 UhbDE

5111 #)F74—+ 7)»772%%'&{#Aﬁ’¥$ﬁ*1%$l
N, N OVEIRO LIS AT RERICB T 53 2L A L DOR—RF 4 b DOEAL
% Module 5.3.5.3 ISS [Appendix 5.1.171Z7~,

DYNGE
RN D EMEPFERIT R RIEFNZ N T, A ZLH A DT A —F OFIEIZERRANCEEZD
b D EACITFED bR T,

/INREBE
INB OB EMEFEMNT I GERICIB W T, X=X T A4 TOPCSAZEZ D, A XNV A L D/NT
A — 5 ONWEHBEITEERINCEZD & D ELITRO Hivie o Tz,

€N
LRI R REMERICIB N T, BRSNS ZAY A L DRT A —Z ONFEEI KRR
ICERO D LEMITFRO b ehoTz,

512 RKMICEEZLGARMEDHIREMEREE

5.1.2.1 DFI12712 (ASCEND) @ PAP £

DFI12712 (ASCEND) @ PAP #lZd T, IUHEHIMLEM T PCSA (95 mm Hg LA F 7D X—2F
A > 50 20mm Hg L EDOA) 1%, ®G5HIM D PCSA THbL<BOLN, £V TFE—E 777
BN O 7 v ARBE CRIFLE DR BESG Th 7=, TEAE & LCIL, KILER, 4V 74 —¥ 7177
HC24 (RE) | 77EFRHC24 BEROHFERE) ITROLN, KiLED TEAED S H, 7
VFHE—=E TNT 7D TRTIAR Tho7oid, IBBREOREIIET /8- 72 (Module 5.3.5.1
DFI12712 CSR [Section 11.5.1]) .
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

5122 #V)ITE—¥ I I 7REHHEBITXNRER
AN NEROVEIROBE BT RGBT DS A X %A D PCSA % Module 5.3.5.3 ISS

[Appendix 5.1.2[12/R" T, F7/2, N—A T4 2 TPCSAITiZY L2V R ABEFIZBIT 2 BEHMF o
A Z A A D PCSA % [Appendix 5.1.3112/R 7,

RABE

RN DL MR T R BB N T, R_R—=A T A > TPCSA ITREY LRV A BE TIE, L
g (6/39 4. 15.4%) 120838 (2394, 5.1%) LV ZovoT-, IUEHIMET (26/38 44,
68.4%) K OMEIRMIM IR T (13/3944. 33.3%) (X, DO EA- (8/38 44, 21.1%) S OMEARH .
JEEH (3394, 1.7%) K&t

/N RE

INB DL EPEEEIRITRIR I BN T, _R—RAF A U TPCSA TN LT-BE L ST To/NR
BT, DD B OVAEEE N 8 4 (40.0%) Thotz, £ TOFMI N—T7 %l L T/h
REBFHFOZL T, IHEHIME EF (164, 80.0%) . IREERWIME EF- (1944, 95.0%) MK OMEGRE
AT (164, 80.0%) MFRD HiLiz, WHEHIMTILT (94, 45.0%) 2338 v/ NEEEIX
KOG LUTFTH -T2, 2TOHEM 7 N — T 12BN TILEDZELNGRD H T,

£

LEMEDFE MR GE 2RICB N T, R—RA T A L CPCSA LY LIZBE 2 5L R2RDEBET
. IGREIE R (2544, 42.4%) . IGEBIMER T (3544, 59.3%) . PEBRMAME FA (2244,
37.3%) KROYRESMERT (294, 49.2%) D PCSA OZEALNFRD Hiviz, IUHEHAMER T & RE .,
ISAE A R ORI I 5. SRR T, 3 ONS OB D BN K O8> D PCSA IT7%4§ % B
X, AR L0/ NEBEO RSN T2,

52 ZTOMOREH/NNTA—4
521 HER
5211 BREKMICEZLGTREMEDOHIREERE
5.2.1.1.1 DFI12712 (ASCEND) @ PAP #j
DFI12712 (ASCEND) @ PAP¥ID AV 7 X —¥ 77 7 RO T T REEICBNT, HBHE<R

b BTz PCSA 1%, Bazett ffilE QT [E (QTcB) DHEI (R—RZ T A »H 5 30~60 ms DEIIN) T,
RS 24RO bz, AV T H—8 T T 7 OREEZFT-BEFIZB VT, QTeB 2% 450 ms %
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

Z 1= BV O QTeB 73 470 ms % 8 2 7= 2R 13 72 2o 72 (Module 5.3.5.1 DF112712 CSR
[Section 11.5.2]) .

52112 ) TH—€ FILI77REHHEBITNRER

R NE KR OVEAR O 2 S IR R R IBIT 5 X=X T A 925 D ECG DAL %
Module 5.3.5.3 ISS [Appendix 5.2. 1]{Z7~ 9,

RN N S OV AR D 2 BB R G HNC 1T 2 F G- HIfE H D ECG ¢ PCSA % Module 5.3.5.3
ISS [Appendix 5.22[IT" T, E7o. MADLEMEIGMITHREM TDR—2F A T PCSA IZ7%Y
L72 W BE IR T 2 1R8BS 5.1 0 PCSA % Module 5.3.5.3 ISS [Appendix 5.2. 312787,

FRABRE

FRN DL RPEDFE AT SR EFIC BN T, X=X T A " CPCSAIZi% Y4 LRV ABE Tk, &5
MBI P O OFEGR S 240 (5.4%) . PRAEEDS 44 (10.3%) (Zi8® Hivlz, QTcB K X Fridericia #fi
1E QT [E1K% (QTcF) DEEFUK DIERE: (B 431~450 ms, & :451~470 ms) 25, THZHL 11 44 (29.7%)
KOr64 (15.8%) IZiR H ALz, QTeB MY QTcF MFEHRIER (BB - 450 ms #2. 1k : 470 ms )
B, ETNENSH (128%) KDV34 (7.7%) IZiBD BT, QTeB &Y QTcF O KIE/2IELE (500 ms
PA ) 12388 L2 N TN o T,

INREBE

INROREMENEFRITRIGEIZ BN T, R—RA T 4 U CPCSA IS LI BFEEE a2 TO/NR
BT, BGWIRRICOEE N 34 (15.0%) | DEEb 23 1 4 (5.0%) (IZ580 Hiv7-, QTcB
IZDOWT, BEFRIOIEED 114 (55.0%) 12, Bk ngs 34 (15.0%) &, FHRIERN 54
(25.0%) |27 BT, QTCF (22T, B UM DIERAS 3 44 (15.0%) 12, BEFILOHANA 3 44 (15.0%)
(2. FRRERD 24 (10.0%) 2D b,

£

LMD E RN R L 2RIV T, =27 4 TECG ® PCSA IZ#% Y LI BEZ G2 To
BE T, BHHRTICR D2 <O B2 PCSA L, QTeB OEEFUROIER Th -7, QTcB DA
I DHE VTR B (33.3%) L 0 /NS (55.0%) CHRIVEIG 3 R < BERUs o83/ ~NE B3 (15.0%)
LV RANEE (35.9%) CTRIEHIELEN-T,
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

522 IbTa—

5.2.2.1 DFI12712 (ASCEND) @ PAP #f

DFI12712 (ASCEND) @ PAP#liZH\W T, AV 77X —8 77 7 BEEROT 7 B REEOWEET, L
FREL, B ER R OIS AL (B e B RIEER O B e v > 7= (Module 5.3.5.1 DFI12712 CSR
[Section 11.5.3]) .

5222 F)TH5—F 7L 7REMHEBITHRER
RN BE

FN DL EPEFFEIRAT RGN I T R BERF I R 7 B R L REIIRN—2 5
A E VBB U KREWRFF RO 2o LT B ﬁMLkQ@@k&ﬁ3BSMmm@w3ﬂu

o KENRAWTE : R—ATA LV TIEFTHoT- 84D I E 74 DRI B ICBIT LT,
R—ATA VUV TERFETHSTZ2940D 55 1 LD EAERBERFIZIER ICBAT LT,

o (AN : N—ZATF A U TIEF THoT2 174D 55 34 BB I B 12 T LT,
R=ZAFTA LV THRETHST2204D 9B 9 XL DRI EFICBIT LT,

o JHENIRIFIEIE : N—RA T A U TRETH oI 32418, RfOkbiks b RE Th o7z,

. 3%##%:«—174/TE%T%ot%%@9%1%mﬁ%$&ﬁ CEREIIBAIT LT,
NR—=RAF AV THRETH T2 1 BT IR IE T 2T LT,

INREBE

INR DL EVEGFE N M RERNIZ BN T, B FERBERF I RENIRFR 00 S OB IRFR Wi D B 5 & 7R
L2 L . 205 K0 D722 O OEIEF i O Rk 2k L7z B3 6 #9072 (Module 5.3.5.3
ISS [Appendix 5.3.2]) .

o KEWWRFWE: X—RA T A L TIEH THo72204 D 9 H 104 DN A& BRI B w12 8IT LT,
o (HIEFRIE : XR—ZAT A LV TCIEFTHST-204 D95 5 L4 DAL B ICBIT LT,

o FHENIRFLEFE: _N— AT A L TIEH ThoT- 184D 9 H 1044 DS E &SRB 1 B 12T LT,
NR—=RAF A L THRETH -T2 1 BT B Th o7,

o SHRFWIE : N—RAT A UTEFTHSTZ 204D 5 H 1 LD EAEKBERHZ B F ITBIT LT,

£
BAEMEDFE T RER BRI T, SRR K OBTEIRINAE I E DN — 2 F A b DI
ZALEIZIE, FRRMICERO H 520D b2 > 7 (Module 5.3.5.3 1SS [Appendix 5.3.1])
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

b AR E LTI E DM FRD bille, N—RA 7 A » TIED I N 8-> T BHFI
WT, —H LEETIERED o lo, BRAEBE KR OVNEEA T, FrRERPIROPT mb%
7272 (Module 5.3.5.1 DFI12712 CSR Appendix 16.2.7 Other safety observations — Part 1 [16.2.7.3.1]
S ON16.2.7.3.2]3F TN Module 5.3.5.2 LTS13632 CSR Appendix 16.2.7 Other safety observations — Part 3
[16.2.7.3.25]) .

523 AU TE—E FILT 7k

5.2.3.1 DFI12712 (ASCEND) @ PAP #i

DFI12712 (ASCEND) @ PAP #ith, 4 U 7% —¥ 77 7 BEZ BT D IRBREEE 5 T CRE L= ADA
DEEDOIBEIGIL222% (184 44) Thole, AV TX¥—EB TN T 7 OREZZTIZEE 24
X, R—=RAF7 A U TADABETH 7228 BEFD ADA) . Z OKJSIFIERRER G- F CHEEEI, 16
BREER b T CHBL L7 ADAIZIEE ENR 0o 1o GBI G T CHAH LI ADAZ /R L1244 D 5 b
24 (11.1%) —iatE ADA BULZ ., 80 D 24 (11.1%) 3Rt ADA BOs %~ LT, Fifetk ADA
BOG %R LTz 2 TOBFIL, 1K ADA IS E S, e@Pufiii: 50~100 Th -7-, K ADA Kt
L PUARAEAS 400 AT & ER Lo, ZHUE, otEORIERAREEE (MRD @ 50 %) @ 4 f5% L5
WTHRANC ADA BRSNS Z L 2B T 5, Zo#BN (50~400) OFURMMNIL, X ADA K& &
HIREND, TR ADA BUG (800~6400) & UNE ADA KU (12800 LA ) d43¥aIE. 246 DoHr
%Lowfﬁﬁﬁﬁﬁﬁﬁgﬁ%L%wahé%mt*ﬁbfwéo77?$ﬁ@4% IRN—2F 4
Y TADABHETH 7oA, T O ITIRBRIER G T TR Lo 7c, TR DOEETEH ) ¥ —8 7
W7 7 E G L THRWIZEDLDND BT ADA G & 72 > T RRIEARH TH 5 25, HFLiiiiidixn -7z

(34 OHUAMMIZ 50 [T724>H MRD THit] T, 7% 0 O 1 4 OFLEAMIX 400 T ->72) (Module 5.3.5.1
DFI12712 CSR [Section 11.5.6]) ,

ADA &%@%f L7 BFIZEBWN T, NAb DFBUCOWTHEITHF L7z, NAbARA U 7% —8 717

IZHEA LTEG BRI Y 92 2 20F, T bbb, BEHEOMBIEM: O E &K OWESRE O ~D

H& v Q&@Bﬁ% ZOUVWTEMIET L7z W DBE TN T H R DMK ~DO LY A A% [HE T % NAb
RO LN hoTe, T RARBD 24K PA Y T X —8 TAT7 7O 24 00T 44 DEEIX
PS8 OABETEME 2 BLE T 5 —iED NAb BtEE2 R L7z, &2 TORFITB N T, FEE D 1 RO HZMN
BT 0 . 1 ZIF_N—2AT A L ORIKTH - 7=, Invitro TH HALTZ NAb IZ L 5 B O fil i v L
DERTHLRDO LD NI AATH D,

Property of the Sanofi group - strictly confidential Page 123

VV-CLIN-0540256 3.0



27 ABERMAR M
AYIH—E 7LD 7 REFHEBRR)

5232 #F)ITHF—E LI 7REEHEBTANRER

52321 AV FE—E ZILI77HREOERAENOEETESR
RABE

A DE2EFERIT S REFICHBNT, 394055 134 (333%) ICEBRERSTTHBLE
ADA /338 5117 (Module 5.3.5.3 ISS [Appendix 4.12.10]) ,

TEAE OREHRFIEGIT, BBERETCHRALRL ADARED LN -BHE (ADARESRED) (100%)
EUEBERETTREE L ADAVED LN ho-BE (ADARHEEL) (962%) TRBET
holz, BEETRLND TEAED 55 ADARHA Y OBFE L ADA RHE L OBET 15%LL Lo
2ALL EDENGEY b TEAE [X, BH% (ADABHAEY : 846%, ADA BHEL : 500%, AT
JiE) . FUEEESE (69.2%, 26.9%) . FEL (538%, 192%) . & (308%., 7.7%) . HFZ (46.2%.
0%) . % (308%, 38%) BRUEME (23.1%, 38%) Th-ol-, ADA OEHFENOEEMEOIEH
% Module 5.3.5.3 ISI [Section 5.7.1.1IZ77,

E®/ TEAE ORFHIEIZ, ADARHRAVOBE (44, 308%) TADAERELOBE (54,
192%) LW@Edofs, ZNHEOEER TEAEIX, PTZEIC1AOACHESNTEY, FEOHER
{13 Lo 7= (Module 5.3.53ISI [Section 5.7.2.1]) ,

HNEBE

MNROZZMEGEMITRERIZENT, 208055 124 (60.0%) [ZiBRERE T TERL
ADA /338 517z (Module 5.3.5.3 ISS [Appendix 4.12.10]) .

HEETH OGNS TEAED 9 5 ADAERA D OBE - ADA BHE LOBET 15%LL E2 241
EOZENRBH LT TEAE (X, HE (ADAEHAY : 91.7%, ADAFEFREL : 75.0%, LITFFEIE) |
MER(91.7%, 62.5%) ., HFRZE (583%, 0%) , &M (500%, 12.5%) , #{§ (50.0%, 12.5%) .
B8P (41.7%, 12.5%) | #¥H (16.7%, 0%) BU5| -5 & (33.3%, 12.5%) TH -7z (Module 5353
ISI [Section 5.7.1.2]) .

RABE LRI EBFICBNTEELZTEAEORFEAS T ADAREF L DBFE (64 .50.0%)
T, ADARHEL_LOBE 34, 375%) Lo@Ehofz, EE/ARTEAEIX, PTZLIZ 1 AOAIZHEHE
ENTEY, BFEOERIIED SN H -7 (Module 53.5.3 ISI[Section 5.7.2.2]) ., /NEBETIX,
WEGEREO TEAE (BB 7 LA¥—) RUNAREUEIAR (717 4 ZX—HIiG, B2, BEE, &
FRZ) ([CBZST D PTH, ADABREDOMERZHRATE S EEF AN,

ERERSETCTRBL: ADA PR o/ NRBEF 2413, BRERSLEPH L, T2bb,
TEAE[ZL DAV F¥—€ 7oA77 0EEEZDHL, TOERRETIIREIBMIN ok

(Module 5.3.5.31SI[Section 5.732]) . D BF 1 41T, Week 30 IZHEREL DRRMENTETE
RWHEEOERZEER L, IlEO 1 20BET, Week 12 IZIEREL OERMERTETE
RWEEDT 7 47X —RIGERH L, ABFIT, FBRERET T G A ADA O R &
51600 =L, IgEB ADA b BtETh oz, BEREOERRICHBRL#EL, TO®R 260H
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

WRIZ D TEAE NFEL L T2, 2D 5 6 1 TIRBRIEOFEAFREICE D JBRENEER G IR o T,
INHDO240HEEIL 31513 HICEH L,

£

LRI R BEN O BRITB N T, 594095 254 (42.4%) (TIRBRIEIRG T CRBLLZ
ADA 737 7z (Module 5.3.5.3 ISS [Appendix 4.12.10]) .

k& LT, TEAE OFILEI AL, ADAFEA Y OEFE (100%) KON ADA R L DO EE (97.1%)
CTRME TH 72, TEAE D—H T, ADA BIAMEIZ L 21V DFEO b/, HEEZ TEAE DFEBLH
A%, ADA BELA Y OFEE (40.0%) T, ADA FHE L OEE (23.5%) LV mro7c, EFEZ TEAE
IE.PT ZEIC 1 A DAHITHE SN TEY | FREDMHEMITERD bR o7z, 1 4 O/NRBFITBNT,
TFT 4 TH RSO EE TEAE BN LT-, ZOREIL, IBHER G J11C 1gG L ADA D
PUiRfizZ R L, IgE i ADA HLEMETH -7,

52322 A TEF—€ 7IL 7 7 KD FEEH R OBBUE infusion associated reaction
N TN OVRAIR O L RVEDFARIT X GHERNIC I 1T D ADA OFRBLA RN X 2 HUE IAR %
Z €4 Module 5.3.5.3 ISS [Appendix 4.12.4], [Appendix 4.12.5]% O\ Appendix 4.12.3[I1Z7~7 77,

RARE

i N DL EVEDEE FRIT RSBV T, A D ADA RBEA Y OFBFH 54 (38.5%) 12 1410
BBUE IAR 2338 H 17z, ADA FBUE L OBF 24 (7.7%) 1T 3 FOBHUE IAR 25588 b7z, ADA
FHA D OBRE T 24 L0 FICREL U BEUE IAR 13, FHE (54, 38.5%) KO 9 FEIE (244, 15.4%)
Th o7z, ADAFIIE L OEE T 2400 RIZRBL L 72 \BUENE IAR 1372 » 72,

NRBE

INR ORGSR EIC I T, ADA BB Y OBE 74 (58.3%) (2 43 fFOIRHUE IAR
MERD BT, ADAZEIIE L OREF 14 (12.5%) 12 1 FOBBUE IAR 23588 H vz, ADA FELA Y
DBF T 240N RICRE L7 WUE IAR 1X, 22 (64, 50.0%) KUVE 24, 16.7%) Tho
oo ADRD L D2, 7T 7 4 7%‘/%5\557%5@&) HIVT/NRERE 1 40F, TRBREER 5112 1gG L ADA
DU %7~ L, IgE ADA & TH - 7=,

£
LRMEGFE AT G RRIC BT, ADAFBLA Y OEE 124 (48.0%) 12 57 - OmBUE IAR
WO LI, ADARELE L OBF 34 (8.8%) |2 4 FOIRMUE IAR 2338 H L7z, IEUE IAR O
EAIR (X ADA FELA Y OB (29.04 4/100 ANF) D F57)5 ADA B L DEE (4.774/100 AF) K
<, BEREEGOMmE —E L TWe, i) L <FE® bt/ TEAE I3EH#IZ T, ADARELA Y O
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

BERAOIH 114 STHDO S B 364 ITRDHILZ, ADA BB L OBFITIXZMBILRD O
Nz o7l=,
ADA EBLA Y OBHITIHW T, IBEUE IAR OFBLEIGIIRAEE (54, 38.5%) OFHIV/NREE
(74, 58.3%) X VIK<. BEAIR THIREEETH 72 (A 1 20.26 44/100 A4, /N - 42.08 44/100 A
fF) . ADARBBIA D ORNEFE K OVNEEFICBW T, b E<ROLNT IAR ITZHRB Th -7
(BN @ 38.5%. /IR :50.0%) . ADA OFEBLZL, WHEUE IAR DY A7 KFTHY, ZD U A7 TR
NBE LV /NREETEHWZ LRS- (Module 5.3.5.3 ISI [Section 5.7.6] &% U[Section 5.7.7]) o

53 N A<T—HhHh—

5.3.1 DFI12712 (ASCEND) @ PAP #A

FVTH—BTNANTF7ILDAT 4 IAI Y COFEERBEM THHET I ROFHMEPIRE T
VI = TNT 7y EHZRIC RN L2 e 4V 77X —F8 TV 7 7 OFERIEENR R S
iz, AV 7H—8 TNVT7 7 BE5RBONMOR R T, U 72 —8 T 7 7 B54& 7% 24 K &
O 4R fR] DB MAE R F I RIREEIX, X=X T A EL D 100%LL FHEN L 72, Week 52 DI,
b7 X NREIL B GZITENTIIN U 7o B G4 T 24 RERIC _R— 2 7 A U L D £928.93%.
A IFICR—RA T A EL VK 5%OFEBNOEINE 72 o7, &KL LT, £ (RO
26 JH[E) 12, FHE GRS T I RIREIED L. (Module 5.3.5.1 DF112712 CSR Appendix 16.2.7
Other safety observations — Part 2 [16.2.7.9.1]) ,

hsCRP, &k, 7= UF | AT b=y O brAR=2 1KV IL-8 DFEHEIT, RRFRIZED L
72, Week 52 DGR, B5A& T 14 24 K O 48 B D Z U S DR A F~— T — D FHEIL, A4
THE—=BTNT 7 EETT T vAREELVIK) 572 (Module 5.3.5.1 DFI12712 CSR Appendix 16.2.7 Other
safety observations — Part 2 [16.2.7.9.1]) .

BEVENA F~—H—0D hsCRP, &, 7= VUF, LAY b=V KL brR=2TIZOWT,
B 2L OHERBIXOFHETIE, hsCRP, 7= U F U KA LY b =2 D_N—RF A i XL ULN %
8z M —H o B T EWTHE I P ICEE O b, [AERICER D LLN % FEl 5 b 23— o B
THEHEPICED vk,

PAP DA X4 —8 77 7 BED 24T, u\@“;h%) Week 38 (Z—1lPED Ll b e AR=2 1O

RO O, T ERED 14T, Week 52 IZ—BMED L h r AR =2 TOHMDBRD bz, K&
% IEH . DFE R OHISMGHE & 72T <4172 (Module 5.3.5.1 DFI12712 CSR Appendix 15.3.3
[Patient narratives - SAE]) , ETP#iicA ) X4 —¥ 77 7 0 G542% 1724 (X F7¥—F¥ T )v
Tr /S ANV TE—B TNV T s BIAKRONT TR/ FV T X—B T AT 7 #E14) T haR=r
I OEEHNN—BIEIZZRD ST, 2SO @BMEOLE haR=2 1O#NL. ECG ® PCSA |2 BHd
. RN BL L2 AEICHEE L2 b D e o7,
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274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

IL-6 DX, TV X =TT 7 LT T REICBONTUTEA CDOEBEE TREZIZRD S
iz, IL-6 OEEAMZIL, B, —iltE, Feei7Ze &, RO Sii-, IL-8 DL, H&E
B AR P O 534 T 1% 24 Refi] e OY 48 IEfRICER D Bz,

532 #AYTE—E 7L I 7REUHEHBTRER
DFI13803 (/NREEFE)

FVTH—RBTNANT7ILDAT 4 IAIY COFERBI THHET I ROFHMEP IR
FVTH =BT NT 7 OFEGHZIC—\IEIZHEN L2 &b ) 77X —8 T A7 7 OBERIEMED R
Shic, L, EHmERE 7 I MiE, &58Hb (IR0 26 BE) Z#ED L,

MEFONLE) 7 = U F REE LRV b = RIS U, SRITED SN L=, 1L-6
DRI ZALDFRD B AL, 1L-8 DR JD 135880 Hiv7e (Module 5.3.5.2 DFI13803 CSR
[Section 11.5.4.4]) ,

DFI13412 (FRARBE)

€T FOFHMIETREEL, +Y T H—8 T T 7 5% IR LT v, )
X —8 TNT 7 OBERIEN RSNz, L, FHIETEZ I ML, &EHET (FEI2R)D 26
JEED) 129D Lz, 1.0 mgkg TN 2.0 mghkg DAY 7% —€ 7T L7 7 BEHIRFIZHBL L7 2 DD APR %
BT, BV LE Y, O haeAR=21, hsCRP X O\ H /L %:V%@Uﬂéﬁ/w A~ — 1 —IZhf
IRHICEFRD & 5 Z0ITRD Hilehr o7z, Week 6 225 Week 12 (238 H 7z IL-6 O F-HJREE DY
X, 0.6~2.0mgkg DAY 77X —¥ T/L7 7 OG5 LEHHE L TEH Y, APR & ££ 5 EHa 038 S iz,
IL-8 D FEHJRFE OHENINE A Y 7 X4 —8 77 7 O H Bl O Week 2 7> 5 Week 10 (2588 B L7z,
3.0mgkg DAY I X =BT N7 7 2 EGINTWZDH%OEEM (Week 12, 14 218 26) T, %<
DBFE O IL-8 FHEEEIL, _X—RAT A L RREDEIZ/ > 7~ (Module 5.3.5.2 DFI13412 CSR
[Section 11.4.2.4]) .

LTS13632 (FRABE)
ARERMIRI . hsCRP, £k, 7=V F >, huR=> IL-6, IL-8 XU /LY b =r Gl tEn

A F~—H IR ERZDH D=2 T A 6 OEITRD S r- 7~ (Module 5.3.5.2
LTS13632 CSR [Section 11.5.5.3]) .
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6 HANGCEEBEARVKIETICETSIREN

6.1 FAVTE—E FILI7REMHEBNIARERICE T HIREAKER

6.1.1 THRID TEAE
N TN OVRAR O VEDFE AT GHENIC 35 1T A PRI TEAE % Module 5.3.5.3 1SS
[Appendix 4.10.2]1Z7~7,

A BE

N D22 RVEF ST T LI 33\ T, TEAE OFEME N OVFHEIE 1T, BB THEmITERD b
oty MEITEMED 30%LL EICRI L., BB TEMED 2 0L EORBEEE TR b
TEAE 1. &Mk (B9 - 43.8%. &tk @ 17.4%) KROWEA&R (B 31.3%., &t 13.0%) Tho7-,

/N RE

INR O PRSI R EMIC B\ T, TEAE OFREE KL O HEIS I, /INE O B L xR
D ORI DT, THEIIBYED 30%LL FICHBEL L, BB TRMED 2 f50L EOFRBEIE TR
Hi7- TEAE L, B (B : 40.0%. &M :20.0%., LLRFEIE) | RfEEEE (40.0%. 10.0%) .
S (40.0%, 20.0%) . FHZ (30.0%, 0%) MOBEHEZER (30.0%. 10.0%) ThH-ol-, ZotXix
FMED 30%LL FIZFBO B, MW THMED 2 501 EORBLEIG T biv/z TEAE (X, TR
(£t £ 50.0%. B : 10.0%, LA FFEIE) | ELs (60.0%, 30.0%) « C-RUSHEE FEEN (30.0%., 10.0%) .
FEEAR (30.0%. 0%) . A (30.0%, 0%) . MG~ = U F 480 (30.0%. 0%) KOMLH 7 /v
AV RAZ 7 Z—EHM (30.0%., 10.0%) ThH-o7,

XN

LAAMEGFA MR B M AR T, KT BED 30%LL BIC3BL L 72 TEAE © 9 b, Bk
ThMED 2 (5 LL EOFBIEIE TR b7z TEAE L&A (51 :30.8%, 4ot 15.2%) OHATH -7,
HEIZ BN TIHMED 2 58 EOFBIEIS THO bl TEAE X202 o 72,

PRl HI% < 3D BT TEAE OFEFICHOW T, Bl CHEMIZERD b o1,

6.1.2 /INROEEH T IL—THID TEAE
IR D VEDF A FRAT ST G 4E 2 35 1T A 4R KR 27 /L — 731l TEAE % Module 5.3.5.2 LTS13632 CSR

Appendix 16.2.7 AE data [16.2.7.1.2[IC KT %, kN2 <G8 Hiv/z TEAE #[16.2.7.1.14]iZ, IAR %
[16.2.7.52/I12EKT 5,
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ZORATICIE, HE44, BREIL, LR SR e LT —2NEEND, ZOMIZHIE SR 1
G, T—F Ay MA T HERER T LTS13632 IZHAAN LN, NV TH—8 T LT 7 OFR5%%
T T\ TeTe®, FITICE £ 0T, BEED DI s 7 - —7 MO HBIIEE L
THEIRT RETH 5,

ETONREFITD72< & 110 TEAE 2B L, HHETITEH 183 4, IRETIZ 7104, IR
R TIL 348 ThH o7z, 1T A ED TEAE IFRE THEETH Y | EE%O) TEAE | i%%‘i%/v—
T DK 2HIFBL LT, HEE TEAE O KT IR CRILL (FH4E 14, BE 24,
SR 54) | IR L @l%‘ﬁfa’é%rbxamf‘%&bﬁ%foa TEAE Z 581 L 7o /NEBFIZIZ LA W
o Te (HHE 04, HE: LRI 24) o ANRDO 14 KO SR 2413, DLT 1
EHRBLLUTZ, £, /N @2%&0% R/ 2 41X DLT2 258 L, IR D 141X DLT 3
ZHBL L7, TEAE XU DLT IZ X VIO & G2 ik LIo/NREH T W o Tz,

2 < B b7z TEAE (X, HF Tl BF @4, 100%) | Sk, Wam-, EIRSEZE, T,
FEKONGIR (%34, 75.0%) Thoiz, Lifi FENONE (% 74, 77.8%) . N9 K ON&
M (% 64, 66.7%) . WONCEDR., LWHEAZR., FHIL G (% 54, 55.6%) Thol, RS
IR TIX, B (644, 100%) . WGk, THI&L O EXGERGE (% 544, 83.3%) | MEM:- & O B
GAR (%44, 66.7%) . WNTH o0& 5, SPAKUOE (%34, 500%) Thotl,

IAR X, HFD 14 (25.0%) (241, WED 64 (66.7%) (2771, AL D 44 (66.7%)
_291¢$&%ém‘:0 T 1410, FERBEROE 9%E@IAR75>%§%%L7‘:O RE CTHEHZ RO L
U2 IAR (PT) (&, FEEN (440, 44.4%) | BUR. WErE, DR OSERRZ (45344, 33.3%) Thol,
LI ! %fttixéﬁ%x 2 ST IAR [FNEME & OB (%344, 50.0%) THoiz,

6.1.3 ABRURKA®D TEAE
N

LRGN B EM 2R T, 524 GRAZSAKROVNE 174) BNEAANT, 74 (RA 44K
O 34) 13F Do AFETH -7 (Module 5.3.5.3 1SS [Appendix 4.10.4]) . FEFAANDBE LI RE
T o212, AR LRGN ho T2,

Rk
E7ae ey éﬁ?/\ﬁﬂﬁﬁ%ﬁl EERTIE, 12808 A=y 7% (RA 11 AKLOVNE14) kU450
FeAR=y 7R (HA264 K OVNE 194) Th-o7= (Module 5.3.5.3 1SS [Appendix 4.10.1]) /J\'E'

BT, %wﬁhtxz\ v IR ThoTTd, N & BIROLZRMENEE AT SR Tl

Ao EIENTTe < RO RIT G H R D B O E 2 7~ T,

WFIDRIRIZIEWNT 30%LL EIZRILL, e A=y 7 RTE A=y 720 250 EOFEH

EIEHTIRD H7- TEAE (%, Wk GEt 2 3= v 7% :51.1%., b A=y 7 % 1 25.0%. uTHllé‘)
ﬂlﬂﬁf“ (35.6%. 0%) KO EREEIH (33.3%. 167%) ThHotz, WTFRNOEWET 30%LL EIZFR

DHIL, BEANRZ w7 RTIHE ZANR= w720 25 EOFRBEIS TRD Lz TEAE X722 -7z,
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722l EERAR=y T RIPASHTHSTEDIZH L, EAN=y 7RI RADHTH T2, T
O OFFRITEBEICAIRT D ME B H D,

HAANBE

DFI12712 (ASCEND) T 14D HARNEEN T ¥ AMeEhT-,

BFIL Day 1 725 Week 54 £ TT I v ROEL A% T2, PAP#IfF, B HM., &, sE%, IT
i, s =2 v 7 B, WEM % OSSR O TEAE 23581 L7z, BB -DEE O H M A OV i
Py a v 7 ERE, 2TO TEAE IIFEEE TRE CTH o7, AESI KDVIAR IFHE S e o7, 1R
BRIE & DR NG ETE RV AEIIRBL L 20 > 72, FFHIME OHiftESy 2 v 7 20T, 168
SOWE, B OVEAFENIZE 5 72 TEAE 1378 Hiv/e o> 72 (Module 5.3.5.1 DF112712 CSR
Appendix 16.2.7 AE data [16.2.7.8.1]) ,

KREFIZETP IR CTIIA Y 7 ¥ —B 77 7 O G 2% 7=, ETP #IHh | 88Jm L Ok (% 3 14F) |
FEHEEE, 2. P LR OWER (% 21F) . REEEGEROE S FEIE (% 1) O TEAE Z%ElL
72 2TO TEAEITBRE XX EE TH 72, AESI KOVIAR ITHE SN ehhoT2, 25D TEAE
DI b, BRI L OREBEBEATE TERWFERITRO ONT, IRRIEORE, &5 W&k OFEAH
WrlZ % - 72 TEAE 13388 H 725 - 72 (Module 5.3.5.1 DFI12712 CSR Appendix 16.2.7 AE data[16.2.7.8.1])

AL, PAP HIFITHFH L L O e =~ 7 ETP #IHIZ JREGEGE DA FF 3 DO EEE 7R TEAE
ZREL LT, P, HiitEs =5 v 7 ROYRBSEGEOFEMIL, Module 5.3.5.1 DFI12712 CSR
Appendix 15.3.3 [Patient narratives - SAE] (27" 7,

ECG ® PCSA (2L Y. ETP #H{Z QTcF KT QTeB DIEE A /R S417= (Week 92, 132 [QTcF D 7]
JON156) o QTcF KUY QTeB DAER 1T, 5 & £ 5.t D5 T Week 92 12588 H 4172, Week 92 D
BERIIZ QTeB D fix KIER: (446 ms, ~X— A T A L) H+47 ms) Vi H07= (Module 5.3.5.1 DFI12712
CSR Appendix 16.2.7 Other safety observations — Part 1 [16.2.7.2.3]) .

AR L, RBRBHAAEE D Week 156 £ T IgG A ADA 1ZEMETH 72, RREF T D ERBRAE

(MR FRIRR A, MiRA LR, ISR, IREEERE, JRRE) . A 21 o LEX
A, DT a— FRERA, S A~ —— RERHE, ARRERRE R O RO N—R T A
2D OB O BF EFHLELL T,

6.1.4 #HIEERDOHREA D TEAE
BN N R OVBAR O Z VGRS T SRR NI 1T 2 X— R T A VIR OFFREIR D F 5] D TEAE
% Module 5.3.5.3 ISS [Appendix 4.10. 3]\ EHIT 5,

FRARE

PN DL EVEPFEFRIT R RENTIN T, N=Z T A VEEOMBIEROF TP D5, ML T
TEAE OFHH & FEBIEIA TR E ZRIEWVTRD b h o7z, MREREZ AT 2 BEHDR DIz,
KIERIIREN TH D Z LITHENLETH D,

Property of the Sanofi group - strictly confidential Page 130

VV-CLIN-0540256 3.0



274 BRKRMREMN
FVTEF—E 7ILT7 (GEGFHEZR)

/N
INBOLEVEFFE T REIZ BN T, N—=RA T A URFOMBIEIRO A I 6T, LT
/INRBEITIIT D TEAE QR & BBIEI S IR E REWVITRED b Rino T,

2
RPN R REM 2IRIZB N T, RX—=R2 T A EFIZHRIER DY 15 40 (BN :7/39 44 [18.0%] .
/N 8204 [40%] ) IZERO B, 444 (RN : 324, /MR 124) [IEiR Ez%ricrbxof:o
NR— 2T A CEFOMPIER L, HEAZ < 386 B L7z TEAE OFEEE K OB EIAIITHE L KT S
2o T,

6.1.5 R—XF4 VEOFELEDHFERD TEAE

RN DL EPERFERIT R REHIC BN T, 39/ 2B R—A T A VIFICIHEZZ A L T, £
DIHILEA N T =B TV T7 7 HOBETHY (EE/ TEAE TH D VA LV AMEB R, FECEIT.
W B} OMioD TEAE Z 5881 L7z, (DB IMIC BT 5 TEAE 1&727 > 72 (Module 5.3.5.3 ISS
[Appendix 4.11.1], [Appendix 4.11.2]. [Appendix 4.11.3]1}% O[Appendix 4.11.4])) , 9 14 DREFIFT T
BARET, PAP I, BEREZA., HIRIE . FEK O 4 & ol i CIFE S 72 TEAE 2 R8L L 7=,

6.2 FNITEF—F 7ILI77REMHEBIFEERAICES TE20NAEER

6.2.1 higiAID TEAE
RN N R VAR D 2 M R A AT R R 2 BT, #ilikB > TEAE 14, Module 5.3.5.3 ISS
[Appendix 4.10.511Z77 7,

AN BE

N DLEVENFE IR RERIC BN T, kb AN bz BE 84) IIREMTH -7
Tz, FZEM (1740) RO OMOHIE (144) 2O LI BE OFRERIZESNTT =X
AL LT, AHUROM R, RIKOFR & FBEOMMmZ 7 Lz, 30%LL EOBE THBLL7- TEAE
DOFBEEIL, WL TIRO TR LD b3 E o720y, BEREDPRONTND 0, Zatirs
FENT T SRR I W T L7,

/NRBE
NE O EMHFE IR RERIZ BN T, ALK RO DA BN BER (EhTh 64

KON 1240) FRERTH 7272, SR bt a2 E < 2 LT TE R o1, BEBDIRS
NTNWDLTew, BEVEDFE T REM 2RI TR L7z,
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27 ABERMAR M
AYIH—E 7LD 7 REFHEBRR)

ik

Z2EHS R SEA2EICIEWT BN GHAANGNTE 294 (BRA1TERUVNE 124),
kP oHlAINLNTZ 144 (BRABARUVNE 64) RUEOMOHIE LHEAAN LN 164

(FRA 144 RUVNR24) 208 ELE,

Hia% < 8% HiL/- TEAE ORRFIEGIT, FOMmoMigo B CHEL TEL ., LkoBETEDL
Ehof, HEAE <M LN TEAE OBEICEMITRD Shid -, WIhio il T 30%2L
FIZHEHB L, WThhOHEEE T 2 FLL EOoRBHEGOENRTD L/ TEAE IT, ik (b, B
BEOFOMOETEFILEN 85.7%, 41.4%K1F188%, LIFREIE) . FSEBE (78.6%, 20.7%K 1k
313%) . &P (78.6%., 69%MKTF0%) . R (643%, 62.1%KTF125%) . #HF (643%, 69%ET}
0%) . EHERFFZE (57.1%, 172%KT00%) , ERELE (57.1%, 34%K&000%) . EMEEESR (50.0%, 62.1%
E1F250%) . EREEE (50.0%, 24.1%%& 11 18.8%) |, FE (50.0%, 13.8%K 11X 63%) . Sl (50.0%,
13 8% T8 0%) | B REMIWIE (50.0%, 0% TF 0%) | 5l-h&  (50.0%, 0% T8 0%) | &6 (42.9%,
6.9%% F 12.5%) | B (42.9%, 6.9%K& 1 0%) | R EZR (42.9%, 0%K T 0%) . H&Him (42.9%,
17.2%K 18 12.5%) . TG (42.9%, 13.8%K 18 12.5%) . HE#BHE (35.7%. 0%K1F63%) . &
B (35.7%., 24.1%K1F12.5%) . HEME (35.7%, 172%& 11 188%) . F S EEME (35.7%., 172%K
6.3%) . BIEIEESR (357%., 3.4%K1F6.3%) . HAKKGR (35.7%, 34%KR 10 0%) . 8% (0%, 37.9%
E1r63%) BRUBE (35.7%, 0%K&T0%) Thol,

M SRR REA2EICE T, AESERIZ, HEME <EY oz TEAE DERFIEG R
URERICEE Lo T,

6.3 Emergency Investigational New Drug [Z& 13274 ) 74 —€ ZIL 77 DER

#[E 235V T Emergency Investigational New Drug (eIND) (2L 0, /NEBF1 LB F) THF—F T
N7 7 O¥EEZH, «IND X, ASMD fLIRAHREZE T ARz &L L,
AAV2-thASM % AV ARG FEROMBEIIC FEEREZESHL I LEEBH L LTV, &
WIRRIER DEITEEET AL, TEANRTRL ZOBBEFIEEEZITOLERS -,

TOBEZ, 003 mgkg PAERTAY ¥ —¥ 77 7 DFREREEZ %, VT 3EEREE
Zi, ThoDIABFHIRF ThH-o7, TO®, BERXTF 74 7% —RIEEEBR L=, BETFE
MOBEICL Y FHEEINSFRVEBOTEL 2o E, ELTELIZA VI F—ETAL T 7 EEIC
DT LAF—CEITHEERICHT BB FIRICBIT 2EEICEN A7 22, #1H»
B#IZ-INDERHPHREZRY THAIRENT EN, BEIH2ERICEEBLIFROB(LOEDIC
BT L=,

ABE DML, Module 5.3.5.4 [Investigator-initiated emergency IND report]iZ7 =7,
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6.4 EYHEEAR
INFEEINTWA insilico KW in vitro T —Z I ES< & BEH O 7 T A0S (ZrtxvFo ., 7

aTawYr SRR D Bl AITTINET VT IIV] 2L) OfficE b, ASM
TEPEDME 92 ATREMEDVRIZ STV 5(T) (8), 25 OIANT, WM AEAER O Al RetEnd 5720,
F VT HE—E TIT 7 OFRRRER CIEOFAEEESRICRE L,

T, BFAUMEEBEER e AZ IV (nTx Yy TARAuTIE Y TAT IV —)L, A
AF RN L AF 72 E) 1, AV TH—E TIT 7 OIEEZEK T S8 25 /R R STk
58) LIZ3o T, ZNHDHEANZ AN T HEGEDOUEVEAEEIIMGTT 52 EBUNETH D, 723,
FARPTE A X XV EOE A OHIRIX /2,

6.5 IFiRRCIEIFOFER
FVFHE—F TINT 7 ORI IR X3 R O B 1 TRBR I I A AN ST, BRER AR
AR U7 AR AL &2 BRMR L7 EBF 1T W e o 7z,

6.6 BERS
3.1.5.5 H|ZRC# L 7=,

6.7 EWIELA

EELHDOAEENED & % TEAE IFIRD PTIZ# ST 5D & Lz @ L35k sy, B, BN, @
STV, FEWED E WV, BERE LR, FHEISRES, BIR, WEHBREROEE., FHRERIC
KR BEE, R IEREE . BN, SEELIRRE. RLYER, M. SEAIBEDOEGERE, B
P, ALK DO,

r

6.7.1 DFI12712 (ASCEND) @ PAP #A

PAP #2580 S N HMELH O "l HeME D 3 % TEAE 1X, A% () 7H—B T 7 7 KL O T T
BARFETENEI 0%K TN 16.7%., LATEIA) | FEMED £V (0%& TN 11.1%) . EFEE (5.6% & )
0%) T, AV TE =¥ 77 7LV L7 TR TEL)>7- (Module 5.3.5.1 DFI12712 CSR
Appendix 16.2.7 AE data [16.2.7.2.5]) ,

FIHFTBEZRBRIR T — # R OFERRIR T — X (232 < &L AV 74 —8 77 7 [ LM MBE R 2 @i L
BRNZ D, AV THE =BT N7 7 IR HEWELH ORISR/ NRTH S Z LRI D,

6.72 FAUTHF—€ 7T 7REEHEBITNRER
BN AN OVRAR O 2 M OF S FRAT R B E I 31T D3 ELF O AlREM: D & % TEAE % . 3 20
\ZHERT D,
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RN BE

N DL VEGEE TR S RERIC BN T, 104 (25.6%) 12 41 EOEWELH O A HENMED & % TEAE
RO LI, IS RO LNT-DOIXFENED T 341) KOARZE 41F) THhH-oiz,

/N EBE
INB DL EVEGFE AT R GREIC BV T, 34 (15.0%) (2 5 H0FEYELH O AHEM:D & 5 TEAE 73
DO, HEINEZ LB ONT-OIXFEMED W @ 1E) Thotz,

éw
MRS IR R EMAERIZ BT, EWELH O D & % TEAE 28 134 (22.0%) 12 46 4
ww%hto_hgwgﬁmk% IZEEMED F 0 (16.9%. 381F) ThoT-,

% 20 - Summary of treatment-emergent adverse events of abuse potential by primary SOC and PT -

Olipudase alfa safety set

Pediatric Adult Overall
(N=20) (N=39) (N=59)
Primary system organ class (SOC)
Preferred term (PT) n (%) Events n (%) Events n (%) Events
Patients with >1 event 3 (15.0%) 5 10 (25.6%) 41 13 (22.0%) 46
AEEE 1 (5.0%) 1 4(10.3%) 6 5 (8.5%) 7
& 1 (5.0%) 1 4 (10.3%) 4 5 (8.5%)
5 DR 0 0 2 (5.1%) 2 2 (3.4%) 2
HRREE 3 (15.0%) 4 7 (17.9%) 34 10 (16.9%) 38
ZEESHEL 3 (15.0%) 4 7 (17.9%) 34 10 (16.9%) 38
—f% - 2BEFES L VR EGHEOIKE 0 0 1(2.6%) 1 1(1.7%) 1
BERK 0 0 1 (2.6%) 1 1 (1.7%) 1

N = Number of patients treated within each group, n (%) = number and % of patients with at least one event in the category, Events
= number of events in the category

The abuse potential related preferred terms are: Euphoric Mood, Feeling Abnormal, Feeling Drunk, Feeling of Relaxation,
Dizziness, Thinking Abnormal, Hallucination, Inappropriate Affect, Somnolence, Substance Induced Mood Disorder, Mood
disorder due to a general medical condition, Psychotic Disorder, Aggression, Confusional State, Disorientation, Drug Tolerance,
Drug Withdrawal Syndrome, Substance Use Disorders, Anxiety, Depression.

MedDRA/J version 22.0 has been used for coding the adverse events.

The TEAEs are provided in SOC internationally agreed order.

PGM=PRODOPS/GZ402665/OVERALL/CTD 2020 JPN/REPORT/PGM/ae_socpt iss s t.sas
OUT=REPORT/OUTPUT/ae_socpt_iss_s_t_abuse i.rtf (29JUN2020 - 2:08)
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AU TE—€ FLT7 (EEFHEED)
6.8 BERUERRURBIRER

AV F =8 TNT 7 OFGIBE 2 BB USRI BT 5 SIBRIEFEM L TR,

6.9 BEHERRUEHIEEICHT IZERIIEHIEREDES
ﬁ)75~ﬁ7»77@§@$@%@%m@¢ \ZxF T DRI OWTORBRITER Lo T2, A

V7R —8 7v7 7 XK BE Y & i L7,

THEWRT T v AR ERER CTH D DFI12712 (ASCEND) @ PAP HiICZB® L7 TEAED 9 B, H
B HE ORI B I B A KE TR E O B 5 40, IRiE (W#ECH 24 [11.1%] ) | F#)
PDHFEN (FVTHX—B T AT 780, 7T RREE 24 [11.1%] ) . K (AU THX—E T
TR0, T EAREE 1 [5.6%] ) ReTRIOIREE (AU X —E 7T B [5.6%] .
TTRREE 0 L RAED E N (FV TEX =BT AT R L [5.6%]) . T RREE01F) K
— WP A (Y X —8 T 7 7 B 05.6%]) . 77 B AREE:0 1) T o 72 (Module 5.3.5.1
DFI12712 CSR Appendix 16.2.7 AE data [16.2.7.2.5]) , PAP #IHIZF8D H 72 IAR TlE, HBEWFEEIRSC
PRI 8 A T T ATREME S & D TEAE 1L, WEiEO £V (KU 74— 7 v 7 78 - 0, 7
TRREE 1 [5.6%]) ) ROMEME (U7X —8T A7 78 14 [5.6%] . 77 BREE: 01)
Td-7= (Module 5.3.5.1 DFI12712 CSR Appendix 16.2.7 AE data [16.2.7.3.1]) .
BREEITRE I NRD o7,

FIHAAIRE 22 7 — 225 < & H B BGEISOH R EIC FAETEL R HBLT HHAITERD
nipnoiz,
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7 THRERT—4
BT,
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8 ARNBMOZREMET—4
FUE RO OB E TR %, KRR E LTI T O 1 SO XROH 25T 5.

Aldosari MH, de Vries RP, Rodriguez LR, Hesen NA, Beztsinna N, van Kuilenburg ABP, et al.

Liposome-targeted recombinant human acid sphingomyelinase: Production, formulation, and in vitro
evaluation. Eur J Pharm Biopharm. 2019 Apr;137:185-95.

EFH B, invitro i E FEIC, Bz e MigEA T 4TI ) F—FD YR Y —AKEIC
T, BEMENLYBIFICARDAREMNENGH S LIREL TV 5,
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9 ZHMLRLEtOiER

7T R BEE TH D DFI12712 (ASCEND) Ti, PAPY¥ith, £ ToOIBEN TEAE #HEH L,
BHZ <D ONFSIT, BHE, LEmEg, EROGERYE, BERERUEW Tho7, 77 EREIC
HArANFHF—EBTAZ77HTIE, R (AN TFF—ETALT7 78 66.7%, 77 EHE44%) RV
B (V7 —ETA778H22%, 77 ERE %W HRLBLEOHoNE, FVFF¥—ET
N7 7 HETIIEEO TEAE OEBRFGIIBBORIEC, 77 BARHETIL DLT O EHE 4~ 7 TEAE 7
LB FHER L,

DFI12712 (ASCEND) @ PAP iz W\ T, EE: TEAE ORERBIGI 7 IR LAV 75 —¥ 7
N7 FEETIIFERET, ERELOEREBEIATETE2VWEER TEAE, HEREOCRETIEIZE-
7z TEAE, XRFCIRWThORETLRD L)oo, BBERFEE CHESN- AR X, T8
ENTWEEBYV Y FERBLIVAV 7Y —ETA 77 HTELEBOLN, BRIVBRLELZEHEN
fro FNVFH—E TA77HETIZTAPR LI CRS FHEENhoTe, AV FF—E T L7 7HD4
ZDOIERIER LT THRE LT ADADPRD LN BE T, 245356 ADA #/R L35, {§ ADA
RIiEThotz, BEOME~OERY ALZEET S NALEREH LT, 240 BEOREREORE
THEBMONAbBMEE R LE, 77 ERBELF) F¥—E TAT7 7 HOMT, BERE, 1%
NAthA v ECGIZOWTERENIZEZEDH LB WIIRD Lol

) FHF—F TT 7 BT S EMOBIT TIX, 120RANBEF R 2TOREDL,
Bl b 1O TEAE 2B L, EEFIZIZLEACPEEIGTHETHo, RABRE THER
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