TSI RETED Mg )P,
BIRET:E 150 mg &) oo,
TIILIT Y FRTETS mgR,
B T:E150 mgR >
ICEET &

AEHICREHESN-BERICRIEFRVABROEREE. ¥/ 71 BRI
REITSHLDTHY. HAHFEREFEXEALUSNOEFBNICFIAT S LE
TEFEEA,

B/ 714 %KX&1




LY
SANOFI
B/ 714 %Kt

7AYo <T (GEEFHEBZ)

1.5 BREXIIHERDOEER VHAREDOERE
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1.5 BERXITERORBRURFEORZE
SAR236553 -7 O <7 (EizFHEZ)

7 = 1 xR 3
1 R )BTRS A =ROY S5 -9 RN E 0L 5 - ST 4
1.1 R R R B T U0 T oot 4
1.2 B B DA et 5
1.2.1 BB IR I B .ottt ettt e ettt e et 5
120 IR B ettt 5
RO ) o SRS RNSRSRRRN 5
B B = SO SRSRRRRRN 6
1.2.2 B R I BB oot e ettt ettt 6
1,221 B IR BB ST B .ottt ettt ettt ettt ettt 6
1.2.2.2 R B U R R DDA BE oottt ettt ettt ettt ettt 7
1.2.3 = T Ty L O == b = SRS 9
1.2.4 s E 2 = [OOSR 9

X H X

B1-7UBRIITITRBBAFEDIRIRE ..o 10
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1.5 BRX R ORERVEAREORER
SAR236553 - 709 % J GEEFHHEEEZ)

BMI:
HCV:
HDL-C:
heFH:
hoFH:
HMG-CoA:
JAS:
LDL-C:
LDLR:
non-FH:
PCSKO:

PD:
PK:
Q2W:
Q4Ww:
SAE:
TEAE:

is=S & H

= 2=
ENTERE

=111}

body mass index ({&#+5%0)

hepatitis C virus (C BJFR T A /LX)

high-density lipoprotein cholesterol (& E YR Z /37 a L AT 1 —)L)

heterozygous familial hypercholesterolemia (™7 B #5MEFEMR 22 L AT 12— L IMLE)
homozygous familial hypercholesterolemia (A8 E#AIRFHEMER = L AT 17— /L IE)
3-hydroxy-3-methyl-glutaryl-CoA (3-B Ru & /-3-XF L7V % U L-CoA)

Japan Atherosclerosis Society ( H ARBRAE{L2)

low-density lipoprotein cholesterol (XLLE Y A& /7 a L X 7w —)L)

low-density lipoprotein receptors (ffRLLE U AR & /N7 2 84K)

non-familial hypercholesterolemia (FEZF M = L A7 1 —/LIfLfiE)

proprotein convertase subtilisin kexin type 9 (71 % > /X7 HHRAfER Y7 F U >
¥ 97)

pharmacodynamic (3£77%)

pharmacokinetic (FEAEhE)

every 2 weeks (2182 1 [A])

every 4 weeks (4182 1 [A])

serious adverse event (FEE72HEHFFG)

treatment-emergent adverse event (JEBRFER G- N CTHEBLL A EFSR)
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1.5 BRX R ORERVEAREORER
SAR236553 - 7 ) A X TJ (GEGTFHEMR)

1 EREXEIEROZERUHAXEORER

7 Unrr <7 (SAR236553 XX REGN727) 137 1 & L\ Bl 7F Vo0 r¥s 9
A (PCSK9) #[ET D54t Mt ) 7 o—FAHE (IgGl 7TA YV EAF) THY . EWEfrET
PCSK9 IR ERINZHE AT 5, 7V v~ 71X, BB MuEs7 a7 ) OB E AL T ¢ R
A CIERG Lice Mg a7 U D OE#H 2 AN SR EFEEG~T e 4 BIETHY | BT
FHHEZ BEIIZ L0 F v A =— AN L2 Z —IRBHI 2 W CREA STz, HURT O EEH S OMREH o 7]
AR, TV v~ T OERTH D PCSKI AL OARMIPED E fElk 2 i L TV b,

TV s <7 O THSH PCSKI 1L, Ahkts, B CABEAYIZEINT 15 &Mifa b S 4, T
FOREIZH HIRLE Y AF R 7 25K (LDLR) IZ/5E T 5, LDLRIZ2 L AT n— L& %< 1K
WE Y AR K 37 (LDL) R ZEER M2 HFRET 5 BRI CH 0 | iflEo LDL BUAA I ER
M OREY R2 37 2L A7 m—)L (LDL-C) E Z R E T 2, MllalZ Y JA £ 4172 LDLR {Z PCSK9
DfEA LT 5 & LDLR O3 i DMiEtE & 45 7= 8 iFfifa R i R » BAIH S5 LDLR 23 3%,
7 UwZ~7%, PCSK9 @ LDLR ~DfE & ZHET 5 Z & T, LDL K ZFrRET 57295 D LDLR O#K
NS, 2O/ LDL-CEAKT &5,

AHIX Sanofi 1}z Y Regeneron Pharmaceuticals, Inc. (Regeneron £1) 23/ = L A7 v — L IfE & ONR
ARG REIEOIRIR, WO ME A X F OFIEMH 2 B L L CHRFERRE L W5,

KETIX, Y 7 ASHENE L AT o — L IEIC T AIEEEK E LT L TRY .. BED
SEMEPR CLDL-C OV EH HAEICE L TW AW E I L AT v — VIERE IIFEEES 2 L AT o —
NVIFERFIIXI L, A2 F OO (MONREKR FFREOAEIIR DRV TR TREENL 2L
ZHBIE LTWD,

11 HREOBMERVAEE

77 u— AMEIRIELIEL, KOS DT ARICEBWTHIEC K OEEO FERFRTHY . &
2 L AT a—)VIE, #5512 LDL-C EO# L., 77 v — AMEShIREELIE & OSE BRI o 3 22 fEfRIA
TTHD, 013FEICEMINTEFREICLD & 77 v — LEBAREELEE O T dH 2 dlh iRz R
MO R EIE, AARANDIETIRR O 2L O 4 iz 5T 5D,

LDL-C (Z2 L AT B— VK FRIEO XL HIENTH Y | BERERY A7 OF®he)a s — bz
RARA Y FEINTWD, £< OIS T, LDL-CH & mBIRE R A <2 kO 5 [E 7o [E R0 BEEE 3 F
ST, AXF 1 T HMG-CoA Bl F #PHH L LDL-CEAZER T /5 &, JifREi ) 27
K TT D2 eI TVn5D,

oL ATa—)VIEZ &R E REIEOFE L LT, BABRE(LFS (JAS) o (@R bt
IR TBIAA T4 201241 (JAS HA KT A 2) TIXBEDO Y A7 25 U TREEL O LDL-C
OE IR ABME AR ET D,
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1.5 EREXIETFHEROBER UHRORZRE
SAR236553 - 7 YO 4 X7 GEEFHER)

WANDIRE REEEBEOTA RTA 1, ZNETORZF I MM OHELNIZET &
B E 2, BEOLIE ) A7 iDLDLC@ﬁﬁHﬁﬁ% RET DL OHELE L T D, BRI Ok
EOHTA RTA L TIENTIS GLIME U A7 OEWEFIT L TAZ F b EZ#HERE L T D,

INBDHA RTA L THRENTWAHAEZF U2 AL TH, KL LT LDL-C O # B AEEIC
L TWRWZ ENREL  HRDIFER FRIEDSMNE L SILTWD, AFIZBWTH, A X F U 1ELDL-C
ZIRNCIR T S E2IREE T E U CBAERL S EHINTWD A, x&%y%ﬁ%ﬁifwéﬁﬁ
DFIZFENZIBNT, A T A 2 THE STV D LDL-C OFELHEEIZE L TV W &0 5 #idn
bb, DD, X VEFEIZLDL-CEZIK T S E 5 MEOH HEEMER 2 VAT 7 — /VIEBERT
71— LMEBAREELIED U 2 7 3@ VEE Tk, BARSIEEIR MEEOBMAELE L LTS,

DX RERRNEES, TV e~ TE, AZF AL DEEFIRE (Mo REK FREEOAR K
IEMH7e\) TLDL-C D=2y e —ARnA5kEma L AT v — VIlERE R OFEEERER 2 VAT 1
—VIEBE OF 7RI OBERIE & L TR SN D, 612, 2L DBETOLMEA N hF
FEPNH O FIREME S WIfF S D,

12 FRORE

1.2.1 FERRPREAER

1.2.1.1 ZFIEHER

7V a7 O—HEOIEERIEHRER TIE, invito IZB T L7 I rI7~v7 0Ok N O NS OHE)
YR 3k PCSK9 ~DfEAHE, PCSK9 & LDLR & OFHASERIC K 2 BE/ER, W ONZ PCSK9 A
3% LDL-C DA ~DOBGA 3T 2 IHIER OREZ BRETT 2 & & bl REEAGERE s L
27 1 —/VISE (hoFH) HBFE HSRRRHESEMAN O LDLR 368, W NI > EET VKR R =27 A F L
@ in vivo (2331 F D AEER L H LDL-C A& T Z 5l L 7=,

DR, PR R M O RSR ORI L, 7 v M RO =7 A PV THENE L 7= FBERBRI T AGA
NTZ, Flo, AFEWICT, KEOHKR AR PCSK9 # Mk EEICHsinT 5 & CRIIFR T A LA
(HCV) I/ S 302 A REME DNV R STV D Z &G —H O in vitro & TN in vivo 7R & FfE L,
PCSK9 & CD81 (HCV RAMEEIKRDTRSY) DOREMR A M L 7=,

1.21.2 RYBhREHER

7 v ROV 2 DT R B R 2 i L. 7Y v 7~ 7 & BREIRN K OB TR G- L
e EOHEYERE PK) 7u 7y A VERHE L, £, T o oL v, 5 Dok T
WLEET V<7 ORETa 7 7 A VAR L, E6I2, KT&EREEHEDOT I ns~7OPK 7R
T 7 AMIKT 2R ERBEORELTM L, 7V v s <7 O L OHRIEERER T E M L7220 72,
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15 BRXIEROEREVHEOEE

SAR236553 - F yn4wd (EiFEEA)

Ty LT hASRRET o OESEEFAEAEER IC OWTE, AW EFRRSEMR
BirBWT h®FoafpnT o7 A (TK) Z8H L7~

1.21.3 HitEs
Tl w7 OREE T 77 ANE Ty P RBA= 7 AT LERAWmE e » HBORERSE

HERE, h=s A FALEANVERE BEMOT MAZRZF o OREFBRSEERR, 79 M4
R ir - IGIRRA~ORECRET A8ER, 7 =7 A P 2RVt B AR R AR ORAE
ME (ePPND) BB ONZE b, 7 v FRUH =7 A4 PO I A 2= RO SR TR L
7w 7w TOTK 7 r 7y AR ORERE [HiEDiiE (ADA) BIE] %7 v MR L%
%wf%%bkﬁ@Eﬁﬂﬁﬁﬁ&Uiﬁ%iﬂﬁﬁﬁfﬂﬁLtuik\%wmﬁﬁEﬁﬁﬁﬁﬁ
TTrIas~7%7 hARAFF U EHRBESE LEEZ0T7 e s<7 0O TK 707 7 A4 VAT
Hrlblo, TIas~w7BE#OT7T FUARRAFF U RBZOTERBORELHELE, 72
7~ T OMAFRYEE T 27200 OE R HIEERERE (R UEM A AV -3 A RPERER) 11 L
Ao T,

1.2.2 BRRFER

1.2.21 EHEEREFTE
BB A2 AR OBEFENAME ST, B EIER A5 T LDL-C BPEBEAZEICEL TWAE

WEI L AT B — L ERE R OFEES 2 - A7 o — VIERF T LT, BEE TEEC B
S5 ENAEATHS, FOid, FHROBEREBRRESEILZ, S22 A7T e —/VMERFETRICAH
V&ﬁ%&ﬁ(%®%EﬁT%%®ﬁﬁ@ﬁb&w)L#k%®7)ﬂ777®ﬁﬂﬁ&0 2%
Bt ai=dicT a1 v aEns,

oz LT, dEihss s Em L, IIEIIINRINIG - %
Torz. N - - - D <.
N
| EGliegdchENtSiididae 0 |
I =S D o &k L7,

BaH: 7= 5 o 2= DT & N 5 TR O B ORERS & LT IO R,

o [EHPFFE T AHE (TDU12190 #5)  AARANEEHBRE 2 %0, 7o s~7 (100mg, 150
mg. 250mg XiL300mg) A HEIR TS L-LxoiaetE, ZEE, PK RTEHNYE (PD)
AR L7,

o [ENFELMAE (Dr112361 &%)  —EHEOT hARAFF o EFHLTWAHAAG
AT o—VIERE ARSI, TV o r<7 50mg, TSmg RO 150mg % 212 1 | (Q2W)
12BEE THRE L, HRARFIZBI AT I n s 7 OoEEHAEHRFT L,
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1.5 EREXIETFHEROBER UHRORZRE
SAR236553 - 7Y B4 X7 GEETFHIEZ)
o [ENFHIHER (EFC13672 3BR) : ~7 n#EAMERKEME R = L AT 1 —/LifjE (heFH) B4

HENRE RO E A2 AT 5 HF M E 2 L 27 10—/ VIJE (non-FH) HBE UL IAS A KT
A T—RTPBENT TV —INZi%YST 5 non-FH FBEZ 55 & Lz, RiakEe LC—EHE
DAXTF v (WOFFER FREOREIIMbR) 2HE5ESNTWAEBHEIL, TUVrrs~T
75mg & 22 1B (75 mg Q2W) B T 45- [75mg Q2W T LDL-C 8% 57> U HIE L7 fH
LV EWEAIT 150mg & 282 1[E (150 mg Q2W) #ehH~HE] Lz L& & OFIMEROZL 4
METITEREHB L CIMdTsZ & &L,

AR LT DWIEZ R DO DMIRT — 2 /8y r— 13, ARANZXE L Lz ERL o ERFH
BRORTREEND EEZD, LvL, Za— LR EICIE, xR \NHEYE2ET 55
a L A7 n—/VIIERE K NEEREE R EERE P42 O T LIHA AN LN TEY, 7 n
7= T DHENER LS L THERERERIT 5 2N s b, 612, 7Inrs<7
THHRIERETF 26T 28ATHL 2 Lnb, ZbDIRHREENOEO NIRRT — 4
T, ARANBEORENT 07 7 A VR L BENRZENEDO ) 27 2 PRI DI AMT
b%, Lo T, Zu—"A7F =237V nr <7 OFhRe LIRS RS 572005 G L7
V95 EEZ, WARIKRREZENBRRT =2y r—I2@n 5 L& LT,

1.2.2.2 HHHERUVR2HEOHEE
ENEIAHRER (EEC13672 38BR) # I, ZHETIIELNET Y a7~ 7 OFGM R OE 4
PO % LU R IRl 5,

1. AEEETIEM

EFC13672 i Cl&, LDL-C ZbRZHEEL LT, 7V nr~7 75mg QQW KU EHE L LT
150 mg Q2W D7 7 RIZx T BN EE S o, X—R T A Vb FE 514 24 BRE L O 5.4 52

I & T LDL-C 213 GRFE V) O 77 &R & ORI ZE1T-64.1% (p<0.0001) & 1V—58.9% (p<0.0001)
Thy, 7In s <7 FA2F o LOHEE (MOREKRTEEOREIM D) THREFIC
HECHKMICE®RD® S LDL-C DK TE2R Lz, 77 ~<7I2k 5 LDL-C DK TFEHIE, heFH
J O non-FH, 4, BMIL, PERI, ~_X—2F A > ® LDL-Cfl, BHRIFOFEIZH0D BT, —E LT
RO, Fle SN AZ FrOFEIC L2 hb LT, B L TLDL-CIIE T L7z, 612
TVl ~TOFEGIZED VREZ X7 @MBONEERF N 7)Y FIIFEFFRIICAERICEKT L (&
LR OB ZEIXENZEIN-42.0%K5 -22.0%) . mEY RZ X7 a L 27 a—/v (HDL-C) I3#iqt
FHNCHBEIC B L (B LR OB 2213+5.8%)

B 5.4% 12 FFFIZ 75 mg Q2W 705 150 mg Q2W (I B S N7 BA 13 2/140 4 (W91 heFH B T
Be5% 2L 1R ERGESNTZRBED I HD 14%) Thol, T DOHE LEFIZBN
T, X—=RAF7 4 /5O LDL-C &% (FE¥) 1X, 75 mg QQW %&ﬁénﬂ\t&ﬁﬁé 12 3 Tl
—41.9%T&H Y, 150 mg Q2W ([ZHi T SN 7- 5% 24 HIF Tl3-49.6% Th o7 Z L b, I QUN: ]
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15 BRXIEROEREVHEOEE

SAR236553 - 7 Y049 <D GAGTFHEMEZ)

A LDL-CET (-7.7%) Z#@EH 6N, ZOBEEIZ) A LDL-C & Fid, DFI236] RABE TR 5
N 75mg QQWEEL 150 mg QW B TH SN LDL-C EEDE ($19%) LRBETH-~,

2. T T A

Tlor<w7OHEANBRETOREMNT. DFI12361 A5 K R EFC13672 AB O RICE-IEFML
PN BOHEABE COREMEFERICNA T Vo — it Zettr— % [7 v F 2785 2ol
FRAPRE) £CEETLAE2RBEEFCI36T2 BB &< — KB P=T Lt oREs+ 5
el LR LA, ML AT _ToRettsy —40ns, T unrses7ORGREFENERENE, B
AR COERERLSE T TRE LA-FESES (TEAE) | EEAFEESE SAE) RUVEREOHLF
IEiZFE -7 TEAE OREBEEG 03, SEMCEEMICBELRA2T I nr>70ZetEuv 7 74
AR E s T, P u—rULitE et T — % Cid, TEAE, SAE R UOVARIEOH SdIEIcE
<7 TEAE BEOHEITREHB CTREEECTH Y, WTEFIEERIZLATT Vo s 7HTo e,
S, BRRE RO 0 — G EEET —# Ondi G, LDL-C il 2 [FEeE T 25 me/dL i &
ol BETON S RE RN EOBSITERD 5T, FRCETTERIZ{E LDL-C (B L T4 ek
DB AMEFIESE I ORIER LED SRR, FMEOFOMO 7 I N—7T, T
7w T OREMZ- O TERREAICHME L 2 5FWEES ST, FE %ﬁ%?% HES AFT
(B LR etE 0B e LT ) u e T OBEEIIR SRR o, BB, RENE
F R OMARRS AT S %?é@@% R b leino iz,

HAEANBRET, BREMLEMCEBRIEL ORRER LT TE SN2 TEAE 342, &HE<
HE SN TEAE IFEREIKIE T, 77 R BIch_T7 Vo7 <=7 HTRREG S E -2, 1E
WEME RS, 7o —rUb AR 2T — X B CHLRIER (Al L oS TECE 20 &
LTREENZ, L, EREMKEOIERLASE, BECT—@BETHY  BBREOREHRIE SV
ELTAHL0TiERdosiz,

3.

EFC13672 38 Cid, 52 MM& 5RO TEAE HIfIC W TIEBRER 5T TR 7T U v o7 < 7HEEE
AR LEBEET e THT 28% @143 4) ThHYO | TS TOFEKBE RS THmbtiER T
R bhRoln, T ) ey v THEEEBRERVEBERE T, 7oy T OBRER, AUMEX
FEEMECE L TEWTIRD oo, EARIERBREE (FiESEEEII7T Ve s <~ 78T
147/3033 48 (4.8%) 1 TiL, §u7 U v 7 < 7 HUABIERE TR RIS OB BB G R E o7 h 0
O, BAANBETHONLAFEREFEKC, T s ORER, AOEIIEESECE L TEVD

Lol T as v 7B THRREAROTBEIZTL TN THY, ZRLOBET, T
n%@%ﬁkuncﬁ?@%ﬂiié@t@ﬁ%%% BT AT = F IR GV ho o, BN K
VA OEEFRRB CRE SN T LA —CHE LA EERIL, ﬂbfﬁf&#%gﬁ%oka@
WHERIL, B U 27 BTofi, @it =2 ) o7 EORE RN Al L0 BT 5 2 L 3w
BTHLEHEZLD,
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1.5 EREXIEFHEROBEER UHRORZRE
SAR236553 - 71U AV X J GEEGFHHEEZ)

UboZ &int, 7YV w7 <713, MORERTRIEOREID D DLT, —EHEORAZF &
OPFREEIZ XY LDL-C # X F &, thOfFE 7 A =X I LT A ThoTe, ZORKT 1w
MEIT Ve 7T REICEELIZV A7 % ERISZHDOTH L, 612, 7TV r~v7o#fEIn5H
EREE, AZTF OO AHRE T 75mgQQW o526 L, +0 72 BB G o niEaicix
150 mg Q2W ~HET 2 Z &N TE D, FEMEDEWT L T AR5 HETH 5,

F 72, EFC13672 HBR T H-1% 24 WLIBEICH O G 2N A[REL L7 2 A, TV ns~7 3B
BEOFBIZEOTAHNTHY . BCEGICLHIHEOLREMEOBRELRD bNRhoTe, Liciio
T, tORBERALO N L —=0 7 2E T2 2 Lk, HERGIZEI-TbT U ns~7HKE
MAMRETH B,

1.2.3 BEMEE - R, AL - A2

TIVRIZTDORRT 4y k- VRIZ T 77 A VLRI THY , BAFOIHEYIGE CHoricar b
02— /L SN TWRNE I VAT v — VIERE IFIFEEEE 2 L AT e — VIIJERFIZX L, 7R
7= VIR B R ORI D—2 & L THIFFC&E 2, AHESIZER L T hoFH A X%f5: & U 7o FiIR SR
IRFEH LT gy, R EO T, BRREE S L TO hoFH LT heFH, AFIDOXHK T v F IR
UR7 ZEBR L, FIEMES 2 VAT v — /VIEEE O R EMIRRORIKE LT Ins~7%
AT D 2 LICEPERLD D L E X, LEN-> T, UTFIORTHEEDRE - 2hE, BeEHE - H
BE LT, KRBHFEETOIZLE LT

G EESIES)

Ea L AT a—)LIIE, FEMEE 2 L AT v — VIiLE

272l UFO%HEICRS,

» HMG-CoA E iR L EANC L DIRE THIRBIENE LR WS

(ALK O ]

WL AN, 7YV rr<T (B Z) & LT 75mg 2 2 BIZ 1 ER TiREGT 5, +507%
RN SN2 VAT 150mg % 2 BIC 1 [BRGICHETE 5,

1.2.4 BAFOZER
7TV ar <7 ORBORMERZK 1 I1ZRT,
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16 fEIZHE T LERKREFICRET 28N
SAR236553 - 7 Y AU (EETFHEERA)

1 SNETOEZERSERKR

TUes=7k, 201547 H 24 B kE, 20159 A B CBRIN TR Sz (1) L 2016
1 HFRETE, RERURNEZET33 » B g cdiEasntky | [|» B Hig cigRELET ©
5,

AH OHRE L BN OERMATE, RORETEESMEFR (CCSD iRt 5,

®1-RKERUERMIZE T HEZBRE

KE B (hRBEA L)
[5fE PRALUENT PRALUENT
RESRWERR 20ll=lEHE 20=H A=
REBEAH 20154 7 A 24 H 2015 9 AMAE
-8 75 mgimL FL 24 ER L - 75mgimL FL 74N ALY
- 150 mg/mL ZFLZ 4L FAR L 150 mg/mL FL 2 1L FR
- 75mgimL FL 2N EL) D -75mgimL FL 2N EL) D
150 mg/mL FLZ K1) 150 mgmL FL 21K )
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Solution for SC injection in pre-filled pen or pre-filled syringe

COMPANY CORE SAFETY INFORMATION

LI, 5~13E%HIE
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ANNEX 1

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

1. NAME OF THE MEDICINAL PRODUCT

Praluent 75 mg solution for injection in pre-filled pen
Praluent 150 mg solution for injection in pre-filled pen
Praluent 75 mg solution for injection in pre-filled syringe
Praluent 150 mg solution for injection in pre-filled syringe

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
75 mg/ml solution for injection

Each single-use pre-filled pen contains 75 mg alirocumab in 1 ml solution.
Each single-use pre-filled syringe contains 75 mg alirocumab in 1 ml solution.

150 mg/ml solution for injection:
Each single-use pre-filled pen contains 150 mg alirocumab in 1 ml solution.
Each single-use pre-filled syringe contains 150 mg alirocumab in 1 ml solution.

Alirocumab is a human IgG1 monoclonal antibody produced in Chinese Hamster Ovary cells by
recombinant DNA technology.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM
Solution for injection (injection)

Clear, colourless to pale yellow solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Praluent is indicated in adults with primary hypercholesterolaemia (heterozygous familial and non-familial)
or mixed dyslipidaemia, as an adjunct to diet:
- in combination with a statin or statin with other lipid lowering therapies in patients unable to reach
LDL-C goals with the maximum tolerated dose of a statin or,
- alone or in combination with other lipid-lowering therapies in patients who are statin-intolerant, or for
whom a statin is contraindicated.

The effect of Praluent on cardiovascular morbidity and mortality has not yet been determined.

4.2 Posology and method of administration

Posology
Prior to initiating Praluent secondary causes of hyperlipidaemia or mixed dyslipidaemia (e.g., nephrotic

syndrome, hypothyroidism) should be excluded.
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The usual starting dose for Praluent is 75 mg administered subcutaneously once every 2 weeks. Patients
requiring larger LDL-C reduction (>60%) may be started on 150 mg administered subcutaneously once
every 2 weeks.

The dose of Praluent can be individualised based on patient characteristics such as baseline LDL-C level,
goal of therapy, and response. Lipid levels can be assessed 4 weeks after treatment initiation or titration,
when steady-state LDL-C is usually achieved, and dose adjusted accordingly (up-titration or down-titration).
Patients should be treated with the lowest dose necessary to achieve the desired LDL-C reduction.

If a dose is missed, the patient should administer the injection as soon as possible and thereafter resume
treatment two weeks from the day of the missed dose.

Special populations

Paediatric population

The safety and efficacy of Praluent in children and adolescents less than 18 years of age have not been
established. No data are available.

Elderly
No dose adjustment is needed for elderly patients.

Hepatic impairment
No dose adjustment is needed for patients with mild or moderate hepatic impairment. No data are available
in patients with severe hepatic impairment.

Renal impairment
No dose adjustment is needed for patients with mild or moderate renal impairment. Limited data are
available in patients with severe renal impairment (see section 5.2).

Body weight
No dose adjustment is needed in patients based on weight.

Method of administration
Subcutaneous use.

Praluent is injected as a subcutaneous injection into the thigh, abdomen or upper arm.
It is recommended to rotate the injection site with each injection.

Praluent should not be injected into areas of active skin disease or injury such as sunburns, skin rashes,
inflammation, or skin infections.

Praluent must not be co-administered with other injectable medicinal products at the same injection site.

The patient may either self-inject Praluent, or a caregiver may administer Praluent, after guidance has been
provided by a healthcare professional on proper subcutaneous injection technique.

Precautions to be taken before handling
Praluent should be allowed to warm to room temperature prior to use. Praluent should be used as soon as

possible after it has warmed up. (see section 6.6)

Each pre-filled pen or pre-filled syringe is for single use only.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
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4.4 Special warnings and precautions for use

Allergic reactions

General allergic reactions, including pruritus, as well as rare and sometimes serious allergic reactions such as
hypersensitivity, nummular eczema, urticaria, and hypersensitivity vasculitis have been reported in clinical
studies (see section 4.8). If signs or symptoms of serious allergic reactions occur, treatment with Praluent
must be discontinued and appropriate symptomatic treatment initiated (see section 4.3).

Renal impairment

In clinical studies, there was limited representation of patients with severe renal impairment (defined as
eGFR < 30 mL/min/1.73 m?) (see section 5.2). Praluent should be used with caution in patients with severe
renal impairment.

Hepatic impairment
Patients with severe hepatic impairment (Child-Pugh C) have not been studied (see section 5.2). Praluent
should be used with caution in patients with severe hepatic impairment.

4.5 Interaction with other medicinal products and other forms of interaction

Effects of alirocumab on other medicinal products
Since alirocumab is a biological medicinal product, no pharmacokinetic effects of alirocumab on other
medicinal products and no effect on cytochrome P450 enzymes are anticipated.

Effects of other medicinal products on alirocumab

Statins and other lipid-modifying therapy are known to increase production of PCSKO9, the protein targeted
by alirocumab. This leads to the increased target-mediated clearance and reduced systemic exposure of
alirocumab. Compared to alirocumab monotherapy, the exposure to alirocumab is about 40%, 15%, and 35%
lower when used concomitantly with statins, ezetimibe, and fenofibrate, respectively. However, reduction of
LDL-C is maintained during the dosing interval when alirocumab is administered every two weeks.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no data from the use of Praluent in pregnant women. Alirocumab is a recombinant IgG1 antibody,

therefore it is expected to cross the placental barrier (see section 5.3). Animal studies do not indicate direct
or indirect harmful effects with respect to maintenance of pregnancy or embryo-fetal development; maternal
toxicity was noted in rats, but not in monkeys at doses in excess of the human dose, and a weaker secondary
immune response to antigen challenge was observed in the offspring of monkeys (see section 5.3). The use
of Praluent is not recommended during pregnancy unless the clinical condition of the woman requires
treatment with alirocumab.

Breast-feeding
It is not known whether alirocumab is excreted in human milk. Human immunoglobulin G (IgG) is excreted

in human milk, in particular in colostrum; the use of Praluent is not recommended in breast-feeding women
during this period. For the remaining duration of breast-feeding, exposure is expected to be low. Since the
effects of alirocumab on the breast-fed infant are unknown, a decision should be made whether to
discontinue nursing or to discontinue Praluent during this period.

Fertility
In animal studies, there were no adverse effects on surrogate markers of fertility (see section 5.3). There are
no data on adverse effects on fertility in humans.
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4.7 Effects on ability to drive and use machines
Praluent has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile
Most common adverse reactions were local injection site reactions, upper respiratory tract signs and

symptoms, and pruritus. Most common adverse reactions leading to treatment discontinuation in patients
treated with Praluent were local injection site reactions.

No difference in the safety profile was observed between the two doses (75 mg and 150 mg) used in the
phase 3 program.

Tabulated list of adverse reactions

Adverse reactions are presented by system organ class. Frequency categories are defined as: Very common
(=1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (=1/10,000 to <1/1,000); very
rare (<1/10,000) and not known (cannot be estimated from the available data).

The following adverse reactions were reported in patients treated with alirocumab in pooled controlled
studies:

Table 1 — Adverse Reactions reported in patients treated with alirocumab in pooled controlled studies

System organ class Common Rare

Immune system disorders Hypersensitivity,
hypersensitivity vasculitis

Respiratory, thoracic and mediastinal Upper respiratory tract signs

disorders and symptoms*

Skin and subcutaneous tissue disorders Pruritus Urticaria,
eczema nummular

General disorders and administration Injection site reactions**

site conditions

* including mainly oropharyngeal pain, rhinorrhea, sneezing
** including erythema/redness, itching, swelling, pain/tenderness

Description of selected adverse reactions

Local injection site reactions

Local injection site reactions, including erythema/redness, itching, swelling, and pain/tenderness, were
reported in 6.1% of patients treated with alirocumab versus 4.1% in the control group (receiving placebo
injections). Most injection site reactions were transient and of mild intensity. The discontinuation rate due to
local injection site reactions was comparable between the two groups (0.2% in the alirocumab group versus
0.3% in the control group).

General allergic reactions

General allergic reactions were reported more frequently in the alirocumab group (8.1% of patients) than in
the control group (7.0% of patients), mainly due to a difference in the incidence of pruritus. The observed
cases of pruritus were typically mild and transient. In addition, rare and sometimes serious allergic reactions
such as hypersensitivity, nummular eczema, urticaria, and hypersensitivity vasculitis have been reported in
controlled clinical studies. (See section 4.4)
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Special populations

Elderly

Although no safety issues were observed in patients over 75 years of age, data are limited in this age group.
In controlled studies, 1158 patients (34.7%) treated with Praluent were >65 years of age and 241 patients
(7.2%) treated with Praluent were >75 years of age. There were no significant differences observed in safety
and efficacy with increasing age.

LDL-C values <25 mg/dL (<0.65 mmol/L)

In pooled controlled studies, 796 of 3340 patients (23.8%) treated with Praluent had two consecutive values
of LDL-C <25 mg/dL (<0.65 mmol/L), including 288 patients (8.6%) with two consecutive values

<15 mg/dL (<0.39 mmol/L). These mostly occurred when patients were initiated and maintained on 150 mg
Q2W of Praluent regardless of the baseline LDL-C value or the response to treatment. No adverse reaction
was identified related to these LDL-C values.

Immunogenicity/ Anti-drug-antibodies (ADA)

In phase 3 studies, 4.8% of alirocumab-treated patients had a treatment-emergent ADA response as
compared to 0.6% in the control group (placebo or ezetimibe). The majority of those patients exhibited
transient low-titer ADA responses with no neutralising activity. Compared to patients who were ADA
negative, patients with an ADA positive status did not exhibit any difference in alirocumab exposure,
efficacy, or safety, except for a higher rate of injection site reactions. Only 1.2% of patients exhibited
neutralising antibodies (NAD), all of them in the alirocumab group. Most of these patients had only one
positive neutralising sample. Only 10 patients (0.3%) had two or more NAD positive samples. The data do
not suggest a correlation between the presence of NAb and LDL-C lowering efficacy or safety.
Immunogenicity data are highly dependent on the sensitivity and specificity of the ADA assay.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked
to report any suspected adverse reactions via the national reporting system listed in Appendix V.

4.9 Overdose

In controlled clinical studies, no safety issues were identified with more frequent dosing than the
recommended every 2 week dosing schedule. There is no specific treatment for Praluent overdose. In the
event of an overdose, the patient should be treated symptomatically, and supportive measures instituted as
required.

5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: not yet assigned ATC code: not yet assigned

Mechanism of action

Alirocumab is a fully human IgG1 monoclonal antibody that binds with high affinity and specificity to
proprotein convertase subtilisin kexin type 9 (PCSK9). PCSK9 binds to the low-density lipoprotein receptors
(LDLR) on the surface of hepatocytes to promote LDLR degradation within the liver. LDLR is the primary
receptor that clears circulating LDL, therefore the decrease in LDLR levels by PCSKO9 results in higher blood
levels of LDL-C. By inhibiting the binding of PCSK9 to LDLR, alirocumab increases the number of LDLRs
available to clear LDL, thereby lowering LDL-C levels.

The LDLR also binds triglyceride-rich VLDL remnant lipoproteins and intermediate-density lipoprotein
(IDL). Therefore, alirocumab treatment can produce reductions in these remnant lipoproteins as evidenced
by its reductions in apolipoprotein B (Apo B), non-high-density lipoprotein cholesterol (non-HDL-C) and
triglycerides (TG). Alirocumab also results in reductions in lipoprotein (a) [Lp(a)], which is a form of LDL
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that is bound to apolipoprotein (a). However, the LDLR has been shown to have a low affinity for Lp(a),
therefore the exact mechanism by which alirocumab lowers Lp(a) is not fully understood.

In genetic studies in humans, PCSK9 variants with either loss-of-function or gain-of-function mutations have
been identified. Individuals with single allele PCSK9 loss-of-function mutation have lower levels of LDL-C,
which correlated with a significantly lower incidence of coronary heart disease. A few individuals have been
reported, who carry PCSK9 loss-of-function mutations in two alleles and have profoundly low LDL-C
levels, with HDL-C and TG levels in the normal range. Conversely, gain-of-function mutations in the
PCSK9 gene have been identified in patients with increased LDL-C levels and a clinical diagnosis of familial
hypercholesterolaemia.

In a multicenter, double-blind, placebo-controlled, 14 week study, 13 patients with heterozygous familial
hypercholesterolaemia (heFH) due to gain-of-function mutations in the PCSK9 gene were randomised to
receive either alirocumab 150 mg Q2W or placebo. Mean baseline LDL-C was 151.5 mg/dL (3.90 mmol/L).
At week 2, the mean reduction from baseline in LDL-C was 62.5% in the alirocumab-treated patients as
compared to 8.8% in the placebo patients. At week 8, the mean reduction in LDL-C from baseline with all
patients treated with alirocumab was 72.4%.

Pharmacodynamic effects

In in vitro assays, alirocumab did not induce Fc-mediated effector function activity (antibody-dependent
cell-mediated toxicity and complement-dependent cytotoxicity) either in the presence or absence of PCSK9
and no soluble immune complexes capable of binding complement proteins were observed for alirocumab
when bound to PCSKO.

Clinical efficacy and safety

Summary of the Phase 3 Clinical Trials Program

The efficacy of alirocumab was investigated in ten phase 3 trials (five placebo-controlled and five
ezetimibe-controlled studies), involving 5296 randomised patients with hypercholesterolaemia (heterozygous
familial and non-familial) or mixed dyslipidaemia, with 3188 patients randomised to alirocumab. In the
phase 3 studies, 31% of patients had type 2 diabetes mellitus, and 64% of patients had a history of coronary
heart disease. Three of the ten studies were conducted exclusively in patients with heterozygous familial
hypercholesterolaemia (heFH). The majority of patients in the phase 3 program were taking background
lipid-modifying therapy consisting of a maximally tolerated dose of statin, with or without other lipid-
modifying therapies, and were at high or very high cardiovascular (CV) risk. Two studies were conducted in
patients who were not concomitantly treated with a statin, including one study in patients with documented
statin intolerance.

Two studies (LONG TERM and HIGH FH), involving a total of 2416 patients, were performed with a

150 mg every 2 weeks (Q2W) dose only. Eight studies were performed with a dose of 75 mg Q2W, and
criteria-based up-titration to 150 mg Q2W at week 12 in patients who did not achieve their pre-defined target
LDL-C based on their level of CV risk at week 8.

The primary efficacy endpoint in all of the phase 3 studies was the mean percent reduction from baseline in
LDL-C at week 24 as compared to placebo or ezetimibe. All of the studies met their primary endpoint. In
general, administration of alirocumab also resulted in a statistically significant greater percent reduction in
total cholesterol (Total-C), non-high-density lipoprotein cholesterol (non-HDL-C), apolipoprotein B (Apo
B), and lipoprotein (a) [Lp(a)] as compared to placebo/ ezetimibe, whether or not patients were
concomitantly being treated with a statin. Alirocumab also reduced triglycerides (TG), and increased
high-density lipoprotein cholesterol (HDL-C) and apolipoprotein A-1 (Apo A-1) as compared to placebo.
For detailed results see Table 4 below. Reduction in LDL-C was seen across age, gender, body mass index
(BMI), race, baseline LDL-C levels, patients with heFH and non-heFH, patients with mixed dyslipidaemia,
and diabetic patients. Although similar efficacy was observed in patients over 75 years, data are limited in
this age group. LDL-C reduction was consistent regardless of concomitantly used statins and doses. A
significantly higher proportion of patients achieved an LDL-C of <70 mg/dL (<1.81 mmol/L) in the
alirocumab group as compared to placebo or ezetimibe at week 12 and week 24. In studies using the criteria-
based up-titration regimen, a majority of patients achieved the pre-defined target LDL-C (based on their
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level of CV risk) on the 75 mg Q2W dose, and a majority of patients maintained treatment on the 75 mg
Q2W dose. The lipid-lowering effect of alirocumab was observed within 15 days after the first dose reaching
maximum effect at approximately 4 weeks. With long-term treatment, efficacy was sustained over the
duration of the studies (up to 78 weeks in the LONG TERM study). Following discontinuation of alirocumab,
no rebound in LDL-C was observed, and LDL-C levels gradually returned to baseline levels.

In pre-specified analyses before possible up-titration at week 12 in the 8 studies in which patients started
with the 75 mg every 2 weeks dosing regimen, mean reductions in LDL-C ranging from 44.5% to 49.2%
were achieved. In the 2 studies in which patients were started and maintained on 150 mg every 2 weeks, the
achieved mean reduction of LDL-C at week 12 was 62.6%. In analyses of pooled phase 3 studies that
allowed up-titration, among the subgroup of patients up-titrated, an increase from 75 mg Q2W to 150 mg
Q2W alirocumab at week 12 resulted in an additional 14% mean reduction in LDL-C in patients on a
background statin. In patients not on a background statin, up-titration of alirocumab resulted in an additional
3% mean reduction in LDL-C, with the majority of the effect seen in approximately 25% of patients who
achieved at least an additional 10% LDL-C lowering after up-titration. Patients up-titrated to 150 mg Q2W
had a higher mean baseline LDL-C.

Evaluation of Cardiovascular (CV) events

A cardiovascular outcomes trial whose primary endpoint is adjudicated major adverse cardiovascular events
(MACE, i.e. CHD death, myocardial infarction, ischemic stroke, and unstable angina requiring
hospitalisation) is ongoing.

In pre-specified analyses of pooled phase 3 studies, treatment-emergent CV events confirmed by
adjudication, consisting of coronary heart disease (CHD) death, myocardial infarction, ischemic stroke,
unstable angina requiring hospitalisation, congestive heart failure hospitalisation, and revascularisation, were
reported in 110 (3.5%) patients in the alirocumab group and 53 (3.0%) patients in the control group (placebo
or active control) with HR=1.08 (95% CI, 0.78 to 1.50). MACE confirmed by adjudication were reported in
52 of 3182 (1.6%) patients in the alirocumab group and 33 of 1792 (1.8%) patients in the control group
(placebo or active control); HR=0.81 (95% CI, 0.52 to 1.25).

In pre-specified final analyses of the LONG TERM study, treatment-emergent CV events confirmed by
adjudication occurred in 72 of 1550 (4.6%) patients in the alirocumab group and in 40 of 788 (5.1%) patients
in the placebo group; MACE confirmed by adjudication were reported in 27 of 1550 (1.7%) patients in the
alirocumab group and 26 of 788 (3.3%) patients in the placebo group. Hazard ratios were calculated post-
hoc; for all CV events, HR=0.91 (95% CI, 0.62 to 1.34); for MACE, HR=0.52 (95% CI, 0.31 to 0.90).

All-cause mortality

All-cause mortality in phase 3 studies was 0.6% (20 of 3182 patients) in the alirocumab group and 0.9% (17
of 1792 patients) in the control group. The primary cause of death in the majority of these patients was CV
events.

Combination therapy with a statin
Placebo-controlled phase 3 studies (on background statin) in patients with primary hypercholesterolaemia
or mixed dyslipidaemia

LONG TERM study

This multicenter, double-blind, placebo-controlled, 18-month study included 2310 patients with primary
hypercholesterolaemia at high or very high CV risk and on a maximally tolerated dose of statin, with or
without other lipid-modifying therapy. Patients received either alirocumab at a dose of 150 mg Q2W or
placebo in addition to their existing lipid-modifying therapy. The LONG TERM study included 17.7% heFH
patients, 34.6% with type 2 diabetes mellitus, and 68.6% with a history of coronary heart disease. At week
24, the mean treatment difference from placebo in LDL-C percent change from baseline was -61.9% (95%
CI: -64.3%, -59.4%; p-value: <0.0001). For detailed results see Table 2. At week 12, 82.1% of patients in the
alirocumab group reached an LDL-C <70 mg/dL (<1.81 mmol/L) compared to 7.2% of patients in the
placebo group. Difference versus placebo was statistically significant at week 24 for all lipids/ lipoproteins.
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COMBO I study

A multicenter, double-blind, placebo-controlled, 52 week study included 311 patients categorised as very
high CV risk and not at their pre-defined target LDL-C on a maximally tolerated dose of statin, with or
without other lipid-modifying therapy. Patients received either 75 mg alirocumab Q2W or placebo in
addition to their existing lipid-modifying therapy. Dose up-titration of alirocumab to 150 mg Q2W occurred
at week 12 in patients with LDL-C >70 mg/dL (>1.81 mmol/L). At week 24, the mean treatment difference
from placebo in LDL-C percent change from baseline was -45.9% (95% CI: -52.5%, -39.3%; p-value:
<0.0001). For detailed results see Table 2. At week 12 (before up-titration), 76.0% of patients in the
alirocumab group reached an LDL-C of <70 mg/dL (< 1.81 mmol/L) as compared to 11.3% in the placebo
group. The dose was up-titrated to 150 mg Q2W in 32 (16.8%) patients treated beyond 12 weeks. Among the
subgroup of patients up-titrated at week 12, an additional 22.8% mean reduction in LDL-C was achieved at
week 24. The difference versus placebo was statistically significant at week 24 for all lipids/ lipoproteins
except TG and Apo A-1.

Placebo-controlled phase 3 studies (on background statin) in patients with heterozygous familial
hypercholesterolaemia (heFFH)

FH I and FH I studies

Two multicenter, placebo-controlled, double-blind 18-month studies included 732 patients with heFH
receiving a maximally tolerated dose of statin, with or without other lipid-modifying therapy. Patients
received either alirocumab 75 mg Q2W or placebo in addition to their existing lipid-modifying therapy. Dose
up-titration of alirocumab to 150 mg Q2W occurred at week 12 in patients with LDL-C

>70 mg/dL (>1.81 mmol/L). At week 24, the mean treatment difference from placebo in LDL-C percent
change from baseline was -55.8% (95% CI: -60.0%, -51.6%; p-value: < 0.0001). For detailed results see
Table 2. At week 12 (before up-titration), 50.2% of patients reached an LDL-C of

<70 mg/dL (<1.81 mmol/L) as compared to 0.6% in the placebo group. Among the subgroup of patients
up-titrated at week 12, an additional 15.7% mean reduction in LDL-C was achieved at week 24. Difference
versus placebo was statistically significant at week 24 for all lipids/ lipoproteins.

HIGH FH study

A third multicenter, double-blind, placebo-controlled 18-month study included 106 heFH patients on a
maximally tolerated dose of statin, with or without other lipid-modifying therapies, and a baseline LDL-C
>160 mg/dL (>4.14 mmol/L). Patients received either alirocumab at a dose of 150 mg Q2W or placebo in
addition to their existing lipid-modifying therapy. At week 24, the mean treatment difference from placebo in
LDL-C percent change from baseline was -39.1% (95% CI: -51.1%, -27.1%; p-value: <0.0001). For detailed
results see Table 2. Mean changes for all other lipids/ lipoproteins were similar to the FH I and FH II studies,
however statistical significance was not reached for TG, HDL-C and Apo A-1.

Ezetimibe-controlled phase 3 study (on background statin) in patients with primary hypercholesterolaemia
or mixed dyslipidaemia

COMBO 11 study

A multicenter, double-blind, ezetimibe-controlled 2 year study included 707 patients categorised as very high
CV risk and not at their pre-defined target LDL-C on a maximally tolerated dose of statin. Patients received
either alirocumab 75 mg Q2W or ezetimibe 10 mg once daily in addition to their existing statin therapy.
Dose up-titration of alirocumab to 150 mg Q2W occurred at week 12 in patients with LDL-C

>70 mg/dL (>1.81 mmol/L). At week 24, the mean treatment difference from ezetimibe in LDL-C percent
change from baseline was -29.8% (95% CI: -34.4%, -25.3%; p-value: <0.0001). For detailed results see
Table 2. At week 12 (before up-titration), 77.2% of patients reached an LDL-C of

<70 mg/dL (<1.81 mmol/L) as compared to 46.2% in the ezetimibe group. Among the subgroup of patients
up-titrated at week 12, an additional 10.5% mean reduction in LDL-C was achieved at week 24. Difference
versus ezetimibe was statistically significant at week 24 for all lipids/ lipoproteins except for TG, and Apo
A-1.
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Monotherapy or as add-on to non-statin lipid-modifying therapy
Ezetimibe-controlled phase 3 trials in patients with primary hypercholesterolaemia (without a background
statin)

ALTERNATIVE study

A multicenter, double-blind, ezetimibe-controlled, 24 week study included 248 patients with documented
statin intolerance due to skeletal muscle-related symptoms. Patients received either alirocumab 75 mg Q2W
or ezetimibe 10 mg once daily, or atorvastatin 20 mg once daily (as a re-challenge arm). Dose up-titration of
alirocumab to 150 mg Q2W occurred at week 12 in patients with LDL-C >70 mg/dL (>1.81 mmol/L) or
>100 mg/dL (>2.59 mmol/L), depending on their level of CV risk. At week 24, the mean treatment
difference from ezetimibe in LDL-C percent change from baseline was -30.4% (95% CI: -36.6%, -24.2%; p-
value: <0.0001). For detailed results see Table 2. At week 12 (before up-titration), 34.9% of patients reached
an LDL-C of <70 mg/dL (<1.81 mmol/L) as compared to 0% in the ezetimibe group. Among the subgroup of
patients up-titrated at week 12, an additional 3.6% mean reduction in LDL-C was achieved at week 24.
Difference versus ezetimibe was statistically significant at week 24 for LDL-C, Total-C, Non-HDL-C, Apo
B, and Lp(a).

This trial evaluated patients who did not tolerate at least two statins (at least one at the lowest approved dose),
In these patients, musculo-skeletal adverse events occurred at a lower rate in the alirocumab group (32.5%)

as compared to the atorvastatin group (46.0%) (HR=0.61 [95% CI, 0.38 to 0.99]), and a lower percentage of
patients in the alirocumab group (15.9%) discontinued study treatment due to musculo-skeletal adverse
events as compared to the atorvastatin group (22.2%). In the five placebo-controlled trials in patients on a
maximally tolerated dose of statin (n=3752), the discontinuation rate due to musculo-skeletal adverse events
was 0.4% in the alirocumab group and 0.5% in the placebo group.

MONO study

A multicenter, double-blind, ezetimibe-controlled, 24 week study included 103 patients with a moderate CV
risk, not taking statins or other lipid-modifying therapies, and a baseline LDL-C between

100 mg/dL (2.59 mmol/L) to 190 mg/dL (4.91 mmol/L). Patients received either alirocumab 75 mg Q2W or
ezetimibe 10 mg once daily. Dose up-titration of alirocumab to 150 mg Q2W occurred at week 12 in patients
with LDL-C >70 mg/dL (>1.81 mmol/L). At week 24, the mean treatment difference from ezetimibe in
LDL-C percent change from baseline was -31.6% (95% CI: -40.2%, -23.0%; p-value: <0.0001). For detailed
results see Table 2. At week 12 (before up-titration), 57.7% of patients reached an LDL-C of

<70 mg/dL (<1.81 mmol/L) as compared to 0% in the ezetimibe group. The dose was up-titrated to 150 mg
Q2W in 14 (30.4%) patients treated beyond 12 weeks. Among the subgroup of patients up-titrated at week
12, an additional 1.4 % mean reduction in LDL-C was achieved at week 24. The difference versus ezetimibe
was statistically significant at week 24 for LDL-C, Total-C, Non-HDL-C and Apo B.
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Table 2: Mean Percent Change from Baseline in LDL-C and Other Lipids/ Lipoproteins in Placebo-

Controlled and Ezetimibe-Controlled Studies

Mean Percent Change from Baseline in Placebo-Controlled Studies on Background Statin

LONG TERM FHI and FHII (N=732) High FH (N=106) COMBO I (N=311)
(N=2310)
Placebo | Alirocumab | Placebo | Alirocumab | Placebo | Alirocumab | Placebo | Alirocumab
Number of 780 1530 244 488 35 106 205
patients
Mean 122.0 122.8 140.9 141.3 201.0 196.3 104.6 100.3
Baseline (3.16) (3.18) (3.65) (3.66) (5.21) (5.10) (2.71) (2.60)
LDL-Cin
mg/dL
(mmol/L)
Week 12
LDL-C (ITT)? 1.5 -63.3 54 -43.6 -6.6 -46.9 1.1 -46.3
LDL-C (on 14 -64.2 5.3 -44.0 -6.6 -46.9 1.7 -47.6
treatment)®
Week 24
LDL-C (ITT)? 0.8 -61.0° 7.1 -48.8° -6.6 -45.7¢ 2.3 -48.2"
LDL-C (on 0.7 -62.8 6.8 -49.3 -6.6 -45.5 -0.8 -50.7
treatment)®
Non-HDL-C 0.7 -51.6 7.4 -42.8 -6.2 -41.9 -1.6 -39.1
Apo B 1.2 -52.8 1.9 -41.7 -8.7 -39.0 -0.9 -36.7
Total-C -0.3 -37.8 5.5 -31.2 -4.8 -33.2 -2.9 -27.9
Lp(a) -3.7 -29.3 -8.5 -26.9 -8.7 -23.5 -5.9 -20.5
TG 1.8 -15.6 4.3 -9.8 -1.9 -10.5 -5.4 -6.0
HDL-C -0.6 4.0 0.2 7.8 3.9 -3.8 3.5
Apo A-1 1.2 4.0 -0.4 4.2 2.0 -2.5 33
Mean Percent Change from Baseline in Ezetimibe-Controlled Studies
On Background Statin Without Background Statin
COMBO Il (N=707) ALTERNATIVE (N=248) MONO (N=103)
Ezetimibe | Alirocumab Ezetimibe Alirocumab Ezetimibe Alirocumab
Number of 240 467 122 126 51 52
patients
Mean Baseline 104.5 108.3 194.2 191.1 138.3 141.1
LDL-C in mg/dL (2.71) (2.81) (5.03) (5.0) (3.58) (3.65)
(mmol/L)
Week 12
LDL-C (ITT)? -21.8 -51.2 -15.6 -47.0 -19.6 -48.1
LDL-C (on -22.7 -52.4 -18.0 -51.2 -20.4 -53.2
treatment)®
Week24
LDL-C (ITT)? -20.7 -50.6° -14.6 -45.0" -15.6 -47.2'
LDL-C (on -21.8 -52.4 -17.1 -52.2 -17.2 -54.1
treatment)®
Non-HDL-C -19.2 -42.1 -14.6 -40.2 -15.1 -40.6
Apo B -18.3 -40.7 -11.2 -36.3 -11.0 -36.7
Total-C -14.6 -29.3 -10.9 -31.8 -10.9 -29.6
Lp(a) -6.1 -27.8 -7.3 -25.9 -12.3 -16.7
TG -12.8 -13.0 -3.6 -9.3 -10.8 -11.9
HDL-C 0.5 8.6 6.8 7.7 1.6 6.0
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Apo A-1 -1.3 5.0 2.9 4.8 -0.6 4.7

*ITT analysis — intent-to-treat population, includes all lipid data throughout the duration of the study irrespective of
adherence to the study treatment.

® On-treatment analysis — analysis restricted to the time period that patients actually received treatment.

The % LDL-C reduction at week 24 corresponds to a mean absolute change of:

¢ -74.2 mg/dL (-1.92 mmol/L); 4.71.1 mg/dL (-1.84 mmol/mL); ©-90.8 mg/dL (-2.35 mmol/L); f.503 mg/dL (-
1.30 mmol/L); & -55.4 mg/dL (1.44 mmol/L); h_84.2 mg/dL (-2.18 mmol/L); ' -66.9 mg/dL (-1.73 mmol/L)

Paediatric population

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

The European Medicines Agency has waived the obligation to submit the results of studies with Praluent in
all subsets of the paediatric population in the treatment of mixed dyslipidaemia (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

Absorption
After subcutaneous administration of 50 mg to 300 mg alirocumab, median times to maximum serum

concentration (t,,) were 3-7 days. The pharmacokinetics of alirocumab after single subcutaneous
administration of 75 mg into the abdomen, upper arm or thigh were similar. The absolute bioavailability of
alirocumab after subcutaneous administration was about 85% as determined by population pharmacokinetic
analysis. Steady state was reached after 2 to 3 doses with an accumulation ratio of about 2-fold.

Distribution
Following intravenous administration, the volume of distribution was about 0.04 to 0.05 L/kg indicating that
alirocumab is distributed primarily in the circulatory system.

Biotransformation
Specific metabolism studies were not conducted, because alirocumab is a protein. Alirocumab is expected to
degrade to small peptides and individual amino acids.

Elimination

Two elimination phases were observed for alirocumab. At low concentrations, the elimination is
predominately through saturable binding to target (PCSK9), while at higher concentrations the elimination of
alirocumab is largely through a non-saturable proteolytic pathway.

Based on a population pharmacokinetic analysis, the median apparent half-life of alirocumab at steady state
was 17 to 20 days in patients receiving alirocumab as monotherapy at subcutaneous doses of either 75 mg
Q2W or 150 mg Q2W. When co-administered with a statin, the median apparent half-life of alirocumab was
12 days.

Linearity/non-linearity
A slightly greater than dose proportional increase was observed, with a 2.1- to 2.7-fold increase in total
alirocumab concentrations for a 2-fold increase in dose from 75 mg to 150 mg Q2W.

Special populations

Elderly

Based on a population pharmacokinetic analysis, age was associated with a small difference in alirocumab
exposure at steady state, with no impact on efficacy or safety.

Gender
Based on a population pharmacokinetic analysis, gender has no impact on alirocumab pharmacokinetics.

12

Page 25



Race

Based on a population pharmacokinetic analysis, race had no impact on alirocumab pharmacokinetics.
Following single-dose subcutaneous administration of 100 mg to 300 mg alirocumab, there was no
meaningful difference in exposure between Japanese and Caucasian healthy subjects.

Body weight

Body weight was identified as one significant covariate in the final population PK model impacting
alirocumab pharmacokinetics. Alirocumab exposure (AUC,.144) at steady state at both the 75 and 150 mg
Q2W dosing regimen was decreased by 29% and 36% in patients weighing more than 100 kg as compared to
patients weighing between 50 kg and 100 kg. This did not translate into a clinically meaningful difference in
LDL-C lowering.

Hepatic impairment

In a phase 1 study, after administration of a single 75 mg subcutaneous dose, alirocumab pharmacokinetic
profiles in subjects with mild and moderate hepatic impairment were similar as compared to subjects with
normal hepatic function. No data are available in patients with severe hepatic impairment.

Renal impairment

Since monoclonal antibodies are not known to be eliminated via renal pathways, renal function is not
expected to impact the pharmacokinetics of alirocumab. Population pharmacokinetic analyses showed that
alirocumab exposure (AUC.144) at steady state at both the 75 and 150 mg Q2W dosing regimen was
increased by 22%-35%, and 49%-50% in patients with mild and moderate renal impairment, respectively,
compared to patients with normal renal function. The distribution of body weight and age, two covariates
impacting alirocumab exposure, were different among renal function categories and most likely explain the
observed pharmacokinetic differences. Limited data are available in patients with severe renal impairment; in
these patients the exposure to alirocumab was approximately 2-fold higher compared with subjects with
normal renal function.

Pharmacokinetic/pharmacodynamic relationship(s)

The pharmacodynamic effect of alirocumab in lowering LDL-C is indirect, and mediated through the binding
to PCSK9. A concentration-dependent reduction in free PCSK9 and LDL-C is observed until target
saturation is achieved. Upon saturation of PCSK9 binding, further increases in alirocumab concentrations do
not result in a further LDL-C reduction, however an extended duration of the LDL-C lowering effect is
observed.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on evaluations of safety pharmacology, and
repeated dose toxicity.

Reproductive toxicology studies in rats and monkeys indicated that alirocumab, like other IgG antibodies,
crosses the placental barrier.

There were no adverse effects on surrogate markers of fertility (e.g. estrous cyclicity, testicular volume,
ejaculate volume, sperm motility, or total sperm count per ejaculate) in monkeys, and no alirocumab-related
anatomic pathology or histopathology findings in reproductive tissues in any rat or monkey toxicology study.

There were no adverse effects on fetal growth or development in rats or monkeys. Maternal toxicity was not
evident in pregnant monkeys at systemic exposures that were 81 times the human exposure at the 150 mg
Q2W dose. However, maternal toxicity was noted in pregnant rats at systemic exposures estimated to be
approximately 5.3 times greater than the human exposure at the 150 mg Q2W dose (based on exposure
measured in non-pregnant rats during a 5-week toxicology study).

The offspring of monkeys that received high doses of alirocumab weekly throughout pregnancy had a
weaker secondary immune response to antigen challenge than did the offspring of control animals. There
was no other evidence of alirocumab-related immune dysfunction in the offspring.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Histidine

Sucrose
Polysorbate 20
Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life
2 years
6.4 Special precautions for storage

Store in a refrigerator (2°C to 8°C). Do not freeze.
Time out of refrigeration should not exceed a maximum of 24 hours at temperatures below 25°C.
Keep the pen or syringe in the outer carton in order to protect from light.

6.5 Nature and contents of container

1 ml solution in a siliconised Type 1 clear glass syringe, equipped with a stainless steel staked needle, a
styrene-butadiene rubber soft needle shield, and an ethylene tetrafluoroethylene -coated bromobutyl rubber
plunger stopper.

Pre-filled pen 75 mg:

The syringe components are assembled into a single-use pre-filled pen with a blue cap and a light green
activation button.

Pre-filled pen 150 mg:

The syringe components are assembled into a single-use pre-filled pen with a blue cap and a dark grey
activation button.

Pre-filled syringe 75 mg:

The syringe is equipped with a light green polypropylene plunger rod.
Pre-filled syringe 150 mg:

The syringe is equipped with a dark grey polypropylene plunger rod.

Pack size:

1, 2, or 6 pre-filled pens.

1, 2, or 6 pre-filled syringes.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

The solution should be clear, colourless to pale yellow. If the solution is discoloured or contains visible
particulate matter, the solution should not be used.
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After use, place the pre-filled pen/ pre-filled syringe into a puncture resistant container and discard as
required by local regulations. Do not recycle the container. Always keep the container out of the sight and
reach of children. Any unused medicinal product or waste material should be disposed of in accordance with

local requirements.

7. MARKETING AUTHORISATION HOLDER

Marketing Authorisation Holder:
sanofi-aventis groupe

54, rue La Boétie
F — 75008 Paris
France

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1031/001
EU/1/15/1031/002
EU/1/15/1031/003
EU/1/15/1031/004
EU/1/15/1031/005
EU/1/15/1031/006
EU/1/15/1031/007
EU/1/15/1031/008
EU/1/15/1031/009
EU/1/15/1031/010
EU/1/15/1031/011
EU/1/15/1031/012

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation:

10. DATE OF REVISION OF THE TEXT

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

MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND EFFECTIVE
USE OF THE MEDICINAL PRODUCT
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A. MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

Regeneron Pharmaceuticals, Inc.
81 Columbia Turnpike
Rensselaer, NY 12144

United States

Name and address of the manufacturers responsible for batch release

For pre-filled syringes
Sanofi Winthrop Industrie
1051 Boulevard Industriel,
76580 Le Trait

France

For pre-filled pens

Sanofi-Aventis Deutschland GmbH
Industriepark Hoechst
Briiningstrafle 50

65926 Frankfurt am Main
Germany

The printed package leaflet of the medicinal product must state the name and address of the manufacturer
responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

e Periodic safety update reports

The requirements for submission of periodic safety update reports for this medicinal product are set out in
the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder shall submit the first periodic safety update report for this product
within 6 months following authorisation.
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D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND EFFECTIVE
USE OF THE MEDICINAL PRODUCT

e Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the agreed
RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent updates of the
RMP.

An updated RMP should be submitted:
e At the request of the European Medicines Agency;

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

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

OUTER CARTON - Pre-filled pen 75 mg

1. NAME OF THE MEDICINAL PRODUCT

Praluent 75 mg solution for injection in pre-filled pen
alirocumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 75 mg alirocumab in 1 ml solution (75 mg/ml).

3. LIST OF EXCIPIENTS

Excipients: histidine, sucrose, polysorbate 20, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 pre-filled pen
2 pre-filled pens
6 pre-filled pens

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Read the package leaflet and the detailed instructions for use leaflet before use.
Subcutaneous use

Open here

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.

Time out of refrigeration should not exceed a maximum of 24 hours at temperatures below 25°C.
Keep the pen in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

sanofi-aventis groupe
54, rue La Boétie
75008 Paris

France

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1031/001' 1 pre-filled pen
EU/1/15/1031/002 2 pre-filled pens
EU/1/15/1031/003 6 pre-filled pens

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Praluent 75 mg

22

Page 35



MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PEN LABEL — 75 mg

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Praluent 75 mg injection
alirocumab
Subcutaneous use

| 2. METHOD OF ADMINISTRATION |

| 3. EXPIRY DATE |

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

75 mg/ml
I ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - Pre-filled pen 150 mg

1. NAME OF THE MEDICINAL PRODUCT

Praluent 150 mg solution for injection in pre-filled pen
alirocumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled pen contains 150 mg alirocumab in 1 ml solution (150 mg/ml).

3. LIST OF EXCIPIENTS

Excipients: histidine, sucrose, polysorbate 20, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 pre-filled pen
2 pre-filled pens
6 pre-filled pens

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Read the package leaflet and the detailed instructions for use leaflet before use.
Subcutaneous use

Open here

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.

Time out of refrigeration should not exceed a maximum of 24 hours at temperatures below 25°C.
Keep the pen in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

sanofi-aventis groupe
54, rue La Boétie
75008 Paris

France

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1031/007 1 pre-filled pen
EU/1/15/1031/008 2 pre-filled pens
EU/1/15/1031/009 6 pre-filled pens

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Praluent 150 mg
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

PEN LABEL - 150 mg

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Praluent 150 mg injection
alirocumab
Subcutaneous use

| 2. METHOD OF ADMINISTRATION |

| 3. EXPIRY DATE |

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

150 mg/ml
1 ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - Pre-filled syringe 75 mg

1. NAME OF THE MEDICINAL PRODUCT

Praluent 75 mg solution for injection in pre-filled syringe
alirocumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe contains 75 mg alirocumab in 1 ml solution (75 mg/ml).

3. LIST OF EXCIPIENTS

Excipients: histidine, sucrose, polysorbate 20, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection in pre-filled syringe

1 pre-filled syringe
2 pre-filled syringes
6 pre-filled syringes

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only

Read the package leaflet and the detailed instructions for use leaflet before use.

Subcutaneous use

THE SIGHT AND REACH OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.
Time out of refrigeration should not exceed a maximum of 24 hours at temperatures below 25°C.
Keep the syringe in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

sanofi-aventis groupe
54, rue La Boétie
75008 Paris

France

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1031/004 1 pre-filled syringe
EU/1/15/1031/005 2 pre-filled syringes
EU/1/15/1031/006 6 pre-filled syringes

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Praluent 75 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER - Pre-filled syringe 75 mg

1. NAME OF THE MEDICINAL PRODUCT

Praluent 75 mg solution for injection in pre-filled syringe
alirocumab

2. NAME OF THE MARKETING AUTHORISATION HOLDER

sanofi-aventis groupe

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SYRINGE LABEL - 75 mg

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Praluent 75 mg injection
alirocumab
SC

| 2. METHOD OF ADMINISTRATION |

| 3. EXPIRY DATE |

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1 ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON - Pre-filled syringe 150 mg

1. NAME OF THE MEDICINAL PRODUCT

Praluent 150 mg solution for injection in pre-filled syringe
alirocumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pre-filled syringe contains 150 mg alirocumab in 1 ml solution (150 mg/ml).

3. LIST OF EXCIPIENTS

Excipients: histidine, sucrose, polysorbate 20, water for injections.

4. PHARMACEUTICAL FORM AND CONTENTS

Solution for injection

1 pre-filled syringe
2 pre-filled syringes
6 pre-filled syringes

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For single use only
Read the package leaflet and the detailed instructions for use leaflet before use.
Subcutaneous use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY |

| 8. EXPIRY DATE |

EXP

9. SPECIAL STORAGE CONDITIONS

31

Page 44



Store in a refrigerator. Do not freeze.
Time out of refrigeration should not exceed a maximum of 24 hours at temperatures below 25°C.
Keep the syringe in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

sanofi-aventis groupe
54, rue La Boétie
75008 Paris

France

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1031/010 1 pre-filled syringe
EU/1/15/1031/011 2 pre-filled syringes
EU/1/15/1031/012 6 pre-filled syringes

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Praluent 150 mg
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER - Pre-filled syringe 150 mg

1. NAME OF THE MEDICINAL PRODUCT

Praluent 150 mg solution for injection in pre-filled syringe
alirocumab

2. NAME OF THE MARKETING AUTHORISATION HOLDER

sanofi-aventis groupe

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

S. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SYRINGE LABEL - 150 mg

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Praluent 150 mg injection
alirocumab
SC

| 2. METHOD OF ADMINISTRATION |

| 3. EXPIRY DATE |

EXP

4. BATCH NUMBER

Lot

S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1 ml

6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Praluent 75 mg solution for injection in a pre-filled pen
Praluent 150 mg solution for injection in a pre-filled pen

alirocumab

vThis medicine is subject to additional monitoring. This will allow quick identification of new safety
information. You can help by reporting any side effects you may get. See the end of section 4 for how to
report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains important
information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them, even if
their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Praluent is and what it is used for

2. What you need to know before you use Praluent
3.  How to use Praluent

4. Possible side effects

5. How to store Praluent

6. Contents of the pack and other information

1. What Praluent is and what it is used for

What Praluent is
° Praluent contains the active substance alirocumab.
. Praluent is a monoclonal antibody (a type of specialised protein designed to attach to a target

substance in the body). Monoclonal antibodies are proteins that recognise and bind to other unique
proteins. Alirocumab binds to PCSKO.

How Praluent works
Praluent helps lower your levels of “bad” cholesterol (also called “LDL cholesterol”). Praluent blocks a
protein called PCSKO9.

. PCSKO is a protein secreted by liver cells.

. “Bad” cholesterol is normally removed from your blood by binding to specific “receptors” (docking
stations) in your liver.

o PCSKO9 lowers the number of these receptors in the liver — this causes your “bad” cholesterol to be
higher than it should.

o By blocking PCSK9, Praluent increases the number of receptors available to help remove the “bad”

cholesterol — this lowers your “bad” cholesterol levels.

What Praluent is used for

o Adults with high cholesterol levels in their blood (hypercholesterolaemia [heterozygous familial and
non-familial] or mixed dyslipidaemia). It is given:
- together with a statin (a commonly used medicine that treats high cholesterol) or other cholesterol
lowering medicines, if the maximum dose of a statin does not lower levels of cholesterol sufficiently
or,
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- alone or together with other cholesterol lowering medicines when statins are not tolerated or cannot

be used.
. Continue to follow your cholesterol-lowering diet while taking this medicine.
2. What you need to know before you use Praluent

Do not use Praluent
° if you are allergic to alirocumab or any of the other ingredients of this medicine (listed in section 6).

Warnings and precautions
Talk to your doctor, pharmacist or nurse about all your medical conditions, including allergies, before using
Praluent.

If you develop a serious allergic reaction, stop using Praluent , talk to your doctor right away. Sometimes
serious allergic reactions such as hypersensitivity (difficulties breathing), nummular eczema (reddish skin
spots sometimes with blisters), and hypersensitivity vasculitis (which is a specific form of a hypersensitivity
reaction with symptoms such as diarrhoea, with a rash, or purple-coloured skin spots on the skin) have
occurred in clinical studies. For allergic reactions that may occur while taking Praluent, see section 4.

Tell your doctor if you have kidney or liver disease before using this medicine, because Praluent has been
studied in few patients with severe kidney disease and not in patients with severe liver disease.

Children and adolescents
Praluent is not recommended for children and adolescents under 18 years old. This is because there is no
experience of using the medicine in these age groups.

Other medicines and Praluent
Tell your doctor, pharmacist or nurse if you are using, have recently used or might use any other medicines.

Pregnancy and breast-feeding

Praluent is not recommended during pregnancy or breast-feeding.

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask your
doctor or pharmacist for advice before using this medicine.

Driving and using machines
This medicine is not expected to have any effect on your ability to drive or use machines.

3. How to use Praluent

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

How much to inject

Y our doctor will tell you which dose is right for you (75 mg or 150 mg). Your doctor will check your
cholesterol levels and may adjust the dose (up or down) during treatment.

Always check the label of your pen to make sure you have the right medicine and the right strength.

When to inject
Inject Praluent once every 2 weeks.

Before you inject
Read the detailed instructions for use leaflet before you inject Praluent.

Where to inject
Read the detailed instructions for use leaflet on where to inject.
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Learning how to use the pre-filled pen
Before you use the pen for the first time, your doctor, pharmacist or nurse will show you how to inject
Praluent.

e Always read the "Instructions for Use" provided in the box.

e Always use the pen as described in the “Instructions for Use”.

If you use more Praluent than you should
If you use more Praluent than you should, talk to your doctor, pharmacist or nurse.

If you forget to use Praluent

If you miss a dose of Praluent, inject your missed dose as soon as you can. Then take your next dose two
weeks from the day you missed your dose. For example, if you normally inject every other Tuesday, keep
injecting every other Tuesday. This will keep you on the original schedule. If you are not sure when to inject
Praluent, call your doctor, pharmacist or nurse.

If you stop using Praluent
Do not stop using Praluent without talking with your doctor. If you stop using Praluent, your cholesterol
levels can increase.

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

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

If you develop a serious allergic reaction, stop using Praluent, talk to your doctor right away. Sometimes
serious allergic reactions such as hypersensitivity (difficulties breathing), nummular eczema (reddish skin
spots sometimes with blisters), and hypersensitivity vasculitis (which is a specific form of a hypersensitivity
reaction with symptoms such as diarrhoea, with a rash, or purple-coloured skin spots on the skin) have
occurred (may affect up to 1 in 1,000 people).

Other side effects are:
Common (may affect up to 1 in 10 people)

. redness, itching, swelling, pain/tenderness where the medicine was injected (local injection site
reactions)
. upper respiratory tract signs or symptoms such as sore throat, running nose, sneezing

. itching (pruritus).

Rare (may affect up to 1 in 1,000 people)
. red and itchy raised bumps or hives (urticaria)

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects you can help provide more information on the safety of this medicine.

5. How to store Praluent
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the label and carton after EXP. The expiry
date refers to the last day of that month.
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Store in a refrigerator (2°C to 8°C). Do not freeze.

Do not keep Praluent out of the refrigerator for more than 24 hours at temperatures below 25°C (do not store
above 25°C).

Keep the pen in the outer carton in order to protect from light.

Do not use this medicine if it looks discoloured or cloudy, or if it contains visible flakes or particles.

After use put the pen into a puncture-resistant container. Always keep the container out of the sight and reach
of children. Ask your doctor, pharmacist or nurse how to throw away the container. Do not recycle the
container.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to throw
away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Praluent contains

. The active substance is alirocumab. Each single-use pen contains either 75 milligrams (75 milligrams
per ml) or 150 milligrams (150 milligrams per ml) of alirocumab.
. The other ingredients are histidine, sucrose, polysorbate 20 and water for injection.

What Praluent looks like and contents of the pack
Praluent is a clear, colourless to pale yellow solution for injection that comes in a pre-filled pen.

Each pre-filled pen with green button contains 1 ml of solution, delivering one single dose of 75 milligrams.
It is available in pack size of 1, 2 or 6 pre-filled pens.

Each pre-filled pen with grey button contains 1 ml of solution, delivering one single dose of 150 milligrams.
It is available in pack size of 1, 2 or 6 pre-filled pens.

Not all pack sizes may be marketed.

Marketing Authorisation Holder
sanofi-aventis groupe

54, rue La Boétie

F — 75008 Paris

France

Manufacturer

Sanofi-Aventis Deutschland GmbH
Industriepark Hoechst
Briiningstrafie 50

65926 Frankfurt am Main
Germany

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

Belgié/Belgique/Belgien Lietuva
Sanofi Belgium UAB sanofi-aventis Lietuva
Tél/Tel: +32 (0)2 710 54 00 Tel: +370 5 2755224
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bbarapus
sanofi-aventis Bulgaria EOOD
Ten.: +359 (0)2 970 53 00

Ceska republika
sanofi-aventis, s.r.0.
Tel: +420 233 086 111

Danmark
sanofi-aventis Denmark A/S
TIf: +45 45 16 70 00

Deutschland
Sanofi-Aventis Deutschland GmbH
Tel: +49 (0)180 2 222010

Eesti
sanofi-aventis Estonia QU
Tel: +372 627 34 88

E\LGda
sanofi-aventis AEBE
TnA: +30 210900 16 00

Espaiia
sanofi-aventis, S.A
Tel: +34 93 485 94 00

France
sanofi-aventis France
Tél: 0 800 222 555

Appel depuis I’étranger : +33 1 57 63 23 23

Hrvatska
sanofi-aventis Croatia d.o.o.
Tel: +385 1 600 34 00

Ireland

sanofi-aventis Ireland Ltd. T/A SANOFI

Tel: +353 (0) 1 403 56 00

Island
Vistor hf.
Simi: +354 535 7000

Italia
Sanofi S.p.A.
Tel: +39.800.536389

Kvbmpog
sanofi-aventis Cyprus Ltd.
TnA: +357 22 871600

Latvija
sanofi-aventis Latvia SIA
Tel: +371 67 33 24 51

Luxembourg/Luxemburg
Sanofi Belgium
Tél/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)

Magyarorszag
sanofi-aventis zrt., Magyarorszag
Tel.: +36 1 505 0050

Malta
Sanofi Malta Ltd.
Tel: +356 21493022

Nederland
sanofi-aventis Netherlands B.V.
Tel: +31 (0)182 557 755

Norge
sanofi-aventis Norge AS
TIf: +47 67 10 71 00

Osterreich
sanofi-aventis GmbH
Tel: +43 180 185 -0

Polska
sanofi-aventis Sp. z 0.0.
Tel.: +48 22 280 00 00

Portugal
Sanofi - Produtos Farmacéuticos, Lda.
Tel: +351 21 35 89 400

Romania
Sanofi Romania SRL
Tel: +40 (0) 21 317 31 36

Slovenija
sanofi-aventis d.o.o.
Tel: +386 1 560 48 00

Slovenska republika
sanofi-aventis Pharma Slovakia s.r.o.
Tel: +421 2 33 100 100

Suomi/Finland
Sanofi Oy
Puh/Tel: +358 (0) 201 200 300

Sverige
Sanofi AB
Tel: +46 (0)8 634 50 00

United Kingdom
Sanofi
Tel: +44 (0) 845 372 7101
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This leaflet was last revised in

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.
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Package leaflet: Information for the user

Praluent 75 mg solution for injection in a pre-filled syringe
Praluent 150 mg solution for injection in a pre-filled syringe

alirocumab

vThis medicine is subject to additional monitoring. This will allow quick identification of new safety
information. You can help by reporting any side effects you may get. See the end of section 4 for how to
report side effects.

Read all of this leaflet carefully before you start using this medicine because it contains important
information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor, pharmacist or nurse.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them, even if
their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

1.  What Praluent is and what it is used for

2. What you need to know before you use Praluent
3.  How to use Praluent

4. Possible side effects

5. How to store Praluent

6. Contents of the pack and other information

1. What Praluent is and what it is used for

What Praluent is
. Praluent contains the active substance alirocumab.
. Praluent is a monoclonal antibody (a type of specialised protein designed to attach to a target

substance in the body). Monoclonal antibodies are proteins that recognise and bind to other unique
proteins. Alirocumab binds to PCSKO.

How Praluent works
Praluent helps lower your levels of “bad” cholesterol (also called “LDL cholesterol”). Praluent blocks a
protein called PCSK9.

. PCSKDO is a protein secreted by liver cells.

. “Bad” cholesterol is normally removed from your blood by binding to specific “receptors” (docking
stations) in your liver.

. PCSKO9 lowers the number of these receptors in the liver — this causes your “bad” cholesterol to be
higher than it should.

o By blocking PCSK9, Praluent increases the number of receptors available to help remove the “bad”

cholesterol — this lowers your “bad” cholesterol levels.

What Praluent is used for
o Adults with high cholesterol levels in their blood (hypercholesterolaemia, heterozygous familial and
non-familial, or mixed dyslipidaemia). It is given:
- together with a statin (a commonly used medicine that treats high cholesterol) or other cholesterol
lowering medicines, if the maximum dose of a statin does not lower levels of cholesterol sufficiently
or,
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- alone or together with other cholesterol lowering medicines when statins are not tolerated or cannot
be used.
. Continue to follow your cholesterol-lowering diet while taking this medicine.

2. What you need to know before you use Praluent

Do not use Praluent
. if you are allergic to alirocumab or any of the other ingredients of this medicine (listed in section 6).

Warnings and precautions
Talk to your doctor, pharmacist or nurse about all your medical conditions, including allergies, before using
Praluent.

If you develop a serious allergic reaction, stop using Praluent, talk to your doctor right away. Sometimes
serious allergic reactions such as hypersensitivity (difficulties breathing), nummular eczema (reddish skin
spots sometimes with blisters), and hypersensitivity vasculitis (which is a specific form of a hypersensitivity
reaction with symptoms such as diarrhoea, with a rash, or purple-coloured skin spots on the skin) have
occurred in clinical studies. For allergic reactions that may occur while taking Praluent, see section 4.

Tell your doctor if you have kidney or liver disease before using this medicine, because Praluent has been
studied in few patients with severe kidney disease and not in patients with severe liver disease.

Children and adolescents
Praluent is not recommended for children and adolescents under 18 years old. This is because there is no
experience of using the medicine in these age groups.

Other medicines and Praluent
Tell your doctor, pharmacist or nurse if you are using, have recently used or might use any other medicines.

Pregnancy and breast-feeding

Praluent is not recommended during pregnancy or breast-feeding.

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask your
doctor or pharmacist for advice before using this medicine.

Driving and using machines
This medicine is not expected to have any effect on your ability to drive or use machines.

3. How to use Praluent

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

How much to inject

Your doctor will tell you which dose is right for you (75 mg or 150 mg). Your doctor will check your
cholesterol levels and may adjust the dose (up or down) during treatment.

Always check the label of your syringe to make sure you have the right medicine and the right strength.

When to inject
Inject Praluent once every 2 weeks.

Before you inject
Read the detailed instructions for use leaflet before you inject Praluent.

Where to inject
Read the detailed instructions for use leaflet on where to inject.
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Learning how to use the pre-filled syringe
Before you use the syringe for the first time, your doctor, pharmacist or nurse will show you how to inject
Praluent.

. Always read the "Instructions for Use" provided in the box.

. Always use the syringe as described in the “Instructions for Use”.

If you use more Praluent than you should
If you use more Praluent than you should, talk to your doctor, pharmacist or nurse.

If you forget to use Praluent

If you miss a dose of Praluent, inject your missed dose as soon as you can. Then take your next dose two
weeks from the day you missed your dose. For example, if you normally inject every other Tuesday, keep
injecting every other Tuesday. This will keep you on the original schedule. If you are not sure when to inject
Praluent, call your doctor, pharmacist or nurse.

If you stop using Praluent
Do not stop using Praluent without talking with your doctor. If you stop using Praluent, your cholesterol
levels can increase.

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

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

If you develop a serious allergic reaction, stop using Praluent , talk to your doctor right away. Sometimes
serious allergic reactions such as hypersensitivity (difficulties breathing), nummular eczema (reddish skin
spots sometimes with blisters), and hypersensitivity vasculitis (which is a specific form of a hypersensitivity
reaction with symptoms such as diarrhoea, with a rash, or purple-coloured skin spots on the skin) have
occurred (may affect up to 1 in 1,000 people).

Other side effects are:

Common (may affect up to 1 in 10 people)

. redness, itching, swelling, pain/tenderness where the medicine was injected (local injection site
reactions)
upper respiratory tract signs or symptoms such as sore throat, running nose, sneezing

. itching (pruritus).

Rare (may affect up to 1 in 1,000 people)
. red and itchy raised bumps or hives (urticaria)

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system listed in
Appendix V. By reporting side effects you can help provide more information on the safety of this medicine.

5. How to store Praluent
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the label and carton after EXP. The expiry
date refers to the last day of that month.
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Store in a refrigerator (2°C to 8°C). Do not freeze.

Do not keep Praluent out of the refrigerator for more than 24 hours at temperatures below 25°C (do not store

above 25°C).
Keep the syringe in the outer carton in order to protect from light.

Do not use this medicine if it looks discoloured or cloudy, or if it contains visible flakes or particles.

After use put the syringe into a puncture-resistant container. Always keep the container out of the sight and
reach of children. Ask your doctor, pharmacist or nurse how to throw away the container. Do not recycle the

container.

Do not throw away any medicines via wastewater or household waste.

Ask your pharmacist how to throw away medicines you no longer use. These measures will help protect the

environment.

6. Contents of the pack and other information

What Praluent contains

. The active substance is alirocumab. Each single-use syringe contains either 75 milligrams
(75 milligrams per ml) or 150 milligrams (150 milligrams per ml) of alirocumab.
. The other ingredients are histidine, sucrose, polysorbate 20 and water for injection.

What Praluent looks like and contents of the pack
Praluent is a clear, colourless to pale yellow solution for injection that comes in a pre-filled syringe.

Each pre-filled syringe with green plunger contains 1 ml of solution, delivering one single dose of
75 milligrams.
It is available in pack size of 1, 2 or 6 pre-filled syringes.

Each pre-filled syringe with grey plunger contains 1 ml of solution, delivering one single dose of
150 milligrams.
It is available in pack size of 1, 2 or 6 pre-filled syringes.

Not all pack sizes may be marketed.

Marketing Authorisation Holder
sanofi-aventis groupe

54, rue La Boétie

F — 75008 Paris

France

Manufacturer

Sanofi Winthrop Industrie
1051 Boulevard Industriel
76580 Le Trait

France

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

Belgié/Belgique/Belgien Lietuva
Sanofi Belgium UAB sanofi-aventis Lietuva
Tél/Tel: +32 (0)2 710 54 00 Tel: +370 5 2755224
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bbarapus
sanofi-aventis Bulgaria EOOD
Ten.: +359 (0)2 970 53 00

Ceska republika
sanofi-aventis, s.r.0.
Tel: +420 233 086 111

Danmark
sanofi-aventis Denmark A/S
TIf: +45 45 16 70 00

Deutschland
Sanofi-Aventis Deutschland GmbH
Tel: +49 (0)180 2 222010

Eesti
sanofi-aventis Estonia QU
Tel: +372 627 34 88

E\LGda
sanofi-aventis AEBE
TnA: +30 210 900 16 00

Espaiia
sanofi-aventis, S.A
Tel: +34 93 485 94 00

France
sanofi-aventis France
Tél: 0 800 222 555

Appel depuis I’étranger : +33 1 57 63 23 23

Hrvatska
sanofi-aventis Croatia d.o.o.
Tel: +385 1 600 34 00

Ireland

sanofi-aventis Ireland Ltd. T/A SANOFI

Tel: +353 (0) 1 403 56 00

Island
Vistor hf.
Simi: +354 535 7000

Italia
Sanofi S.p.A.
Tel: +39.800.536389

Kvbmpog
sanofi-aventis Cyprus Ltd.
TnA: +357 22 871600

Latvija
sanofi-aventis Latvia SIA
Tel: +371 67 33 24 51

Luxembourg/Luxemburg
Sanofi Belgium
Tél/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)

Magyarorszag
sanofi-aventis zrt., Magyarorszag
Tel.: +36 1 505 0050

Malta
Sanofi Malta Ltd.
Tel: +356 21493022

Nederland
sanofi-aventis Netherlands B.V.
Tel: +31 (0)182 557 755

Norge
sanofi-aventis Norge AS
TIf: +47 67 10 71 00

Osterreich
sanofi-aventis GmbH
Tel: +43 180 185 -0

Polska
sanofi-aventis Sp. z 0.0.
Tel.: +48 22 280 00 00

Portugal
Sanofi - Produtos Farmacéuticos, Lda.
Tel: +351 21 35 89 400

Romania
Sanofi Romania SRL
Tel: +40 (0) 21 317 31 36

Slovenija
sanofi-aventis d.o.o.
Tel: +386 1 560 48 00

Slovenska republika
sanofi-aventis Pharma Slovakia s.r.o.
Tel: +421 2 33 100 100

Suomi/Finland
Sanofi Oy
Puh/Tel: +358 (0) 201 200 300

Sverige
Sanofi AB
Tel: +46 (0)8 634 50 00

United Kingdom
Sanofi
Tel: +44 (0) 845 372 7101

46

Page 59



This leaflet was last revised in

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.
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Praluent 75 mg solution for injection in a pre-filled pen
alirocumab

Instructions for use

The parts of the Praluent pen are shown in this picture.

Green Button

Body

Window

Praluent™

Yellow safety cover
Needle inside

Blue cap
For single
use only
Important information
. The device is a single use pre-filled pen. It contains 75 mg of Praluent (alirocumab) in 1 ml.
. The medicine is injected under your skin and can be given by yourself or someone else (caregiver).
° This pen can only be used for one single injection, and must be thrown away after use.

Do

v Keep the Praluent pen out of the sight and reach of children.

v Read all of the instructions carefully before using the Praluent pen.

v' Follow these instructions every time you use a Praluent pen.

v’ Store unused pens in the refrigerator at 2°C to 8°C. For detailed storage conditions see separate package
leaflet for Praluent.

Do not

x Do not touch the yellow safety cover.

x Do not use the pen if it has been dropped or damaged.

x Do not use the pen if the blue cap is missing or not securely attached.
x Do not re-use a pen.
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x Do not shake the pen.
x Do not freeze the pen.
x Do not expose the pen to direct sunlight.

Keep this leaflet. If you have questions, ask your doctor, pharmacist or nurse or call the sanofi-aventis
number on the package leaflet.

STEP A: Getting ready for an injection

Before you start you will need:

the Praluent pen

alcohol wipes

cotton ball or gauze

a puncture-resistant container (see Step B, 8).

@ Look at the label on the pen.

e Check that you have the correct product and the correct dose.
e Check the use by date: do not use if this date has passed.

Praluent™

@ Look at the window.

. Check the liquid is clear, colourless to pale yellow and free from particles - if not, do not use (see
picture A).

. You may see an air bubble. This is normal.

. Do not use if the window appears solid yellow (see picture B).
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Q@ Let the pen warm up at room temperature for 30 to 40 minutes.

. Do not heat the pen, let it warm up on its own.
. Use the pen as soon as possible after it has warmed up.
. Do not put the pen back in the refrigerator.

@ Prepare the injection site.
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Wash your hands with soap and water and dry with a towel.
You can inject into your:
o thigh
o belly (except for the 5 cm area around your navel)
o outer side of your upper arm
(See picture).
You can stand or sit to give yourself an injection.
Clean skin in the injection area with an alcohol wipe.
Do not use skin that is tender, hard, red or hot.
Do not use any area near a visible vein.
Use a different spot each time you inject.
Do not inject Praluent with other injectable medicines at the same spot.

STEP B: How to inject

@ After completing all steps in “Step A: Getting ready for an injection”, pull off the blue cap

Do not pull off the cap until you are ready to inject.
Do not put the blue cap back on.

! "
Blue cap .

@Hold the Praluent pen like this.

Do not touch the yellow safety cover.
Make sure you can see the window.
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QPress the yellow safety cover on your skin at roughly a 90° angle.

. Press and firmly hold the pen against your body until the yellow safety cover is no longer visible. The
pen will not work if the yellow safety cover is not depressed fully.
. If needed, pinch the skin to make sure the injection site is firm.

@ Push and immediately release the green button with your thumb.
. You will hear a click. Your injection has now started.
. The window will start to turn yellow.

Release the button
immediately

® Keep holding the pen against your skin after releasing the button
. The injection may take up to 20 seconds.

® Check if the window has turned yellow, before removing the pen.

. Do not remove the pen until the entire window has turned yellow.
. Your injection is complete, when the window has turned completely yellow, you may hear a second
click.
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. If the window does not turn completely yellow, call sanofi-aventis for help. Do not give yourself a
second dose without speaking to your doctor, pharmacist or nurse.

@ Pull pen away from your skin.
. Do not rub the skin after the injection.
. If you see any blood, press a cotton ball or gauze on the site until the bleeding stops.

®Throw away pen and cap

Do not put the blue cap back on.

Throw away pen and cap into a puncture-resistant container immediately after use.
Ask your doctor, pharmacist or nurse how to throw away the container.

Always keep the container out of the sight and reach of children.
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Praluent 150 mg solution for injection in a pre-filled pen
alirocumab

Instructions for use

The parts of the Praluent pen are shown in this picture.

Grey button

Body

Window

Praluent™ :

Yellow safety cover
Needle inside |

Blue cap

- For single
' ' use only

Important information

. The device is a single use pre-filled pen. It contains 150 mg of Praluent (alirocumab) in 1 ml.

. The medicine is injected under your skin and can be given by yourself or someone else (caregiver).
. This pen can only be used for one single injection, and must be thrown away after use.

Do

v Keep the Praluent pen out of the sight and reach of children.

v Read all of the instructions carefully before using the Praluent pen.

v' Follow these instructions every time you use a Praluent pen.

v" Store unused pens in the refrigerator at 2°C to 8°C. For detailed storage conditions see separate package
leaflet for Praluent.

Do not

% Do not touch the yellow safety cover.

x Do not use the pen if it has been dropped or damaged.

x Do not use the pen if the blue cap is missing or not securely attached.
x Do not re-use a pen.

x Do not shake the pen.

x Do not freeze the pen.

x Do not expose the pen to direct sunlight.
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Keep this leaflet. If you have questions, ask your doctor, pharmacist or nurse or call the sanofi-aventis

number on the package leaflet.

STEP A: Getting ready for an injection

Before you start you will need:

the Praluent pen

alcohol wipes

cotton ball or gauze

a puncture-resistant container (see Step B, 8).

@ Look at the label on the pen.

Check that you have the correct product and the correct dose.
Check the use by date: do not use if this date has passed.

Praluent

@ Look at the window.

Check the liquid is clear, colourless to pale yellow and free from particles - if not, do not use (see
picture A).

You may see an air bubble. This is normal.

Do not use if the window appears solid yellow (see picture B).

N
~~

\
e

o
M

b
‘."-—-—-’

® Let the pen warm up at room temperature for 30 to 40 minutes.

Do not heat the pen, let it warm up on its own.
Use the pen as soon as possible after it has warmed up.
Do not put the pen back in the refrigerator.

@ Prepare the injection site.

Wash your hands with soap and water and dry with a towel.
You can inject into your:

o thigh

o belly (except for the 5 cm area around your navel)
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o outer side of your upper arm
(See picture).
You can stand or sit to give yourself an injection.
Clean skin in the injection area with an alcohol wipe.
Do not use skin that is tender, hard, red or hot.
Do not use any area near a visible vein.
Use a different spot each time you inject.
Do not inject Praluent with other injectable medicines at the same spot.

STEP B: How to inject

@ After completing all steps in “Step A: Getting ready for an injection”, pull off the blue cap
. Do not pull off the cap until you are ready to inject.
. Do not put the blue cap back on.

Blue cap

@Hold the Praluent pen like this.
. Do not touch the yellow safety cover.
° Make sure you can see the window.

QPress the yellow safety cover on your skin at roughly a 90° angle.

. Press and firmly hold the pen against your body until the yellow safety cover is no longer visible. The
pen will not work if the yellow safety cover is not depressed fully.
. If needed, pinch the skin to make sure the injection site is firm.
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@ Push and immediately release the grey button with your thumb.

You will hear a click. Your injection has now started.
The window will start to turn yellow.

Release the button
immediately

® Keep holding the pen against your skin after releasing the button

The injection may take up to 20 seconds.

® Check if the window has turned yellow, before removing the pen.

Do not remove the pen until the entire window has turned yellow.

Your injection is complete, when the window has turned completely yellow, you may hear a second
click.

If the window does not turn completely yellow, call sanofi-aventis for help. Do not give yourself a
second dose without speaking to your doctor, pharmacist or nurse.
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@ Pull pen away from your skin.
. Do not rub the skin after the injection.
. If you see any blood, press a cotton ball or gauze on the site until the bleeding stops.

®Throw away pen and cap

Do not put the blue cap back on.

Throw away pen and cap into a puncture-resistant container immediately after use.
Ask your doctor, pharmacist or nurse how to throw away the container.

Always keep the container out of the sight and reach of children.
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Praluent 75 mg solution for injection in a pre-filled syringe
alirocumab

Instructions for use

The parts of the Praluent syringe are shown in this picture.

&

. Green plunger

~—}— Syringe body

Praluent

75mg

Needle Needle
cap

Important information
The device is a single use pre-filled syringe. It contains 75 mg of Praluent (alirocumab) in 1 ml.

The medicine is injected under your skin and can be given by yourself or someone else (caregiver).
This syringe can only be used for one single injection, and must be thrown away after use.

0
Keep the Praluent syringe out of the sight and reach of children.

Read all of the instructions carefully before using the Praluent syringe.

Follow these instructions every time you use a Praluent syringe.

Store unused syringes in the refrigerator at 2°C to 8°C. For detailed storage conditions see separate
package leaflet for Praluent.

AN NI NI N

Do not

% Do not touch the needle.

x Do not use the syringe if it has been dropped or damaged.

% Do not use the syringe if the grey needle cap is missing or not securely attached.
x Do not re-use a syringe.

x Do not shake the syringe.

% Do not freeze the syringe.

x Do not expose syringe to direct sunlight.

Keep this leaflet. If you have questions, ask your doctor, pharmacist or nurse or call the sanofi-aventis
number on the package leaflet.
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STEP A: Getting ready for an injection

Before you start you will need:

. the Praluent syringe

. alcohol wipes

. cotton ball or gauze

. a puncture-resistant container (see Step B, 6).

@ Before you start.
. Take the syringe out of the packaging by holding the syringe body.

@ Look at the label on the syringe.

. Check that you have the correct product and the correct dose (green plunger for 75 mg/ml).
° Check the use by date and do not use if this date has passed.

° Check the liquid is clear, colourless to pale yellow and free from particles; if not, do not use.
° Check that the syringe is not open or damaged.

® Let the syringe warm up at room temperature for 30 to 40 minutes.

. Do not heat the syringe, let it warm up on its own.
. Use the syringe as soon as possible after it has warmed up.
. Do not put the syringe back in the refrigerator.

@ Prepare the injection site.

. Wash your hands with soap and water and dry with a towel.
. You can inject into your:
o thigh

o belly (except for the 5 cm area around your navel)
o outer side of your upper arm
(See picture).
You can stand or sit to give yourself an injection.
Clean skin in the injection area with an alcohol wipe.
Do not use skin that is tender, hard, red or hot.
Do not use any area near a visible vein.
Use a different spot each time you inject.
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Do not inject Praluent with other injectable medicines at the same spot.
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STEP B: How to inject

@ After completing all steps in “Step A: Getting ready for an injection”, pull off the needle cap.
Do not pull off the cap until you are ready to inject.
Hold the syringe in the middle of the syringe body with the needle pointing away from you.
Keep your hand away from the plunger.
You may see an air bubble. This is normal. Do not get rid of any air bubbles in the syringe before the
injection.
o Do not put the grey cap back on.
&

Needle

@ If needed pinch the skin.
. Use your thumb and first finger to pinch a fold of skin at the injection site.
. Hold the skin like this for the whole injection.

@ Insert the needle into the fold of skin with a quick dart-like motion.
. Use a 90° angle if you can pinch 5 cm of skin.
. Use a 45° angle if you can only pinch 2 cm of skin.
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@ Push the plunger down.
. Inject all of the solution by slowly and steadily pushing down the plunger.

® Before you remove the needle check the syringe is empty.

Do not remove the syringe until it is completely empty.

Pull the needle out of the skin at the same angle as it was inserted.

Do not rub the skin after the injection.

If you see any blood, press a cotton ball or gauze on the site until the bleeding stops.

® Throw away syringe and cap

Do not put the grey needle cap back on.

Do not re-use the syringe.

Throw away syringe and cap into a puncture-resistant container immediately after use.
Ask your doctor, pharmacist or nurse how to throw away the container.
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Always keep the container out of the sight and reach of children.
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Praluent 150 mg solution for injection in a pre-filled syringe
alirocumab

Instructions for use

The parts of the Praluent syringe are shown in this picture.

Grey plunger

Ll

L Syringe body

Praluent
150 mg

Needle Needle
cap

Important information

e The device is a single use pre-filled syringe. It contains 150 mg of Praluent (alirocumab) in 1 ml.
e The medicine is injected under your skin and can be given by yourself or someone else (caregiver).
e This syringe can only be used for one single injection, and must be thrown away after use.

0
Keep the Praluent syringe out of the sight and reach of children.
Read all of the instructions carefully before using the Praluent syringe.
Follow these instructions every time you use a Praluent syringe.
Store unused syringes in the refrigerator at 2°C to 8°C. For detailed storage conditions see separate
package leaflet for Praluent.

AN N N

Do not

x Do not touch the needle.

x Do not use the syringe if it has been dropped or damaged.

x Do not use the syringe if the grey needle cap is missing or not securely attached.
x Do not re-use a syringe.

x Do not shake the syringe.

x Do not freeze the syringe.

% Do not expose syringe to direct sunlight.

Keep this leaflet. If you have questions, ask your doctor, pharmacist or nurse or call the sanofi-aventis
number on the package leaflet.
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STEP A: Getting ready for an injection

Before you start you will need:

. the Praluent syringe

alcohol wipes

cotton ball or gauze

a puncture-resistant container (see Step B, 6).

@ Before you start.
. Take the syringe out of the packaging by holding the syringe body.

@ Look at the label on the syringe.

. Check that you have the correct product and the correct dose (grey plunger for 150 mg/ml).

Check the use by date and do not use if this date has passed.

Check that the syringe is not open or damaged.

Q@ Let the syringe warm up at room temperature for 30 to 40 minutes.

. Do not heat the syringe, let it warm up on its own.
. Use the syringe as soon as possible after it has warmed up.
° Do not put the syringe back in the refrigerator.

@ Prepare the injection site.

. Wash your hands with soap and water and dry with a towel.
. You can inject into your:
o thigh

o belly (except for the 5 cm area around your navel)
o outer side of your upper arm
(See picture).
You can stand or sit to give yourself an injection.
Clean skin in the injection area with an alcohol wipe.
Do not use skin that is tender, hard, red or hot.
Do not use any area near a visible vein.
Use a different spot each time you inject.
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Check the liquid is clear, colourless to pale yellow and free from particles; if not, do not use.

Do not inject Praluent with other injectable medicines at the same spot.
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STEP B: How to inject

@ After completing all steps in “Step A: Getting ready for an injection”, pull off the needle cap.

Do not pull off the cap until you are ready to inject.

Hold the syringe in the middle of the syringe body with the needle pointing away from you.

Keep your hand away from the plunger.

You may see an air bubble. This is normal. Do not get rid of any air bubbles in the syringe before the
injection.

o Do not put the grey cap back on.

@ If needed pinch the skin.
. Use your thumb and first finger to pinch a fold of skin at the injection site.
° Hold the skin like this for the whole injection.

@ Insert the needle into the fold of skin with a quick dart-like motion.
. Use a 90° angle if you can pinch 5 cm of skin.
° Use a 45° angle if you can only pinch 2 cm of skin.
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@ Push the plunger down.
. Inject all of the solution by slowly and steadily pushing down the plunger.

® Before you remove the needle check the syringe is empty.

Do not remove the syringe until it is completely empty.

Pull the needle out of the skin at the same angle as it was inserted.

Do not rub the skin after the injection.

If you see any blood, press a cotton ball or gauze on the site until the bleeding stops.

® Throw away syringe and cap

. Do not put the grey needle cap back on.

. Do not re-use the syringe.

. Throw away syringe and cap into a puncture-resistant container immediately after use.
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Ask your doctor, pharmacist or nurse how to throw away the container.
Always keep the container out of the sight and reach of children.
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4.1 BEINE
Praluent [ ZJFFMER = L AT 1 — VIE (T B S RVES RN R OFEZGNE) TR G E B E
AT HRNEEIZ, BFREOMBE LT TFD & BV @IS S5,

c KMHEDO A ST T LDL-C BELHEEIZE L TWRWEFIZ, AFTFURIEXIFAZT &

OB D IR EAR TR 1L & OFFH T %,
c ASFURIEDBE NI A S F NGO BE IR, BHADUTMOIRER THRIE & OOt T H
ERAR

BIXE7ZHEE L TR,

mE

ML PR BB D R EBRR L OV T ZRIT %95 PRALUENT O 24

Page 81



42 REBRURETE
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Praluent ® &I~ —AF 1 > ® LDL-C fl, 15 BARCROOEZR E OB FFEIZS U, HEHEB T
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A7 PRALUENT %2 HOESR L7720 . BHEHEDNHEEIZ PRALUENT 2853 2H1121E, IELWE FE
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HEOAFREE (Child-Pugh C) B ICBWTIERBR I Ty (52 HEZROZ &) , EEOAR
EREICTEEL AT &,

4.5 (oYL OHEEERRRZEOMOHEAEIER

fit D FEANZ X35 alirocumab O 5%
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(03%) OIHTHolz, ZOTFT—H 5L, NAb DE(EE LDL-C B 2h ] T ze et & O EIT RS
SR,

R EMEDT — 21X, ADA 3HTEDEE L FFRESZ OMOR 2@ E K GET 5,

Page 85



RIEA SRR OH

PRSI ORIERSE VW OREIZEETH D, ZOZEICLD, ZOEERLOREXT v hEY R
JDNT L ADE=LZY TR FREIC 2 D, ERGAFIT, HEXE V ICRRESOEERE AT
2 (national reporting system) %/ L C, HOWDLRIERARWAZHET D LBROD LI TV D,

49 BEHRE

P IEEBR TId, HEE SN D QW OF G- 2 ¥ 2 —/L X 0 B[R OF 5 4E 5 22 ORI R
7o 7z, PRALUENT O &H& G2 2 KE OIRFEIL e, WEER G OFEGITK L ik, JEEN
\CHRHEPEZEEHAT) 2 &,

5  FREZEARE

5.1 FEHERRHE

HINIA  RIE. ATC =2 — R« RIGE
TERBT
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HE B 5296 m%ﬂﬂ’ﬁﬁaft@ﬁ%w L. 3188 f3l% alirocumab (ZHEIfF1F 7255 3 R 10 4 (X7 &R
SHPERERER 51, =BT I TR HEERER 5 F) TR, %34:5.;&%%1 1. 31%0D B DY 2 BRI
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JFHEE SN2 A X TF UoOHEIC)» DD LT, —EThoT, 12 lFFE 24 KD LDL-C % 70 mg/dL
(1.81 mmol/L) % F[El> TWz &N L 5FIG 1L, alirocumab #ED 52377 B AREE T =BT I THEC
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Tholz, HENABETH-72FH 3 HRABRE S LT Cid, BELEZEZEOY 7 7 r—T7l2kBn
T, 128D 75 mg Q2W 725 150 mg Q2W ~ alirocumab HH#(Z L VW . A ¥ F U gL FOEE D
LDL-C 28 & B2 14%0 UT-, A X T U BERERRIE T IS/ W T, alirocumab O E(Z L - T
LDL-C 73» é DITHE) 3 %l L, £ OROKRFITIE EHZIZ LDL-C 238 12 10%LL Riid Lz BF
K 25% TRED HALIZ, 150 mg Q2W & TH&E L72BE DA, X —Z T A  LDL-C IZFm - T,

DAIE (CV) X2 F DFFM

FELMEAEERES (MACE. BlH CHD (2 X D40, O, BiltEkeaEd, APtz 4 5 R4
e ldiE) Z FEAHMEER & L CHET 200 R REE TR Th B,

OFA L7238 3 MERBROBEE O Tk, EEIRME LR (CHD) (2 X B30, LfiZE, it
'43 AP % B D RLZERIME, O S IMMELAREIZ LD APE, 720 ONTIMATHE & Wo 7z, HIE ThE
HENTZHBRIEE T TREA LI CV A X2 b2, alirocumab D 110 51 (3.5%) & xtHEEE (FT7BHR X
ILEXFRREE) @ 5341 (3.0%) THiES4L, ~— R (HR) & 1.08 (95% CI, 0.78~1.50) Th -7z,
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HIE CHERS S 7= MACE 73, alirocumab BETIE 3182 #Flth 52 il (1.6%) T. XHEEE (F7 BARXLE
SERRSR) I 1792 7 33 51 (1.8%) THH L. HRIZ 0.81 (95% CI. 0.52~1.25) Tdh o7,

LONG TERM R D HLE O 5 & AT T, HIE CHER S 7ol T TRELL 7. CV A X2 R,
alirocumab F£ Tl 1550 il 72 5] (4.6%) . 77 B RBETIL 788 Filth 40 5] (5.1%) THRHL LT, HIE
THER S 4172 MACE I, alirocumab #£ Tl 1550 il 27 B (1.7%) . 77 BAREETIX 788 Bl 26 4

(3.3%) Tholz, NH— RHITFRICHAE SN, TX3TDCV A X b TlE HR=0.91 (95% CI, 0.62
~1.34) . MACE Tl% HR=0.52 (95% CI, 0.31~0.90)C& > 7=,

EIEKIIE 5

3 FHRBRIC T A RSN HIL, alirocumab FET 0.6% (3182 Bl 20 #1]) . *THEEET 0.9% (1792
1§J'43171§J) Tholz, ZNHLDEFORPEITHBIT D ERIERILICVA R N TH-oT,

AR F L OPEEE

JAFENEE =2 L X 7 2 — U X (RS TR E 2 EAE R AR D 77 B AR 3 e (X5 F 2
GRS T

LONG TERM #B#

ZD 18 » AMDOE LR —EER T 7 AR, thoOREEMRIEOFEL DT, CV U
A7 W@, FEFICEL . RRMAEDO A F o N\ HE SN TV AIFREMES 2 L AT 0 — L LE#
#2310 il &= AT, Eﬂﬁ?bﬂ“(b\f:HEEﬂ%‘ﬁfﬁﬁiﬂim7L’C\ FHE 150 mg Q2W @ alirocumab X |%
7R ERE LT, LONG TERM iBR OIS, heFH BE D 17.7%, 2 BHE RIS EE DS 34.6%, KOV
SR DR B OB Z AT 5 BED 68.6% Thol, N—ZA T A D 24 £ T LDL-C 21k
KOT T VRITHARIZEEZET, -61.9%TH 72 (95% CI @ -64.3%, -59.4% ; p i : < 0.0001) , FEHM
RRERIZOWTIL, #2220z &, 12O LDL-C 2% 70 mg/dL (1.81 mmol/L) % F[a]-> TV /= H
Fix, 7T BREED 7.2%IZH~<T, alirocumab BEE 82.1% T -7z, 24 EOEFSE T, T XCTORE/Y
REAICBWT, 78R E ORI AEREEND ST,

COMBO I 7l

Z o 52 A OL LR ZEER YT B AR B TR, tholFEEMEIEOREL DT, CV U
27 BIEFITE < . KRMHEDO A Z F &G THED LDL-C AAEIZE L - 7283 311 B4 #i
ANT=, AT T DIREEMEILEICI A T, 75 mg Q2W @ alirocumab X X7 7R &2 &5 L1,
alirocumab @ 150 mg Q2W ~® &%, LDL-C 2% 70 mg/dL (1.81 mmol/L) LA ED FE3EC 12 BRI k6 L
Too WHJ_—AF A LDL-C I&, alirocumab ## T 100.2 mg/dL, 77 EAREET 106.0 mg/dL TH -7z,
NR—=2F A N6 24 B E TO LDL-C ZALRD T T BRI FEEEIT, 45.9%Th 72 (95%
CI : -52.5%~-39.3% ; p f : <0.0001) ., FEMIZRAERIZOVWTIL, £ 2 2RO &, 12 @R (HGEHT
@ LDL-C 2% 70 mg/dL (1.81 mmol/L) % F[E> TWERBE X, 77 BAREED 11.3%I2EX T, alirocumab
ﬁif X 76.0% CTH 7=, 12 BUMRELRBRIGEETT- 7285 32 ] (16.8%) Tix, HE%L 150 mg Q2W
ICHAR L2, 2 @SR AT BE OV 7 7V —7TlE, 24 K LDL-C 23 FH)TE 51T 22.8%
m\ L7z, 24 HOFFET, TG KT Apo A-1 ZBR< T _XTONRE/Y AEAIZBWT, 7T R EDOH
SR A EEN D ST,

NT B IEGTER P = L X 7 2 — Uil E  (heFH) @ HRD 77 TARXG 3 MR (X5 F 20k
S5 T)

FH I #5 % OFFH 11 #5%

18 » Ao ZhaikdhF —EEMR 7 7 AR EEE 2 4Tk, o EEMEEOFELZR DT, KK
MAEDAZF U REE I TS heFH BE 732 Hl ot A T-, EEEARPEEIZM Z T, alirocumab

8
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75 mg Q2W I TR EHH L7z, alirocumab @ 150 mg Q2W ~D &, LDL-C 7% 70 mg/dL (1.81
mmol/L) LA EDBE T 12 WIFCHEME LTz, X—ATA D 24K E CTO LDL-C BbERDOT 7 &R
IZHARTEE 2, -55.8% TdH 72 (95% CI @ -60.0%. -51.6% ; pfHE : <0.0001) . FEAHZRFERIZDOWNT
I, £2E2BRoZ L, 128K (HEERT) © LDL-C 2% 70 mg/dL (1.81 mmol/L) % F[E- T\ 7z BE 1L,
T TRREED 0.6%IZEXT, alirocumab B TIE 502% CThH o 7=, 12 BIFICHHEZIToTmBEOY 77
J—T7TlE, 24 HIFFO LDL-C 2N TE B2 15.7% Lz, 24 OB ST, T_TOIFE/ ) A&
FIZBNWT, I TEREDEI AR B EENH - T-,

HIGH FH 7%

3 A D 18 » AR K Sk ItF —HER 7T AR5 R Tld, oIS EAREOA 2 b
T RKMAEDO A X F U R EE SN TEBY, _X—2F A LDL-C 78 160 mg/dL (4.14 mmol/L)LA Lo
heFH f%# 106 il 2 ATz, BEIZATON CTWIEEEMRIEIZINZ T, 150 mg Q2W @ alirocumab X
X7 7 RE®HG L, X—AT A b 24 HEE TO LDL-C 2D 7 7 B RITHAR T B2,
39.1% T o7 (95% CI : -51.1%, -27.1% ; p i : <0.0001) , FEMIZRFERIZOVWTIE, £2E25BDZ
L, ZTOMTXTOIRE/ READOFEHZEIEL, FH 1 Bk &Y FH 11 Bk & R TH > 7228, TG,
HDL-C }2 O Apo A-1 TIEHEFHFRIAEIZIE LR Do 72,

STV = L X T 7 — L UE R L3 G H R ARG X R DT EF I THG 3 e (X5 F>
HERERELE T

COMBO II # 5%

2 FERIO LR IER —EERTEF I TR T, CV U A PIEFICEL . RRMHAEDOA X F
R GHIZBEE D LDL-C HEEIZEE Lo T2 BFE 707 Bl A AN T, FEATA X F UIEIZMA T,
alirocumab 75 mg Q2W X(Z=FF I 7 10mg 1 H 1 [E % #5- L7z, alirocumab ® 150 mg Q2W ~D &
X, LDL-C 7% 70 mg/dL (1.81 mmol/L) LA EDEHE T 12 HRFIZEE G LTz, N—A T A b 24 lFFE T
® LDL-C Z{bREOTEF I 7 & TR EIT, -29.8% Th o7z (95% CI @ -34.4%, -25.3% ; p fA :
<0.0001) , FEMZRFERICHOWTIZ, 22RO L, 128 8RR © LDL-C 28 70 mg/dL (1.81
mmol/L) % F[El> CTWeBE X, =BF I THED 46.2%I2 T, alirocumab BETliX 77.2% CTH -7,
12 BRI R AT T2REOT 7 7L —7"Tlid, 24 K0 LDL-C 23 TE 51T 10.5% LTz, 24
HOFF ST, TG O Apo A-1 ZRLS T R_RTORE/) AEHICBWT, =8F I 7 L OFHZEN A E
ENH oI,

BRI T IER & T L R B AE AR E~ DB AN

JE T = L R 12— L I SE BB DT F I TR 3 A (X & T IR L)
ALTERNATIVE 7%

24 WO L IER —EERTE T I TR T, B REREEEIRIC X D A X F AR R
STz 248 il &=/, alirocumab 75 mg Q2W X|I=EF I 7 10mg 1 H 18], $ L<IE7T hb
N2AZF20mg 1 B 1[E (FBHEEGHE LT) THRE L7, LDL-C 28 70 mg/dL (1.81 mmol/L) BL F X%
100 mg/dL (2.59 mmol/L) VA EDBFETIX, D CV U A7 DL~V T, 12 BHKFIZ alirocumab %
150 mg Q2W ~H & L7z, _X—RA T A D 24 I E TO LDL-C Z{LRIZBIT D= EF I 7 L DY
21T, -304% Toh o7z (95% CI : -36.6%. -24.2% ; pfE : <0.0001) , FEMRAERIZONWTIE, K252
oz &, 12K (BERT) © LDL-C 2% 70 mg/dL (1.81 mmol/L) % Flal> TW=@BFIL, =¥FI7
HED 0% C, alirocumab BETlX 34.9% CTho7-, 12 BRI AT 72HBEDOY 7 7 L —7Tld,
24 JAKFD LDL-C 2B TE HIZ 3.6% A LTz, =BF I 7 L7 24 lRFIZHIT H221%, LDL-C,
total-C. non-HDL-C, ApoB MU' Lp(a)T. #MatFHICHE TH -7,

AR CIL, 2FEEU EORZF N (96 1 U EIXEEGRTHET) Rt CTh o 72 B35 2 5Hh L
7~ B RAAEREGRERIT. 7 MARREZF U (46.0%) 1ZEE2, alirocumab & (32.5%) DM

9
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22> 72 (HR= 0.61 [95%CI, 0.38~0.99]) . E7=, B RAAEFEFROILORBRIGEL P I LIZEED
HEY, T MR REFURE (22.2%) 12T, alirocumab B (15.9%) O 0MED - T=, E KM E
DAZF o EGHREE (N=3752) X5z 5 07 7 e RAREHBR COMEKRAEFERICLD
1SR 1%. alirocumab BT 0.4%., 7T B REET05% CTH o7,

MONO 7l

24 WM O LNk dkF —EERT YT I TR TIX, FEEDO CV VAIRHY, AXFrokh
T DREEEMIREEZZ T TEB L, XR—2F A > ® LDL-C 7% 100 mg/dL~190 mg/dL (2.59 mmol/L
~4.91 mmol/L)?D 35 103 B 241 Ai7=, alirocumab 75 mg Q2W XI/Z=F¥F I 7 10 mg 1 A 1R 2 &K 5
L7z, alirocumab @ 150 mg Q2W ~D (%, LDL-C 2% 70 mg/dL (1.81 mmol/L) LA D 35T 12 1 KFIC
FEhi L7z, X—RATA N5 24lRFETO LDL-C ZLED T 7B RIZHARTEHZER, -31.6%TH -
7z (95% CI : -40.2%, -23.0% ; p i : <0.0001) . FEMIZRKSRICOVWTIZ, £ 2 2RO L, 12 HEF
(H4 A7) @ LDL-C %% 70 mg/dL (1.81 mmol/L) & F[El> TW &1L, =8 F I THED 0%t~ T,
alirocumab £ TlL 57.7% CTH - 7=, 12 BLIELREBIBEZIT o728 1461 (30.4%) Tix, H&E%E 150
mg Q2W £ THifE L7z, 12 R E 21T BE DY 7 71— Tld, 240D LDL-C 23 TS
HIZ 14%RD Lz, =8 F I 7 & 7z 24 8B I2 81T 57513, LDL-C, total-C., non-HDL-C 2 T} Apo
B CTHiHFMICAERE CTH o T,

R2— 77 ERHBROTEF I THBRBRICEIT 2N T 1 )25 DI LDL-C B{kF

77 RABRBRICEIT 5_X—R T Vb OEHEER (RFFLBEHD)
LONG TERM FHI and FHII High FH COMBO I
(N=2310) (N=732) (N=106) (N=311)
F5eR A 7R A 7R Al ZIER AFl
BEH 780 1530 244 488 35 71 106 205
L%ff gﬁiﬁ 122.0 122.8 140.9 1413 201.0 196.3 104.6 100.3
(mol/L) (3.16) (3.18) (3.65) (3.66) (5.21) (5.10) 2.71) (2.60)
12 FEFF
LDL-C (ITT)* 1.5 -63.3 5.4 -43.6 -6.6 -46.9 1.1 -46.3
{fg&;&ggﬂ 1.4 642 5.3 44.0 6.6 46.9 1.7 47.6
24 K
LDL-C (ITT)* 0.8 61.0° 7.1 -48.8° 6.6 45.7° 23 482"
{;?a%mce]ﬁ’)% 0.7 62.8 6.8 493 6.6 455 0.8 -50.7
Non-HDL-C 0.7 -51.6 7.4 -42.8 6.2 -41.9 -1.6 -39.1
Apo B 1.2 -52.8 1.9 -41.7 -8.7 -39.0 -0.9 -36.7
Total-C 0.3 -37.8 55 -31.2 48 -33.2 2.9 27.9
Lp(a) 3.7 293 -8.5 -26.9 -8.7 235 5.9 -20.5
TG 1.8 -15.6 43 9.8 -1.9 -10.5 5.4 -6.0
HDL-C -0.6 4.0 0.2 7.8 3.9 75 3.8 3.5
Apo A-1 1.2 4.0 -0.4 42 2.0 5.6 2.5 33
TPF I THEBRRICBT 5R—ZF A Vb OFEHER
AEFUEREDHY AEFUoRERL
COMBO II (N=707) ALTERNATIVE (N=248) MONO (N=103)
10
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T¥FIT A T¥FIT AA T¥FIT A
BEE 240 467 122 126 51 52

Lﬁi;i?ij;fad 104.5 108.3 194.2 191.1 138.3 141.1
(mmolL) (2.71) (2.81) (5.03) (5.0) (3.58) (3.65)

12 A FE

LDL-C (ITT)* -21.8 -51.2 -15.6 -47.0 -19.6 -48.1

LDL-C (on 227 524 -18.0 512 20.4 532

treatment)

24 ARE

LDL-C (ITT)" 20.7 -50.6¢ -14.6 -45.0" -15.6 472"

LDL-C (on 218 524 17.1 522 117.2 54,1

treatment)

Non-HDL-C -19.2 -42.1 -14.6 -40.2 -15.1 -40.6
Apo B -18.3 -40.7 -11.2 -36.3 -11.0 -36.7
Total-C -14.6 -29.3 -10.9 -31.8 -10.9 -29.6
Lp(a) -6.1 -27.8 73 -25.9 -12.3 -16.7
TG -12.8 -13.0 -3.6 93 -10.8 -11.9
HDL-C 0.5 8.6 6.8 7.7 1.6 6.0
Apo A-1 -13 5.0 2.9 4.8 -0.6 4.7

ITT fi#HT —intent-to-treat 2E[ | FRBRIGRIZKT 27 ReT7 7 o RZnb b9, R 2@ L 7= 4
NEET — 2R EEN TV 5D,

Pon treatment AT — B E DN EBRICIEE &2 52 1 T IR BRE U 7= 74T,

24 K D45 LDL-C ZAbRIT LT OB 2 kI Lz,

¢ _74.2 mg/dL (-1.92 mmol/L); ¢ -71.1 mg/dL (-1.84 mmol/mL); ¢ -90.8 mg/dL (-2.35 mmol/L); " -50.3 mg/dL (-
1.30 mmol/L); & -55.4 mg/dL (1.44 mmol/L); " -84.2 mg/dL (-2.18 mmol/L); ' -66.9 mg/dL (-1.73 mmol/L)

Yiray
AN

RN ES S TFIX, | DL EO/NBEMY T2y bE2RG e Lizalb 2T a—)L FRHOBEICET S
PRALUENT OiRBRFERAZBEHTHEHE L T 2bD L3425 UNRE~DEEIZET 2 FRIZS
W, 42RO L)

RN EE ST IE, T To/NRERSP T2y bR e LERGMIBEE R EIEDIBEICET S

PRALUENT OiBrfE R 22T 2 RE &2 0brT 25 UNEZEA~OEGIZET A EHRICOWVTIL, 42HE
BEWOZ L) .

5.2 FEHE IR FH KR

DTN

alirocumab 50 mg~300 mg O & F4&5-1% O s MAE P IR EEBIERFH] (tne) (3. TRET3I~7THTH-
Too M, EREER., SUIKRBRE~D 75 mg HLEIE T# 5% D alirocumab OIEMBIREILFEIER CTH - 72,

FHE RS B BEMRAT IZ CHIE L7- % T 5% @ alirocumab OHEXIHINA 37 XA T U F 1135 85%
ThHolz, 2~3EEEHIITTEFIREBIZEL., THEELITN2ETH -7,

11
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Gl

3>

Er RN 5-%% O alirocumab D734 451347 0.04~0.05 L/’kg TdH ¥ | alirocumab (FFEIZFEERRN ToOAl
D Z e DR ST,

GRINAYR)

alirocumab [ZEHE TH H 72D, FrEOMREHEERII S S /2 - 72, Alirocumab (%, K73+ X7F K
EEADT I VBIIAMIND EBEZHND,

Pt

alirocumab (Z1%, 2 DOHEMFA RO Hivlz, KIEE TIiX, alirocumab (1% & A EX3ER) (PCSK9) ~
OfafFE A ZBE U CTHRt s s DIlzxt L, BENE L 72b &, EICIERAFE QB ok 28 U Tk
mIhs,

FHESEYEhEMATIC L D & HAEYE & LT alirocumab 75 mg Q2W iX 150 mg Q2W O F#& 5L
=~ BT, EEIREEIZRIT B alirocumab @ BT OYEEIZ T RET 17~20 A ThHoTz, AFTF
BEARE I, alirocumab @ B2MNT ORI TRE T 12 B TH -7,

ELAR IR/ FE R

H&E% 75 mg 7°5 150 mg IZfE5HET 2 &0 % alirocumab A 2.1~2.7 288N L. A B L 728
mzbH3niz ERl-7z,

e E D
A

REMEEY BRI LD & . FmIZEFIRAE TO alirocumab BREER DO 272222 B L TV 7203,
BRI L 2ME~DEEIIRD HhZe o T,

PRl
RAEMSRMENEMZATIC L 5 & . MEBIIT alirocumab D3R EHAREIZ BB % 5. 2 720,
N

RHE S BN REMENTIC L D &, AFEIT alirocumab DY ENREIZ B A 5 2 7p o 72, AKI 100 mg~300
mg LA FHRb5%, HARANE B ANORBEEERE OR CRERICABEZEIT R o7,

/3

RAEDORER PK ET /UCEBWT, REITAEREERETHo7, 75 KDV 150 mg E512861F 2 EHIK
HETO alirocumab BEFEH (AUC(.14) 1. 50~100 kg DEFE L L, 100 kg LA EOBRETENLN
29%. 36%A Lz, ZAUTERIRAIIZEZR D H S LDLIK FOEIZITR Lo T,

Vg 1

1 ARRBR TId, B K O A R TR RERE A 12 alirocumab 75 mg A& HAR] A2 R G- L 72 R o0 S dh g

7T AT, FSREN EF R EBRE L RETh o 72, BEEFEEREORE TIL., T—21NEDH
VAN GAYAIAN

12
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EHEREN &

B/ 7 m—F AR EREERE LTt s D 2 &i@m&%i%ﬂfmét@\%%%m
alirocumab DIEYENREIZEZ KT L13HB 2 Divev, RHEEFSEWENREMATIC 75 X 150 mg
%’Z’é— BT DEFIKEETO alirocumab BEEEE (AUCo.4q) 1. IEH BHEAEEFE T H:f\ 08 Ny DN A i

%%T%ﬂ%ﬂ 22~35%, 49~50%¥EN L 7=, alirocumab BRiEE &I L7 2 DOLERETH D
fﬂiikfﬁﬁ%@ﬁj\?ﬁﬂ\ EHREN 7 2 U —[ TR - TEY, ZhIZX VBl IhEpihEoEnwx
FEALHBHTE S, BEEBEERE TOT —XIIROLNATWNDER, 26 DHEFTO alirocumab PE
B IR B R A TR 2 EE o T,

Y ENHEF /5T ) P[] O B

IDLC&T&VOdmwmm@%ﬁ%m%%iW%%T%DI@%QA@FA% LCRESND,
7B PCSK9 K OY LDL-C %, HAZSFIAE T 5 £ CIRERFMEICEA 35, PCSK9 fiA 2 fafniceE
9% &, alirocumab DEEN S SN L TH LDL-C BN E ST+ Z &13720 28, LDL-C DO
R EN L WIRITER T 5,

5.3 HTERREEWT—¥

ZAMIRE MERGEEOFMMICES X, FEERT —% Tl M3 2 RRI2fERITR O Hiv7e
Mol

7 v RO L OAEGEEMEGER TIX, alirocumab 73, Lo 1gG Hifk & [Fkk, MR A4 @i+ 25 2 &2
RENT,

PFTIEL, ZHREOMRB~—T— (A, BERAMRE, MEE, B rEEk, & LIS E 1 bz
D ORKETEEE) ~OFEREEITROLNT, 7y RO LOH MR TH . alirocumab (ZRSH L
T R B ) S AR B R AT RO b e o 7=,

7 v FXUFTH AT, RIBORRESTHEAE~DOAF IR %ﬁ&b %htcznof:o YT IBIT D RN

150 mg Q2W 5.0t MEFEED 81 FICHYTH22HBETCLRO LN -T2, —Ji, 7v N T

wmm(pwﬁﬁ®t%%$a@ﬁssﬁ méﬁéiﬁ% 2 CRHAFMEDN A B (5 MRS KIE
MR OIEATIR 7 » b CHIE SN BB EICESL)

IR 208 L C4El alirocumab @W%E%&Eéhtﬁﬂ)&%/v@uﬂi WX, *HHREEL bbig L Cht

JFAERIZT 5 - /ﬁ(ﬁrfiﬁ@ﬁTﬁ)ﬁﬁE T, FOHAEIRICEIT D alirocumab (2B U 7= stk
BEEEOZOMOTET 2 X3BO STz,

6  BAIERIRH

6.1 ¥wim—%&
EAFT

> g

AU YV L_— |k 20
FES K

6.2 KSR

i A PERRBR S il S TR WG RIE. AR MO RA LIRS LTI 520,

13
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6.3 B
2 4R
6.4 HEELOEER

BIRETRET 528 QC~8C) . A LnwZ &,
AR EAMIE T A RERIE, 25°CLL T O%A TR 24 FER i 2 70\ 2 &
ST, XU XIT VoD ENENS SN &,

6.5 AEHROMERUAEY

AT VLV AAF—)VHEES, AF Ly -T2kt =— NV —)L R, Jaexsr7Fra
LT F oD — A Ry ftED, Y ary IR ENTZ 1V BBHAT T 22 P AD O | mLiE
W,

75mg 7 L7 )L R~

VU TN, HEOX X v S ER LI OERIAR ¥ A& QBRI HSR AN T LTV S,
150 mg 'L 7 4 )L R~

SUVUN, BaOXy v TEFLIEF—7 7 L —OVEBIR X A& O B[R R NN THT
W5,

ISmg 7LV 7 4V R ) vy

BARFEDORY) 7L rfllr s o Vy—ny a3 ) oV Tho,
150mg 7V 7 4V Ry Yoy

= 7 L—OR) 7L 875 Vy—nay RFEV) U UTh S,

TLES A X

TVUT A4V RRUTAR, 2K, XFT6ARAND

TUL 74 R UK 2R, T 6ARAND

T RTOWUES A APPE SN TWRWIGERH D,

6.6 BEERUMMOBEVICETIEERER

ARRITE T, BEA~EEATRITNIIR DRV, IR OB ALV U RIEMERL 7233880 B i
725 A3, WiREEA LN &,

%L, N2 V) PR RRINEAIRIC AN T, HE (M) OHANHE-> THRET D Z &,
BaIHAA L 2N L, BRRIEIFICFHROBLFORNPRNE ZAHIZES 2L, HHWPLRMEMD
PR SUIBETEM I, ML E (M) OB THRET LS Z &,

7 ERELTBOKEIREE
[ 38R i T RO RGR S
sanofi-aventis groupe

54, rue La Boétie

F — 75008 Paris
France
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8  TRARBES

EU/1/15/1031/001
EU/1/15/1031/002
EU/1/15/1031/003
EU/1/15/1031/004
EU/1/15/1031/005
EU/1/15/1031/006
EU/1/15/1031/007
EU/1/15/1031/008
EU/1/15/1031/009
EU/1/15/1031/010
EU/1/15/1031/011
EU/1/15/1031/012
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A SCEE

Z OBEEITIZ, PRALUENT OZE0 28872 I B FH#
TRTEHEINTVWB DT TiX2VY, PRALUENT O 5EERRERA T
EExSROZ L,

PRALUENT™ (alirocumab) . K THEHNA
KEHIEIARE : 2015 F

ZheE - R
PRALUENT (%, PCSK9 (FiBR% o /{7 BlsHaligZy- 7Y >0 /7
X oM HEATHY, LDLa L AF o —/L (LDL-C) O
57 DI T BRI 2 ~T o A RMEF RS 2 L 2T a0 —) LU IiE X
WRERRAY T T v — NEIRAEA L U i 5 R ER 0O g AR L6 L RTRR
ERORKIMARDO A 2 F ko LCGEHsNnS,  (1.1)

{85 _E I
o DIMEPER B OB K OBETS RIC K95 PRALUENT D528
eE L TRy (1.2)

A g
PRALUENT OHESEBIAAH BRI 75 mg D 2 lEOR FREGTHY . £
< OBREITZOMETH7% LDL-CIK T2 55, LDL-C sk
DRV RGEITIE, BRETHD 150 mg O 2lEREGICHEEL T
B, @21) .

MBI U T, RS HEORHE & O B2 FHE T 5720, #5815 X
ITHEEE% 4~8HMUMNIC LDL-CEAET 52, (21) ,

A - SR

o TEHF 75 mg/mL X E 150 mg/mL EFHEA Y ORI SHT L7 ¢
R (3)

o TS : 75 mg/mL XiE 150 mg/mL EFHEA Y OBERERSH 7L 7 4
R Y (3)

PRALUENT (Z %3 2 B A0 HUE KOS OBEERE (4)

BEROER LOER
o« 7LAX—KG : PRALUENT O# 5.2 LT, O EERFS
GEBUE M 260 ARt % B9 2 WEUE G2 &) % & Tl BuE X
& (B OEEIE, 5., RBRY) RRESh T\, BERT
VLR — I OB SUTIER DGR BN 75 121F, PRALUENT
OG- E IR L, EESRICHE > TR L, BiE & OYER 3 &
THETREZBETLHZE 51,

BIER
BHLEZBOLNDENER (77 R#E 5 8% XV H PRALUENT #
LEEICE L WG SN RTR 5% EORIER) 1%, SIEEEE, 1T
RS A IV P THD (6.1) o

BIfERBEWIC OV THE T 535-A1L. Sanofi (1-800-633-1610) & L
<X FDA (1-800-FDA-1088 X i www.fda.gov/medwatch) (2T 3
Z e,

BEI T EY VI EERER U FDA B BE BRMATEICOW T,
17TEHEEZSBROZ L,

ET - 201542 7 H

SEEMRETCE - Bk

1 ZheE - R
L1 JFOs MR NE e
1.2 fERA ORI

2 A - A&

21 BHE#

22 HHICHT 2 EE R
3 FHAE-EE
4 ==

5 EERCERLOER
51 7T LAX—Kin

6 BIER
6.1 JRBRICHT DikER
6.2 RN

8 BEOEM~DOERE
8.1 IEiR
82 %Il

8.4 /NEFE~OFEL

85 mEkE~OEE
8.6  EHgmEREE
8.7  FFHmERETE

11 FEAR - MR

12 ERRRIES
12.1 1ERAF
122 )%
123 #EApEhhe

13 FEEREREM

13.1 FEMANE, ZBRJFE, ZhEREREE
132 B mtE R O TSRS

14 BEEREE

16 ¥/ FERUBREV EOEE

17 BEIVVRYVIEHR

*TEARRRET SCE CEIE L7 E R OVMEBIFEHE L T,
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SEERRIRATSCE

1 ZhHE - R
1.1 JFFEMEE AR ME

PRALUENT /%, LDL 2L A7 z—/L (LDL-C) O X 575K FNMLEL~T a5 ME
WEMEE 2 L 27 1 — VIIUE XX EGER RS 7 7 1 — AEhREE LD L5 2 R D Rk AR Ik L&
HRER ORI SO A X2 F AREORMB e L CE SN,

1.2 fEH_EoHIH

OB PR BB O FE R K OMETE 3R %95 PRALUENT D228 3k E L TR0,
2 HE-HE
2.1 &EF#H

PRALUENT OHELEBRLEH EIX 75 mg D 2 WE DK THREGTHY . L OBEIZZOHET
44372 LDL-C IR F 235 5415, LDL-C SSMER R+ 25E8121E, RRKETH D 150 mg D
2HmHREICHELTH LUy,

VBN CCy UEOFHE N O EZRAET 5720, &5BEEITHEE T % 4~8 L
WIZ LDL-CEZHIETH Z &,

KLz, BELENZHE?L THUANTOHIUTEKREG L, £0RIITTOREG ATy
2—/VTHATLLOBEIIEE T2 L, THEZBA TWELEAITKREIOR G TER T
RO X Y BEIHEET L2 L,

22 BEICETHIEERER

o FEREHIEICES T, EHT DN, BFHELKD UIN#ELIZ, PRALUENT OFHE KL Y
BB UGl R 21T 5 2 &, BE LD XI3Jri## 121X, PRALUENT £ f4
HECII T ERABRAEL GA, RENEICHE D Lo ICEETH L,
fE 9% HE1Z, PRALUENT % 30~40 73 7F C=EIRIZKE T Z &, PRALUENT 2 ={RICK
S7eb, TEHRY BLEMATSZ &, PRALUENT % 24 BELL B, =RiIE[77°F (25°C) ]
ICEWTWEGEEIZIE, ZhaEHA LR &,

FERE O BAHNZ DN TIE, BGRNSARIEMEIRL 7O BN 72 WA R o 7 IR R AT 9
5L IR OEALEIR TN 705380 ST AT, WK FEH LnS
&,

PRALUENT % #5923 WIC, EENR FETENTZ L,

HEEGH7 L7 00 R IHRBIE SR T L 7 0V R U P2 LT, KERER.,
MEE. BRSOV AT PRALUENT 2 ¢ FIEST 5 2 &
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o EIOES T LI ENERICEZ D T L,

o HuR—r HEDORE, RIE. b L ITRERY 7 8 OiEEE R SR B IR EGD H
D EAIIZ PRALUENT Z 1R LTl 7200,

PRALUENT & D 1EHA % [7] CIESHERAL TRIFFR 5 L TidZe 5720,

3 HAE-ZE
PRALUENT (%, #EEA~BEEAOFHLREIIKTH Y | RS HHW - G8EIE, Tiios
BOTHS
LUF D& &OBREEGHERNEAD OF V7 1)1 R
* 75 mg/mL
150 mg/mL

LT oEEOHEERGHEFEAY DT LT 4V R ) oy
* 75 mg/mL
* 150 mg/mL

4 FE=

PM&WWTM PRALUENT (Zxf9 % B 7 imHUE S DBHERE O & 5 BF IZII = Th 5,
WBUESOS IR, W EE M 2% KON 2 B9 28 BUE S 7 e [ B3R ONEH L oVEE
(5.1) &=/

5 BEEROHEALOEER

51 7 ULAX¥—Kia

PRALUENT O 5ZBAL T, —fOEERFS GEBUE M AZ K & AR 2 B9 2 i\ iHUE X
JS72 E) HETIRBUERIS (Z 9 FEE, %r LB L) BEESR TS, EERT L
I X — I O SUTIEIR DFRD DT 55E 121, PRALUENT O 5.2 Fik L, FEAEILRE
It~ CTIBHE L, @@&Uﬁ%ﬂﬁ%#éif%%%ﬁ T HZ L [ZE 4) #2H] .

6 RIEH
TROBWEMIL., KIS LEOMOBETHIRNS5N TS
T VX — s [BER O ForEE (5.1) &)

6.1 JRBRICERIT AR

BRBRIIKRES B DR T TCERINDIZD, HHIKOIBEHR TRD LNI-FITERARERL
BIDOIDIEER TR L RITEAREIR & EEERT 5 Z L3 T 7, EFKTROLND
FEREZRME L TS EITRS 720,
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9D 7 7 ARk G T, PRALUENT # 5-/83 2476 {5122V T PRALUENT D22 21473
P S 7o, 72d8 21356173 6 H ARl G 2521F, 1999 FilH3 1 22 TR 52515 T
Wz (G AR Tl - 65 R)) . PRALUENT #%5-BEEMICHOW T, FEERT 59 5% T
HY . EONFRITEMED 40%., HAD 90%, BAXIXT 7 U IRZKEAN 4%, 7T AN
3% ThHolz, N—RTA UFIZBRED 3T%NRA~T nBEAMEF RS =2 U AT 0 —)VIE &
W S, 66%IZERIRIY T 7 1 — AR REE (LA O MUE PR B NER D H AL TN,

7T ARG EE LD S PRALUENT &% 5-8F 12 % < i SRR 2% EORIVER %
#£1IT5RT,

#F1 TI7 e REEEE LV D PRALUENT R EABFIZEZ BMESINZEBER 2% LD
BIVEA

= WA AN PRALUENT & *

AlfER (N=1276) (N=2476)
BHTE S 11.1% 11.3%
VESHERA RO 5.1% 72%
AT W 4.6% 5.7%
R I SRR 4.6% 4.8%
TR 4.4% 4.7%
KUE R 3.8% 4.3%
i AT 3.4% 4.2%
IS 2.4% 3.1%
fall = e % 2.7% 3.0%
I WK 2.3% 2.5%
P15 1.3% 2.1%
B kT 1.6% 2.1%

*75 mg O 2 WEHEHE L 150 mg O 2 Bk 5RO S

CHLBE AR, DR, MEAR. VR A AT

PRALUENT #5883 D 53%., 77 BREGEED 51%I2, HHHIEIZE > EWEH 2358

L7z, PRALUENT #5-BFICBWTEGEHIEICE i bHEEO®mOWEERIL, 7 L%

—JJt (PRALUENT &£ 0.6%%f 7" 7 = RH#E 0.2%) MK OWFEESRHI (PRALUENT #% 0.3%%f 7

7B AREE 0.1%A0H) Thol,

TEG BB 07 D Jed TSI

EHTEAL O RFTBOS GRLBE, /88, % 9 FE, MR O9&H,/[EfM 2 & 1) 7% PRALUENT £

H#E TE s Sz (PRALUENT B 7.2%% 7' 7 B ARRE 5.1%) « ZHDORIRIC LY #

Bk L= B8 1303 CTHh > 7= (PRALUENT B 0.2%%f 7 7 2R EE 0.4%) 23, 77 &R

583 £ 0 & PRALUENT #¢ 5838 (28 W THEFHBALAOC O R BRI 2 < | BAEUER O

EHETE < . RS OEARHE IR o 72,

T LU

T VLR =T, PRALUENT G BHICBWT7 7 2RI GEE L b % i Shi
(8.6%%f 7.8%) o 7 LAF—KISIZ LV &G 2L L2 OF|EI1E, PRALUENT #2454

HFEERIZBONTT T RBEERE LV bmsomz (0.6%%F 0.2%) . MBS T,

PRALUENT # 5- 883 C, \HUE, SRS L OREENE K7 EOEERT LLVXF—K

ISR SITe [BERORN L0/ EE (5.1) 2]
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PEREGR TN T AN P

AR F M)A X F S PRALUENT % 5- 525D 0.8%. 77 B REEERED 0.7% CTHE S
A7z, PRALUENT #5835 12 X A58 UTRCEREEOWMEHE (FNE10.2%) X, 77
vARBEBRE (FRFN01%A0) Lo bEhol,

Vil

FFRSER AR (RICHTEEE O R L BIE4 %) 73 PRALUENT & 5-BE D 2.5%, 77 v Ah&KYS
BED18%THRESH, ZDHrb, BEDENTIN 04%, 02% THRERIRICE ST,
PRALUENT # 58 D 1.7% K N7 7 B R BE O 1.4%I, EFE RO 3 528 2 5 i
BRI AT IFT—BEANEDONTZ,

LDL-C (e

77 Ao HGEAER & TS REREBR O 5 & OF & L TREHT L7245 R, PRALUENT # 5-/24# 796
$C LDL-C #H5AE23 2 [BhEfE C 25 mg/dL % TRV | 288 4] T LDL-C FHHEAEAS 2 [Al3#fE T 15
mg/dL % F[El> 7, LDL-CMEIZ/S U T, IRESGERIC L 5 AuRE (R RMHEDO A X F
VG E) XA EE T, PRALUENT OHEZEE LV REZHILT 52 &1TkroTz,
ZAHORERTIX, LDL-CHEERME & W ) BERMERITERD bivZe > 7225, PRALUENT (Z

LV 5lEkZ S5 LDL-CEIKEN KIETEMICOIE 2 EBIZ OV TIARHTH 5.

6.2 RN

H 5D LHIEFEMAEAE L [REE. PRALUENT (2 HIFER R E TN 5, §F 10077+
RN ok FRGRER M OV IRERBR 2 OF & U TIHRMT L72RE R, 77 B AR XT3 KR 5. B8 o
0.6%\Z%F L PRALUENT $ 5-83 D 4.8% T, HHBBEZIZHT-ICHEEYIUL (ADA) 23
HE 7=,

ADA N EL U7 B 2B DIEH AL DR BLEIL, ADANBBL Lo EFE LD
EoT- (10.2%%) 5.9%)

{RT, PRALUENT &5 8FH D 1.2%20 72 < &b 1 [EIFfPUE (NAb) 23FEBL L 72 DTt
L. 77 BRI RIS 5B ITIT R L e o7z, £72. NAbBIEEZ R LT-BED
0.3%IZ, —IEME ST RREE OB IME DR BFRD HiLic, FlehIic NAb 358D b 56
@PwummT®ﬂMM%5®§%%ﬁ%_owTiT%T%éo

ﬁfﬁ@@? ZVE, HTEDRRE L FFRESCEOMORFITHEEIKEFET 5, ST, &

L5 HTIEIC wfﬁ SINDHURGMERIT, RO v, AR OREH], OFH3E, &
OEBIRBR EORODORFITHEIN D AIRBER S D, ZAHOHEN G, PRALUENT
(X9 2 PR BLR 2 M OFBN T D PR O RER L LT 5 LR 2 < BEZRH 5,
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8 MEOEM~DOHEE

8.1 HiE
) A7 DEL

g~ PRALUENT Off FICBI L THEAIBIE Y 27 2568 57 — 213G 6N TH2R0Y,
Bz O AR T, 7 v NI, B MIBUT 2 REERER A& (28412 150 mg)
BERE O 12 5 O@EE 2 YT 52 HE T, svB AT alirocumab % 2 T# 5 L7z &
I - Bﬁﬁ%ﬁ‘% IZRIETREBTRD bz olz, Fiz, Ve MTBT 2 &E R
& QI 150 mg) 5RO 13 5ORERICHY T 2 HE T, B EAM 6 5%
W ¥ T alirocumab % 2 F 5 L7z & & S8V VITHR PSR IE BOS O N 2378 8O Eﬂﬁ_o =5
12, & MBS RERHESEAE (2 BEIZ 150 mg) BHRFORK mP@% (ZFE Y
9% & C alirocumab Z 2 T#5- L7- & &2, R XIHAER LR OFEIZ K i?‘%ﬁ@‘
RO LN 0T, HAEREOSE Y VI, FHAMIFGT & ﬂ%th@{ﬁ'J/ETﬁEiﬁ alirocumab IfiL 1%
BENBO LI 5, alirocumab 73#’@0) IgG FUAIRER, MR w35 2 & 2R
2 XN 72, FDA 2MESE L TWDE /7 v —F RO R @%# X, HIRFE L R U AR
—IZE /7 u—F GRS AR RN Z R I NS, L, &5 E
DT LIRS 2 RO 3 U A RZ—IZF ) 7 0 —F LRI G A @im 3 5 Al REMEAS
&5, I PRALUENT 24153 % #iIZ, PRALUENT OX3% 7 ¢ v b ROV 27 72 5ONE
BIRIZxT 5 Y A7 OR[gEMEEZRETT 5 2 &,

KETIE., RIS L THEEMICHEEB SN TWAER Y 27 & LT, EREREE K ONRE
IXFNE, —REN D 2~4% K DX 15~20%2A B D EHEE STV 5,

7
By —»

M6 HEEONI2 HEIZ, b MIBY DRcmlRHEE AR (2 842 150 mg) #5-F5 0 5
12 5o E (IEH AUCIZEE-S <) IS T DmmE 75 mg/kg/@@ﬁﬁ%“(“ Sprague
Dawley 7 v T alirocumab % 2 %5 L7- & =T, IE - JRIEFAE TTRBITRD N
ol

BRI O e E T, 15 mg/kg/H &N 75 mg/kg/ O & [v MBI 5 i iR HE
T QBEMIZ 150 mg) HGREOZNZEH 135 KO 81 fEFOgEEE (IEH AUC 1255
<) ITHYTHHE] T, =7 A%/ alirocumab Z [ 5 L= & &2, Alid4~6 %
HOYET =7 AP, F—=FR— ) Xy b~EVT = (KLH) HURICK T iM%
EROSOMBINRD Hivlz, =7 A4 Pz HTHE LTZRIEAZEIZBNT (T2 #®
PEGIE SOOI FRD 72D, & P TORFEETIDOL I REENLLNDLNE I )M
IRHATH S, IIEVVORERORGEEZ BB L 5B F M S o7z, &m 75
mg/kg/AOME [ MIBT L m R & 2 EfEIZ 150 mg) & G-RFD 81 5 DIREE
& (MyE+ AUCICHSL) ITHY T 2 H&E] T, alirocumab % 2 &5 L7- & &I, &
AT HONT, - BIB~O I B 558 HARTUINAERDO I B D EEITFEO LT,
FHA~DRE LD bR o T,
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8.2 A
U 27 DEH

alirocumab ® & N OFLIHH~OHEM O G M, REFLRE I KIT T B I PEAIC KT
BRI DIEWIZ R, B~ PRALUENT D& KA & PRALUENT X3 RHAD
FERER BRI KT TIBEICA E B2 F 2 T, #ALORE KO Eo~
X7 4 MZOWTHHTRETHD, & FIgGldt FOILHITIFET DA, ARINAL TV
LT =AM, BT O 1gG PRI A R K O LA OMEER IR FIZIIKREICA G720 2
EDVRBEIND,

8.4 /MRE~DERE
/NIRRT k9 D B R OV W L IENE S AL TR,

8.5 EEpE~DEE

Lefse et BREBR T, PRALUENT #:5-H5 1158 I3 65 i LA L. PRALUENT 4% 5-5855 241 4
NTSULETH -T2, BEICH T, 26 OEMIERE & BERRE L oM<
PRALUENT OZ 2V SUIAMEICEITRD T, HE I TV D MOBEKRRR TIX, &
B L AR & O TC PRALUENT IZ L AR RICEIFHER S LTV e, Lol &l
Fr ORI EORmNE WD 2 & ZRINTE 0,

8.6 EHREEE

WERE ST AR RERE E 2 A T D BB T O M ERBIIRETH 5, EEBKERE %
BT HBETIE, 7B/ onTnRW LEAFERE (12.3) #25H]

8.7 NFHpefEE

R S P AR TR RE RS 29 2 A IO D BRI AR E TH o, BHENTHRRERT &
AT 2BETIE. T—FBHEHNTORY [FAERE (12.3) 220

11 AR - MR

alirocumab |Z, HIBRY LRV BHslfER 7 F VU v /v 98 (PCSK9) #HER &3
He hE/ Zu—F APk (1gGl 7 A V¥ A7) Thh, alirocumab |L, T ¥ A =— AL
A K — PN BT RS % T s R 2. DNA $ff1c L - Tl S b PCSK9 [HEAITH 5,
alirocumab (£, YA/ 7 ¢ FfEE L7t PEE2AKATHEK I, ZTUENT ALY 4 RiEE
LTk b KEEICHAREES L TWD, 01O Fe RO CH2 KA A VNIZIXEHD
ET, NAEGTUNESH A RIS — 5 T 5, HEEH L WO A fIL, #545 LTHANT
PCSKO & A HL A TERL T D, alirocumab D4y F&i%. #J 146kDa TH 5,

PRALUENT (X, #ERE T, PIEAIERMO, EHL, BE~BEHEAOK TENK TH L, H
B HH7T V7 40 R UTHERGH T L7 0L KUY P A0 B ESTHR
PRALUENT 75 mg/mL XX 150 mg/mL |%, >V = > LoE S 47 1 mL 1 BLGET 7 Ao
U U DI A TS, FRE—L RIZiE, RRI LT T v 7 ZA8-TiER0n,
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75mg/mL 7L 7 4V RRUIIT V7 4V RV Y P 1T ARPIZE ZAF Y 8mM) |, R
YX— 120 (0.1mg) . ¥ abE (100mg) KOVEHHA (USP) #&H L. pHIZ6.0 ThH
E)O

150 mg/mL 7L 7 4 )L RRUXIIT V7 4 )V KUY P T ARHPIZEAF VY (6mM) | &R
UYL~_—hr20 (0.1mg) . = (100mg) KOFEHHAK (USP) #&H L, pHIL6.0 T
0o,

12 ERPREEHE
12.1 fERBEFF

alirocumab 1%, ABRY L R0 BHERY7F V>0 /¥ 98 (PCSK9) LFEAT D
t N/ 7 a—FAPRTH S, PCSKI I, a0z mE CIKILE Y FEASZHFE (LT
LDLR] ) IZ#5A L. JFlEAN T LDLR O fiE 423, LDLR %, M d LDL #frET 5+
e RIKTH AT, PCSK9 IZ L > T LDLREME T35 & o LDL-CER FH3 5,
Alirocumab /£, PCSK9 @ LDLR ~DOfEA A ET 5 Z L1k - T, LDL OFREICHIF T
% LDLR #Z oL, 205, LDL-CEME N3 5,

12.2 &
alirocumab (2 J2 0 | Wz PCSK9 Ji B2 1 R EEARAFRIICIR T L7z, alirocumab % 75 mg X[ 150

mg O HA[E] J7 T 5-#% 4~8 Bt LA 78 PCSK9 D e KA 23588 B4177,  alirocumab j i
INE BRI AR F 9% &, 7 PCSKO I 13— T A AMEIZR -T2,

12.3 EEhhe

i

alirocumab 75 mg~150 mg D T (SC) 51 D i MLf H R FEBERF ] () (3. HPORE
T3~TH Thotz, EE, BB, UIKRBEEA~D 75 mg BB T #5254 @ alirocumab @
EYENRBILFEIR CTh o 7o, RHENISEMENREMATIC CRIE L 72 K T 544 O alirocumab D5t
HINRAFT XA TZEY T 413 85% Th o7z, HELAZHEET 5 L. ¥ alirocumab J2E S 2.1
~2T7fEICHE L. HEICHG LN E 30 Elnl o7z, 2~3 FE 5% ICITEFIREEIC
EL, EHEEiI2ETho T,

Vi

RPN £ 595 O alirocumab 4347 2851340 0.04~0.05 Likg T o7= 2 & 25, alirocumab i3
FIERRIZMT D2 LRSI,

FeAR DS

alirocumab [ZIEHE ThH D728, FE OREFRERII TN S 172> 7, alirocumab |%, (K57
FRTFREfll2DOT I VEBRIZHRIND EBE X BILDH, alirocumab &7 R L/NA X F 2
X0 ANAEF o L GRS L2 BERRER T, alirocumab O EH G FTA X F U EEIC
BLEMED B 2 ZLITRBO o7 2 &b, ¥ b7 v A P4ASOEER (1T CYP3A4 &
CYP2C9) <>, P-gp & OATP 72 & DfisE 177 alirocumab (28588 S u7e o 72 2 & D3RI S
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iz,

alirocumab (213, 2 DOHEMARDFRD B vz, KR TIE, alirocumab [T1E & A EDMER
(PCSK9) ~DfafifEazZim U CHHt SN2 Dicxt L, BENEL 25 & AANTEICIER

FERE oK ZE L TRt N5,

RHE S BN REMRATIC LD & 75 mg Q2W i 150 mg Q2W ™D & T alirocumab % fZ T & 5-

L7-HBE T, ©HEIRREIZI T 5 alirocumab O LT O EE X H RfE T 17~20 H TH >
7o

FFIE DLET~ DR

WeBRAE 2799 Bl DT — Z 2OV CRHEM BB REMANT & 26 L 7=, ZOREHE. 4, (KE,
PR, ANFEE O LT F =227 T 7 A, alirocumab OEYENREIC A B /B A2 T X
RN EDRBHLNI o Te, TILH DO N AR FERRFEDEVC K D H &I HEDE S /e

PP RE R

F 7 a—F HUEANEIEERBE L TSNS Z L3N e EZ LN TWD 2D, BHEGE
IZ alirocumab OFMENEIZ B L KT L ITEZE BN,
HEBRGEEEAL AT HERETIT. 72BN ELN TV,

TR RE e

R N OV 25 FE RS HERRSE 2 9 2 4% B3 12 alirocumab 75 mg % Hiln] 2 T# 5 L 72K D FEWY)
FHET 07 7 A V%, FFREREN B 72 gBcE SR CTh - 7=,

HEARRERE O BE T, T2 B/ON TR,
FEWE A EH

2HAF o EPERAT B &, alitocumab @ BT OFHE O g fEIX 12 BIZEHET 5, Lol
ZOEIIBRMICEROH D b O TiH A<, HESEAE - AEICEREL KETHOTIER,

13 FEERR B
13.1 BB AL, BERRME, ZREES

alirocumab D 3 AR MEEER 13206 S LTV RV, alirocumab O ZE B M O R REMEITEE S U
TWRWA, T/ 7 a—F LHRIZ L Y DNA UFREERITIE(L LN EEX N5,

ERRHE QI 150 mg) & 5-KF0 103 f502HgEE (IyEH AUCIZH-S<) 12/
THOHEARESARESE LT, 5. 15 XV 75 mg/kg/ilH DO H & T, PERICREA L 729 i
alirocumab % % TH#5- L7z 6 » A M OEBMEEERBR CIL, OB~ —F— (MEE#,
FERARE, HEE., B rEIE IS 1 RlH720 O 7570 L) ICRITTAFERZEIX
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WO oT, S HIC, KRR QEMIZ 150 mg) HHRFORE 111540103 50
SHEEE (MEF AUCIZHESL) ITHEYTHHETT v TP /IZ alitocumab % 2 T
B Uz 6 » A OEMEEMRERCIX, ASERIC I 1T 2 alirocumab (2 BEE 9~ 2 g i B 7
B SRR PR A F AT RITRR O bz o T,

13.2 B EE R O OB S

FSEK Y UIZ alirocumab 75 mg/kg GE 1[E]) &7 FL/SZZF 2 40 mg/kg (1 El 1 lﬁl) Z B
Beh Uiz 13 omERBROSMF. v MO 2 REERHESEAE 2 #HE(2 150 mg)
EFFD 100 52 B 2 DREE (AUCITHESL) T1~2 » A RBBRE%IC \% T~w)y
Ry hNETT =2 (KLH) 1S3 2 # M %0% IOSIZ PRALUENT 23 I35 80378 0 H i
ALY

14 FEIREAE

PRALUENT DA ZNMWENGE 3499 Bl Gk S iz —EHEM Y 7 R x i 5 - Chgt s,
BELBEONRIT., ~T e EREE 2 L AT a—/LifE (HeFH) BEDR 36%. K

17 7 v — ANERAE O A R BN ERD B IV TV FE FH EBE S 54% CTh > 7=, R 514

o3 f1d, HeFH SFIZIRE L CTEM S N7, T X TOEED, tholFEEMRKIEDOTHO

HiEZMDT, RRKMHEDO A X F o O 5%5%1F Tz, HeFH BE DB I LR BT

1. B RURNT SRR FE % (Simon Broome J:%E X {3 WHO/Dutch Lipid Network @ 5%
FHVNCdefinite FH” & 2 SN 7-3) 12X Y HeFH OB M Elii S iz, T TORBRAN 52

BRILL ESE S, 24 MOFREE T, EEAIMEFHMIEE (X=X F A4 75O LDL-CED

SEEEALER) AR S Tz,

3R TIX, WIRIHES 75 mg2#E (QW) & L., =0, FHENIED THV 7= LDL-
C HEMEIZ 8 M DREA T %Lﬂ\fmwﬁ%% IOWTIE, EHEICHKS X 12 HOREE T 150
mg Q2W (ZHE & L7, 128U B 22T 7B OKY: (57%~83%) NHEEME L L
o tz, 2HORBRTIX, 150 mg QQW O HED AIZ OV TR S 7z,

AR 11X, 1553 #12% PRALUENT 150 mg Q2W AE(Z, 788 B3 7" T B REEIC IAE A 12 0 11
b= LR —EHER T 7 AR Th oo, TRTORBEN, tholFEEMRE
OOFAOFEEZRDT, HKMHAEOAX F L OB %2517 TEY, LDL-CED X 57251
TAMEL LT e, EEFEIT 61 ik (EHH @ 18~897%) Th V. ZOWNFRITLMEN 38%.
FHAM 93%, BAN3%, EAR=w IR/ TTUVRNB % ThoTo, &IKE LT, #HE
OWNFRIE, BEEA T 7 1 — NBREE LMD IS R BN 5TV = FE FH BE D 69%,
HeFH B& 78 18% ChHh o 7=, ~—RA T A L HFD LDL-C O FHfEIE 122 mg/dL ToH - 7=,

FHMTE H 2 N9 5 24 BEF L W L ENCIREREO R G- 2 BIic IR L7 BE OE 51X
PRALUENT & 5-# 2K TlX 8%, 77 B REERERAETII8 % TH 7=,

NR—=RA T A 5 24 HEFE TP LDL-CfED 283 D PRALUENT £t & 77 & AR EEM
Z1E. —58% (95% CI : —61%. —56% ; p fifi<0.0001) T&H ~>7=,

i ROFEANCHONWTIE, K2AOH 1 22O &,
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F2R—=RFTA 05 24 FEFE TOIEENRT A —FDEHERE T T ERBEL DE?

FE&,1) °

w5 LDL-C Total-C Non-HDL-C Apo B
R—=R T D 24 BEE TCOEHELR

75w REE 1 0 1 1
PRALUENT #f

(150 mg) -58 36 -49 -50
Z?;iﬁ%fﬁ(ﬁ 58 36 50 51
(95% C) (-61, -56) (-37, -34) (-52, -47) (-53, -48)
@ 2513 [PRALUENT BEDE—-7 S REEDOE| Th 5,

P NE = RAEETNVEERV, BEHORANEIZOWTIE, HBREDN— T 1 EIC
DX ZEMTEIBEICLVMEL, BHEPORIUEIZOWTIL, HEFIZELONEEE DT
ET RS E ZEMTIEIC I VMR L,

X 1 BAMAED R X F #5557 PRALUENT 150 mg Q2W #E U7 F &R Q2W &

DREFIZBITEIR—RAF A4 b 52 B8EFE TO LDL-C fEOEH R (RBk1) °

FEHYE)

R—Z54 U150 LDL-CEDF
LILE B/

TSR (N) °

10
.20
30
-40
50
.60

_70 1 [ 1
R—RXZ53424 8

20

10
oy—"° -

1%

1
1
I
1
LS
T
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1

_ oa%

S - B
1

788

PRALUENT & (N) "1553

708
1386

PRAUENT %

To R

12 16 20 24 28 32 36 40 44 48 52
AERR GE)

676
1351

GEYEIL. EEL(L LT R TCOBREOEIZESHTHEE L (REUEIZSOWTIE., 1BET Fe 7
T ARER/ L TCELEMBIEICEL VTR .
SR EE NS BTV D RE L
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nit%ﬁ 21 :t 209 153 PRALUENT BEI(Z, 107 3123 7" 7 2 ARBEICEEAE L 2B ) £ B vz 2 haak
FL[A] BT 7 2ARREERBR TH o7, BEIL, {mmb*’”’fﬂkﬁfﬁ%{ﬁ@ﬁ#ﬁﬁ@ﬁﬁ%F%a‘\
ﬁiﬂﬁﬁﬁg@x 2F DG E%ITTCEY, LDL-CHEOI L 5K TAME L LT,

SEHAERRI 63 % (BGPH : 39~87 k%) TH Y. ZTOWNFIT LMD 34%., AN 82%. EAN
16%., EANRN=w IR/ TT VRN 1% THoT-, IRE L TEED 8A%IZHIKK T 7 o —
LENREEA LR O AE R TR O BTz, RX—RA T A VO LDL-C O ¥ 102 mg/dL
Thoil,

SHTE E 25l 5 24 BEE L 0 L ENCIRBRE O 2 B 1E L- BE OB,
PRALUENT #5-# £IKTIiE 11%, 77 AR EREESETITI 12% TH -7,

R—2F A4 5 12 £ TO LDL-C B D2 #1%. PRALUENT &£ Tl3-45%Tdh -
72D L, T ERETII 1% THY, X—RT A4 15 128KE TO LDL-C HED Y
ZE{ 2 D PRALUENT 75mg Q2W HE & 77 B ARBER O 71E. —46% (95% CI : —53%. —39%)
THoT,

12O ET, FANIED THBW o LDL-CEDOHEHEIZIL-SE | LDL-CED & 572 2K F 8
VI TH - = HEIIE, R0 oRBRBIM T, PRALUENT OfE% 150 mg Q2W [ZHE& L7,
N—=2 T A 5 24 JiKF £ TO LDL-C E D2 k=1, PRALUENT #f Tld-44%ThH >
TeDIZR L, 7T BARHETIEI2%THY, X—=AT A b 24 HFFE TO LDL-C fED -
ZL# D PRALUENT Bt & 77 B ARBEM OZEIL, —43% (95% CI : —50%. —35%; p fE<0.0001)
Toholz, 12EMILL | PRALUENT O 545217 72 191 9 32451 (17%) 122 T, 150 mg
Q2W IZHI & L 7=,

kB 3 M ORER 4 1%, FF 490 51153 PRALUENT BE(Z, 5 245 B3 77 B AR BRI BEAES (2E Y
Hﬁ%nk%mﬂﬁﬂ HERY 7 v RAEHBREHES LI O TH D, mABR I, Bk
T YA LK IEEOE T AL L T e, IRERE 1T T X C HeFH BE TH VD . fDfE
BEMBEEOHHOFEL LT, IKMHAEDAXYF L OFK 542517 CTH Y, LDL-CIED
SEORDETESLEL LTV, EHEEIT 52 B : 20~875%) TH V., TOWNRIE

ﬁﬁ#%%\EA#%%\EAﬂI%\EXA IR TTURNI%NTH-T-, EiRE
LT, T4 5D HeFH BHE D 45%\21%, BFREYT 7 v — MBI ARG L L IE R B LR H i
fwtom~X74/ﬁ@umC®$wﬁ %, 141 mg/dL TH -7z,

MRRERIZ BT, FHMITEE 25l % 24 FEE X 0 L EjCEERE OG- 2 B IR L&
FHDEIE 1L, PRALUENT 5B E 2K TIT 6%, 7T AR HEBELETIZ 4% TH -1,

N—=Z2 T A 6 12K E TO LDL-C fED %2 (k3D PRALUENT 75mg Q2W ff & 75
TARBEEOZEIT, —48% (95% CI : —=52%., —44%) Th o1,

12 OKRE R T, FANZED THBW 2 LDL-CEDOIEHEIZISE | LDL-CED I 672 51K T
VT H - 725121, B0 ORI T, PRALUENT OH&E% 150 mg Q2W [ZHE&E L7,
NR—=2F A 5 24 FF £ TD LDL-C E D)2 Z D PRALUENT £ & 7' Z B REEH O
FE1L, —54% (95% CI : —59%. —50%; p fiE <0.0001) Td -7, 12 EMLLL PRALUENT D#
5. %5207 72 469 Bl 196 Bl (42%) 122\ T, 150 mg QQW (ZHE & L7=, PRALUENTIZ L%
LDL-C EDAK FhH 1%, 52 £ THife L 72,

FEROFEFIZOWTIE, RIKOK 22RO L,
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#3 HeFH BEIZRBITBAR—XT A4 0D 12 BRI 24 B8R E TODIRE/RTA—FD
SEHECRE R TR RBELDE GRR3IKOCRBR42HE) °

B ERE LDL-C Total-C Non-HDL-C Apo B
R—=RF A4 0D 12 B E TOVELE
77K 5 4 5 2
PRALUENT #f (75 mg) -43 27 -38 -34
e R
A (52 9 (3429 (45, 39) (39,33
(95% CI) ’ ’ , ,
NR—=RA T A )5 24 B E TOEEEHE
7T R 7 5 7 2
;l;cA)LUENT #E (75/upl50 47 30 0 40
TIRREEE D (/N -54 -36 -49 42
FEIME)  (95% CI) (-59, -50) (-39, -33) (-53, -45) (-45, -39)

? ;Eﬁ\i\

[PRALUENT BEDOfE—7" 7 v REEOfE] TH 5,

P RE— U RAEETMERZ RV, BEHZEOKINEIZ OV TR, HBRE DR—X T IS
L EMEEICIVHREL, BEDTOXKAEICHOWTIL, BETICEON-EEED-ET
NS E L EMEEIC L W ME LT,

C 12 BRI R A 52T 196 1 (42%) (2% L. 150 mg Q2W (ZHE & L 7=,
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2 EKRMARDRZF L #FHE5H DO PRALUENT 75/150 mg Q2W B KR N7 T &R Q2W
BED HeFH BREIZRBIT B R—A T4 U5 52l E TO LDL-CEDEHELR RBR3 &
URBR4Z0EB) °

B 20 rr :
S oF L mo
Sw 10 :
,%2 -20 5
ﬁ"@‘ -30
N -0 ; o
rfg( 50 : -46%
< 60 | §
-70 ' N N N T S S S S S S

N—RX54> 4 8 12 16 20 24 28 32 36 40 44 48 52
AERR GE)

TSuREE (N) ° 245 228 227 224
PRALUENT 2 (N) °490 456 447 435

PRAUENT 2 -~ —o-—- J5t&RE#

CESEE, BEAL LT R TOBREDEICESNTHEGE L (KIS SW T, 1657 Ke7
T U AEBRE L CELEMTEEICL D MHE) .

PHIEMEAE STV D BERK

AR 51X, 72 #5125 PRALUENT 150 mg Q2W H£I(Z, 356237 7 B ARBEICHAE 2 I2HI 0 17 &
N ZlskdhlF —EHER T 7 B RAEREBR ChH o 7o, R ERE 1T, ol &L OO
HoAmE2MDT, KMHEDO R X F 2 2&E5HTR—RF A4 KD LDL-C A3 160
mg/dL UL %7~ L7z HeFH B Th o 7o, FHIFMIL 51wk (FiPH - 18~80m%) THV ., £
DONFUTLMEDN 47%,. AAD 88%., BAMN 2%, B A= TR/ TT VRN 6% ThH-oT-,
BiRE LT, BED S0%IZEKRT 7 v — SNEREE O L AE R EDGTRD T\, ~N—
AT A K;@ LDL-C O FHfEIE, 198 mg/dL Th > 7=,

FHITE H 2 50925 24 BEEE L 0 L ENZIRBREO R G2 BHic L L2 BE OB,
PRALUENT #5-#BEF 2K TIX 10%., 77 B ARKEEREESETIZI 0% TH -7,

R=RF A 2 24 I E TO LDL-C EO P (LF1L, PRALUENT # Tii-43%, 77
EARETIE-T%THY, X=X T A )5 24 K E TP LDL-C fHEDFEE) L= D
PRALUENT £ & 77 B ARRBER DOFEIL, —36% (95% CI : —49%., —24%; p fi€<0.0001) T >
76

16 B3/ AHERUCREWV EOER

PRALUENT %, MEA~PEAOFBALRERIE THY . HEEGH 7 L7 0L RV X TH
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F#SEHT V7 4V R« BT R8I ) oL LTSS, PRALUENT 'L 7 ¢ )L KX
VXIETV T 4 R Y I ART, 75 mg/mL E 150 mg/mL K ImL ZEE ST D X9
THAL L ENTWD,

PRALUENT X, 'L 7 4 )V RV I ARNII2ABANY ODFXOIT L7 4V R ) P 1T ARY
F2AANYOFEE LTHRISNL TV,

AEFA X 75 mg/mL L7 4 )V Ry 150 mg/mL L7 4 )b Ry
AN 1ARANY Ry 7 | NDC 0024-5901-01 NDC 0024-5902-01

AN 2ARANY 8y 7 | NDC 0024-5901-02 NDC 0024-5902-02

YA X 75mg/mL V7 4 )V EYY VY 150 mg/mL V7 4 VRV Y Y

YT IAAND N

NDC 0024-5903-01

NDC 0024-5904-01

v J

VYV 2ARAD N

NDC 0024-5903-02
v 7

NDC 0024-5904-02

WD A S H E T 36°F~46°F (2°C~8°C) THEJEICIRETH Z &,
WL & MEOEHBIIIL I NI &, B LARNnT &y

17 BEIVE) UTER
FDA BT IR 0E (BEMAIFHRLCHERBME) 223002 &,

T L F—
o EFEITE. MOENOEERT LILX— UG DO SUTIER D B S 7258121
PRALUENT O 521k L, 7272 BIZEMORZEREZZITH X2 IChET52 &,

RGIZHE TS 7

o HENOYTH#EEIZIX. PRALUENT O 2Bt 2 R1C. M 523D LBENH 5 5
TR R D DL AITERENY) 7 4 Ve AFT 50T, BEMRITIRAMASCE L OE
M E (FU) 2 K< Bk o IcfiET 52 &,

o BEROINEL L, BEBELZEZOE TEROELWHES, L7 4L XX
X774V RV ) U UOIE LWVMERFIEIZOWTRELRTT) 2 & (ERABAED S
Y7Ly hEZROZE) , BEITIE, &R T20820F TPRALUENT Z S L TH
W xR HT L,

o LT 4N KU ITT VT 4 KUY R, T DENC 30~40 43T T=EIR
IZ/R9Z &, PRALUENT B=ERiRICR 726, TEX AR B MFHATLZ L, BsE
SMTHGE T A REIX. 77°F (25°C) OSE T4 R Z B X eV &,

o HBEAMONHEEITITZ., 7L T4V R XUIT LT 4V R P a T EHAH L
BMNEOEEEG 2. BRIERSRICR LU U URBEET AE LW ks igEd
HIE, REsITHAHLRNWZ &,
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1.7 BERMAE—E

SAR236553 -7 ) Oo < J (EETHIER)

EERMA—E

—fe4 7RSI GEEFHBRZ) IARas<J GEEFHEZ)

AR5E 4 7 I NURCFTE 7T5mg v L= H i 140mg <~
7 Ix s NUECFTE 150mg 2 L= YR 140mg v U Y
TINx KRR T5Smg v Y vV
T I Nx s KRR 150mg v U Y

=14 Y 7 A& TFTATFFGRA T A2y A F T 57—~

RS

AZBRFEAH — 2016451 A 22 H

BiMEEAR — _

BEAER

HEIX 5 AR B AL R R AR B AL R R

PN = Tinrz<7ik e hFaZ o il | mARn <73 e b a  LoR 7 Binih

RS TTF VX 90 (PCSKY) | BERY 7TV v /% 9% (PCSK9)
T A B e B IgGlE /70 | ICHT D EE R e FIgG2® /1
— PR TH D, TV rs<TE, T | —FAHEKRTHD, mhers<T7iE, Ty
A == AN AZ =PI CELE SN | A =— AL AX—JNEMIIC XV EA S
5, 7TVur<TiX, M8EOT I JERE | D, ARr I~ TIE, 41EOT I
S5 HEE (y18) 2 AR KON 208D | FRIEENSH2 0 HEE (2484 2 KK TN215
T BEENGRD L ) 2AKT | BOT7 I BEENLRD LE W) 2
RERR SN ABEZ 08 (ST E AKTHE SN ARERZ R0 (D8
149,000) TH 5, 144,000) Th 5,

Bl - &8 A - 18K (1mL) Hic7 YV ar<7 | EHEA - 1RA (Iml) Picofners <7

(Efn e z) &L T75mgd LT
150 mg % & te,

(EIafH#Z) & LT 140 mg = &0,

DEERITHR

FiRMEEm a L A7 e —LfE, @ a L AT
=2 — L JE

7272 Ly D& A X FOFELY A7 3
<. HMG-CoA &t H PR FE A TR A+
FIRGEITIR S,

FiEMEEm a L AT e — LfE, @ L AT
=2 — L JE

7272 Ly D E A X OFELY A7 3
<. HMG-CoA &t R PR FE A TR A+
FIRGEITIR S,
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1.7 BERMAE—E

SAR236553 -7 ) Oo < J (EETHIER)

— 4

F7UOYTJ GEEFHEBEZ)

TR T GEEFHBZ)

ShEER LRI
BEEY SEHRALED
EE

() #H ORI+ 722 28k O % Ei
L. FEME 2 L 27 2 — Ve XiEE =
VAT e—)VIIETHDZ L 2R LI- Lk
TABIOEHEZZEST D2 L,

() FWEtEE = L 27 v — LV ILE LA O
FHCIX, EENRE R, FEOFMEMEZE, K
FHENREE B BEPRIA | 18 R M <5 oD i A,
SUTBEERRE NS LIE A X F DR
VA BENT & AMER L ARG DO
B 52 &, [ [ERERRE] DES
i

Q) FtEEm = L 27 v — )LED 5 Bk
EHA RIS OV TIE R K OV 2 D3
SELTWR WD T AR KB IRE O &S
T BRI E I U ARFNZ R 5 OGS
ER NSV AWANRY R el € R e ol i Rl
Lo [ 2. BEEARERETEQR)) OES
]

(1) #H QRN A543 72283 O A & it
L. FiEE o L 27 o —)VIE X3 E 2
VAT B—)VIIETHDZ L 2R L- Lk
TAANOBEHEBETHZ &,

() FWEtEE = L 2T v — LV ILE LA O
O, EBIARGE R, FE ORI ZE, K
FHBIRTE B, BEIR P 18 R s <5 oD i A
SUFBEERRE O DS A <> R O]
URATPENT & EER L ARG O
Haplrs2 b, (THRRMBGE 0ES
&)

RERUVAE

WH RANIZIET YV ar <7 GEGFHli
2)&Lfﬁng%2L_1E&T&5T
Do FEAFL2EEITIE 1E 150 mg (2

HETX D,

FEMEE 2 U AT 0 — VIIE~NT 04 1A
KOsz AT o —/LIISE :
W, AR 7 <7 (& faTH
#az) L LT 140 mg & 2 #HENC 1 [EX
X420 mg & 4 M 1B F 5T 5,

FiEMEE 2 L AT 0 — )VIIE R T A
WE., AT R e 7 ~7 (B
@2)&qum%%4ﬁﬁ_1ﬁ&
TEET 5, WRAT G EITI
420 mg & 2 EMNC 1B THR 5 TX 5,
7. LDL7 7= L—3 ADHBE L
TAKZFERT 25613 FsHEE L
T 420 mg % 2 ARIC 1 B TG 2
LN TED,

RZERUVREIS
BET HFERLD
EE

mHMGmAEﬁ%fmiﬁkﬁ%Té
Z L, [HARANCEBT D2EFEMEE TD
BN R OVZRMETMEL LTV, ]

@) 7 7= L—y R L BT DB
77 = L— o AT Kﬂ%&%#é_
L,

HMG@AE%%%miﬂkﬁ%Té_
L, [ARANZRBT BABEMFZ L CTCOHE
M R OV I REST LT, ]

L
&

ARHN D FR Ak UIBBUE OBEERE D & 2
B

AHN DAk UIBBUE OBEERE D & 2
B

Property of the Sanofi group - strictly confidential

Page 3




1.7 BERMAE—E

SAR236553 -7 ) Oo < J (EETHIER)

—fe4 7RSI GEEFHBRZ) IARas<d GEEFHEZ)
FRLEDEE 1EERE (ROBEITEERICKRET S | LEERES (ROBEIITERICKRET S
&) L)
B O REREE RS [ RR 22, | EEOIEREREERE [ HRBRA 20,
[EpEiaE] DIESIR] ( EyEhfe) OEBM) ]
FRLEDIE 2. B/ FORPIER 2. B/ FRPIER

() ARFTHICHTZ->TIE, HHLLOHE
I VAT a— )VIIJEIRIFR OEARTHLEF
FRIERATV, WISEB RS, 258, thok
MAECEBOY 27 7 7 72— (BEFRIAE.
mMLERESE) OBRE S +9BET 52
L,

(2) & G-rp it AP I B A E A LSRR A
U ARFNZ K 2 BB D880 DR WS
WG ERIET S L,

(3) BFH T % HMG-CoA 35 JrlsE FHLEH &
UM D iR B S ETEIR BE O IRA SCE T B
J25MER EoEEI oM, MERY ., &
e ARNEE, EARBIERS O %
MRT 5 L,

@) AFIOH G ITHT-»> Tk, BEIC
B 55 E R VR BT BEE 1L D8 21T
Ik,

D HECRGZFEMT HI12H>TiE, &
BN 2 D2 M 2 HE T L7z ETUE
Fer U CEMSUIERMEEE &5
BIZOWT AT -z £ 45 2
L, EO%, BEAGEEICKETEDZ
& R ERRSHERR L7z BT R O BRI
Db ETETH &, 2B, BAOHEGIZ
X7 I MR FE TS mg < XUT 7T
Sy NETRE1SOmg R E WD T L,

2) ARAENX 1 EfEHOREITH S, K.
HAERAL2WE 2 IcEFIcEEL2R L. T
RC Oz B OB RIBEIFIEIIOWTRE
EWIETHZ &,

3) B G0 FE%E, KA L SEITEH
DR D A0 H OG- O ik HS IR
R AT, O EE MR I #E T D
IoREL EblcHAKRSETIEEES
7o EHEEIRE ATk,

4) BT EN TV D i & 2 L9 Ride
FOETLH L,

(D) AFFEEICHTZ>TiE, M LOE
a L AT a— /VIIEIRFROREARTHHEF
BRIEZATV, BICEERE, 208 ok
MAECEBOY 27 7 57 72— (BEFRIAE.
B MEESE) OBEEL BB T 52
L,

(2) G- i Hp I B A A A LS R
U ARFNZ K 2 BB DFE80 DR WS
WG ERIET S L,

(3) BFH T % HMG-CoA 35 riss5 [ EH &
OML oD iR B S e TR SR D WA e [
LoEE] offs, EERS, EEQEAR
MR, ERREIEROFLE % &7 R
5T &,
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1.7 BERMAE—E

SAR236553 -7 ) Oo < J (EETHIER)

— 4

F7UOYTJ GEEFHEBEZ)

TR T GEEFHBZ)

FRLOIE

3. BIVEH

[ PN C S S AL72 5 1A 2 OV T AR B R
HERIZIBUV T, AH 75 mg T 150 mg 3
Be - & 7= 193 il 33 4 (17.1%) (ZEIE
FADFR B vtz A RWERIZ R ALK
73 2261 (11.4%) ThoTz, KGERE)

(1) ERZRRIEH

EERT LA —n (BEERI) -
MUE ., BERIEIE . SR, e & 2%
EHOT LIVX =R b, HERE
Bl G SN TS, BEEZH0ITITV,
DL BREIEDRD LN GAITIT B

3. BIVEH

HERFE TOEma L AT a— )VIE, Fik
MeE o L AT o — VlfE~T n S REE
Extgrl L-EWNERRER (128) KO
FERS R G5 (14) | KOFE
PEE 2 L AT o — VISE R B AR E %
wfg b U EES SRR BRIC S M L7z AR
NI 565 B 56 61 (9.9%) (ZERFRIRA
B 2 S TeRIERADNGERD b (BREH
MoFRfE %11 % A) . EREWERIL,
BRI 8 51 (1.4%) | TESHAAL S 4 41
(0.7%) . AFEFE 46 (0.7%) . CK
(CPK) L5461 (0.7%) . ZEENRPIIE S

ZHIE L, EWYRNEEITO L, PREAEEEE BN 4 1] (0.7%) . T 4 41
0.7%) TH -7, KRR
201641 H)
2) = D OEIEH F Ot D EIEH
1%L 1 1%ATE | BEEEARB* 0.5%LA b | 0.5%A | #EEARBRED
BEE 5 FESE mERUY 2 1
-~ o zi
| | |2 FEE
TOFEIR DEEE TNl
e E) =
e %Dggﬁ BhiE
¢ Lods EhEE T, B, | FD
) R
2, R
BB R RE B s
PSR —8% - BB | RO | EORE, P | ERERALR
& GRBE, BERUE |G B KA IS R,
FA SR, S8 Dk il SLBE, P
ot |ERE. JE #e )
.+ %
) % FFARE TR | R B
=
(11.4%) =
5 SRR AB TR BT BRI | [BERRE | CK (CPIO (IUET )
DR 5 B | B A,
R RPN | i i e
AR RS BN | TOE, SRER
T
JRPE VIV
=z
RERUE | BER
e
HERERE AR, & | BIME, 1
USSR | Ko Hg . DUk
= R, 1
i
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1.7 BERMAE—E

SAR236553 -7 ) Oo < J (EETHIER)

—fe4 7RSI GEEFHBRZ) IARas<d GEEFHEZ)
FRLOEE
0.5%LL L | 0.5%A0 | MEEEABREY
wRREE BB,
it
RaEE AHEAE
ELEY:40) LA LR
LERE
IR, M MBS S | SR
R U4 % Ny s
=
KERUVE Y5, 9
THmEE FENERS
4 T
&L, 2=
523
&= N
BLER g4I
FERE A

 2) ENEERRE CII@RD oo 7c b O
O HEAMIGARRBR TR b T BIVE IR
HE L,

4. it ~ D5

— RS IR AEESRENET LT
L=, BWERORBUZIEET D Z &,

4. FElE ~ DR

— RS IR AEESRENET LT
L2, BWERORBUIEET D Z &,

5. 000w, PEfE. RILEEFESOERG

AF1E HMG-CoA & Tl B ER & HFH
T B0 i X3 R L CW A AT EEE D
B Dl N L ONZ L Ol A% 5 L7gn

Z &, [HMG-CoA i#tEELERNIZ B
f R CHARKORAD ., AT - %8

(kI BB RIRDOEFROME T &%
m%&o%ﬁ®ﬂ%7%ﬁﬁ%éMJ:
N TR RO RETE S Bl & D
HMEND D, £7-. HMG-CoA & Tl
“ﬂ%lJ BWTT v b THH T ~OBITH
B éhfl/\é fcﬁk 7 v M jbb\’(Z'Kﬁl
@Hﬁﬁﬁﬂmw%ﬂfkb h=7 AW

Fo VN T AT H ] H LS AR B PR Wk 2
@ﬂﬁ@ﬁ%ﬁ&%ﬂtt@%@ﬁé
TIgG _KINEDER T RO LN TND, ]

5.0k, PEfE. RILEEFESORG

AAIZ HMG-CoA 12 ol L EH] & OF
T B0 w3 R LW A RIEEMED
H DM AN R ORAIF TG Lz b,

[HMG-CoA & iR HERNC BT, B
WEBRCTHAERKORA, £ - BE I
T HRE JRROEFROKT LR EIH
K OBRIBROEERGIENHRE S, B FTE

BIR DRI NS Bz & OHEN
HbH, F71-. HMG-CoA & T HEHRIC

BWTT v N CTHHHF~OBATIHERE 4
TW5, ]
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1.7 BERMAE—E

SAR236553 -7 ) Oo < J (EETHIER)

—fe4 7RSI GEEFHBRZ) IARas<d GEEFHEZ)

6. /NS~ D 6. /N~ D 5.

RHAREIR, #iAER, LR, SR/ | IEHARER, FHAER., 2R, $hE U3/

VKR 2 2RI LTy, [ | IBIC T 22 2MEidmsr LTy, [

FARRBRD 72N, ] WMk o L AT o — UIE~T 2 AR,
L AT — VIIE « 5 FRRBRAS 220,
FRME 2 L AT 0 — LIIE R THEA A
E N TOMHRBRIZ RV, AN T
12 B AT D /NS 2k 5 BRI 7
1[\0 :I

FRLEDIE 7. @A EoEE 7. @A EoEE

(1) B 528

FRZORFEETH L,

(2) B H

DL L7 REECERICE L T b G
THZ L,

DIMLLIBEE S LT &,

3) DL S ) ki 23R 5B A
WIS LAawnwz &

(3) B HHBAL

1) Fe FHSHIE, REBES, IEE8 03 _EpEEs
AT Do Rl —EBATICHR Y IR LR 25 2 &
VT D 2 E R E LV, £ & o
FESH 2 [F] CHESHEAL COFH Len 2 &y,
) HREICBE DD DEANL (B, BB, &K
JES) IITES LN &y

(1) $ G-

B RO FEETHZ L,

(2) Bl

1) #5717 30 02, O L72REE TR
WWRLThbEETDHZ L&,

DWLLIEE Y LT &,

NNEWE BRICI0FER L., B, 12
I BEMNRD ENDGEIEEA LA
Wz ok,

(3) # 50%

1) FESHEBALIE RS, M ST RRRES &
UL Al —HALA~DRAF R G TN 2 &,
B NBUR 2 & 2 A PG FER SR RS
L CW D ERAL~DESFHTHRET 5 = &,

) KEND Y o DWESE I N—1X, T
IR — IR AL T AR B D KK = A
(ZT7 w7 R) BEAEINTWD,

8. T DOMDIEE

[EIN S T AREG R AR BR Tl AR 585
143 B 4 (2.8%) THLT YV mr o ~T7H
RN BT DY RRIHUR I FEBL L 72 i
FIXA SN2 o T2, HENE T ARG AR
BRClE, AHIE G- 3033 4l 147 {51

(4.8%) THT UV n 7 ~7HURNRRERD 5
., 20553606 (1.2%) [ZHFaduEn
LT,

8. FTDOMDIEE

B L AT o —VIIE, FiREE 2 L AT
01— VIIE~T B AR EBE 169 2 E N
THEE L 7-FRRRICBW T, ok a 7
~ T HURORAE 2 S L. 555 51 2 4

(0.4%) IZAFNCKT DA n s ~7
RO b, FEtEm a2 L AT v —
JVIME 7 B B2 A R BB TR 2 BRI FRBR
99 5l (HANTHIZET) BT, FT
TR u 7<= THRITERD b otz
FIPUROBEAITOTNORERIZIHB N THER
O LI T,
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1. B™EXE ()

201OFEOATERL (B 1 HR)

B3 LRTFO—LIEERER. T2 b MR PCSKO £/ ¥ a—F Ltk

B ik R, 2~8TC TIINT Y hRTFE 75mg RY F A el i Sy S
gy (T LTy R TE 150mg Ry
e TINITY O RTE5Mg ) v
PP IS FSNIY P RTFE150mg YU T FRET
SURIECSY /9 fr ok B "
I E VST S - Praluent® S
YR IR B DA
TaIe 7YRY T GRETFHEBR) BH AR

BR (ROBHEIZEFBELAENIE)]
ARHN D EA R LIBBUE DBEIERE D & 5 i

(RiERUVAE]

WHE. RAICIET YV ry =7 (BEFHA#EZ) L LT 75mg %
20 1 [ TRET 5, WRAR572856120% 1 B 150mg (2
WETX 5,

(45 - k]
544 703»:‘/]:\&27\“‘(? 7°—7,1/i:/ ]\‘&fﬁ
75mg X Tomg o) L
B9 | T
ey TVnr<7 (B Z) 75mg
A
e L-EAT VY L E ATV KR
(EUW i 124lmg (L-t AF P> & LTC) *2
m
Y| RS RE 100mg
AY Vs 20 0.1mg

<AERUVHEICEET2FERLDOEE>

(1) HMG-CoA &R ER & OFH T 5 2 & [AARANICIIT
2 ARFN B 5T O MR ORI LTV e, ]

(2 772 L—v R LT HEILIE. T 7 = L— Y R AT
BICARREZ ST 52 &,

PR - AP JE 5~ G B DI GRS

pH 5.7~6.3

2% 1.3 (RBREEIRIC R 5 k)
i TINE NE T TINT MR
E&JL% 150mg ~ >/ 150mg DN
ijji TVur<7 (EETHBZ) B 150mg
R 73
%@; Lot ZAF Vo L-t ATV st K
(§m® whn 0.931Img (L-t XF T & LT) #2
m
L] T8 o 100mg
AU Y ~—1 20 0.lmg

PR - AT e~ P TR DI (FESAD

pH 5.7~6.3

RBIEL #91.4 (EBEEIERITH9 2 )

D) AANIRE TR IR L0 F v =— X252 2 —JREHI %
WTRESNS,
H2) RERAFVUVEZL-EAF VU ELTRT,

[hEE X IE%hR]

FiEtE 2 L AT o0 — VIE, &3 L AT a— LILE

22l DEA N F OB X735 < . HMG-CoA & 7T
R ER COHRAT D REEICRD,

<MBEXRIEHRICEHEST HHERALDEE>

(1) BHOBNICHSRBEROREL I L, FiEkEm=a LA
Fu—VIIEXITE 2 L AT a—/VIIETHh 5 = & 2R
L7z ECABOEAEEETHZ &,

(2) FHtEE = VAT u— VIE LIS O B Tl EEINRE S,
DR MAETE, ARAEEIARE R, BEFRIA . 1S B g 2 D e
BB EREE NS DM A N2 hORBLY 27 B3 EN D
LEERL, AAEGOESZHWT 5 Z &, [[BRRKE]
DIEZ ]

() FHEMER 2 L AT v —LIIED 5 bR EHEAIRIZ OV T
BHRME R OV MERHEST L T WD T ARKINC L D IRED
WA 2 FRI BT U AANS 3 D BB AERD B L7
BACIEESEPIET A2 b, [[2. EEGERMER(2)
DIAS ]

(ERALDEFE]

1. EERE (ROBHFICIXEEICHET DI L)
HE O SRS [HARRS 2V, [EEE] oms
]

2. EELERWER

(1) AFEHICHZ->TE, HOMLHFEI L AT B— LI

SETRIR DILARTH 2B FPFILEZAT O LA EEFRIE, A8

MO MMEREBDY 27 7 7 7 2 — (BERF. & iiEE

%) OREEL+AEBETDLZ L,

(2) 5T PIEEEZ EFRICHRE L, RANCxT 5K

JERFRD BN WIEA TG ERIET S 2 b,

(3) PFHT % HMG-CoA i8Il P A & OMith o B 5 H

IRFEEEORM SCEICB T A M EOREE | 0 [HERK

5 BEARAARNER, EXREWERS O ZHERT D

e,

@) AFOHCHEGIZHT- > Tk, BEICRETE/R RS

TRBREETEOREEITH 2 &,

1) BoEG 2T IChiz> L, EMAZT O YT
EEICRE Lz LT BT L TERM UL ERRE
FEDPEEITEZOWTHREE - Iz EiET 5
ik, 2%, BEEHOMEICKLTEL I LEEM
VIR L7 LC, EMOFHREDL & TEMTH Z
L, B, HEBRSIZE T 7=y b T 75mg S
CXIET TN MR 150mg XU EHNWD 2k,

2) AFNX 1 EEAORATH D, FHA%, FEHALRY
EOICBFITHEREEZME L, TXTOHREOLRRPER
FEZOWTHRBEARUET 2 Z &,

3) ARG OFERE. AFNC L BEITERNSEDNEHE
RH O OREEE NI AT, e S R i
RICEET L L FEL, EhicaokGEhsd
57 U R AE AT 2k,

4) I ENTOLEEERAELZ LT R L HHEET5 2
&,

3. ElfER
ENTEM S E T LU T HEBRRRBRICBSNT, R
# 75mg 1% 150mg 235 X472 193 il 33 1 (17.1%) 12
RERANRD bivic, FERREMITER ARG 22 #l
(11.4%) THot=, OKFEIF)
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(1) EXZEI1EA
BEEGTULX—RIG GEEFREY) - BEYE, SHRIE
% EIS GRBUE M RSO T LV —RUSHBTRD B,
BEEQEFGHRE SN TND, BIEL 2TV, 20X
D 7 SR DSERD BT S % Uk U ) 2e L
2179 2 &,

(2) ZnfthaEI{ER

ICAYEE 1%ATH HE R
BEUYE 5 FEIE
RGBT
- OYER (7
i AEE . S,
< Lo A5E)
FF & JFRERE B
B AL S
GRLBE, %8R,
ZDih MEAR., &0, &
. T DS
(11.4%)

) MBS RARER T B VT 2 BIEI O 7= S R
4. BRE~DOERS
W A CITAEREENET L TnD 720,
HIZEET D L,
5. 1EiF. EiR. RILBE~ORE
AFNTHMG-CoAiR Tl PRER & OF 92 72 | 0 ST
L CTWDABEMED & D i A R QMR AL i NZiF & 5- L7
WZ &, [HMG-CoAi# TR AEFERIZIR T, BFERTH
EIRBORD . AAF - BRECKTLEE, BEOEFROK
T ERBFIH L ORIEOFRAEN#RE S, & b CTiRER
DFERMETFER D b & OWMENH D, 72, HMG-CoA
BILERAERNZBNTT v FTHH T ~OBITRHER I
TW5, BB, 7 v MZBOTAAIOBEEIRNTRO 51T
BY ., =7 A FNTE W TR IS AFI AR R TR E O
STEDURTR NI b T B O A R TleG “RISE DK T
BRD LN TN D, ]
6. NEE~ADEZE
A RER, BrER, SR, S SUT/NRISH 3 5 ek
IZHESE L TR0, [FERRRER Y 720, ]
7. BRALOEE
(1) BE5RK .
KETICois#gtlT52 L,

(2) 585
1) MY LR CTERICE L T EETHZ Ly
2) WMLIRE D LT &,

3) MOEESLCH D Db T 2B DA ITITHE A L
Zé&,

(3) BE5ER -

1) BT ESRIE, KIS, ML EREERICAT 5, [Fl—i
PACHR D IR LIERT 2 2 LIS 5 Z ENEE LU,
FIAHKN LM O ERAN % B SO CHFA L n 2

RIfEM D3

L,
2) HGIZREOH DA (B, KB, RIES) 1T Es
LWz &,

8. ZTOMDEE
=l N TR B PR BRBR T, A 5- B3 14361 P afi] (2.8%)
THT Y a7 <7 HAEBED S, BRPURSEER L
BE LA DN Tz, WA EINEERRRER Tk, RAIES
BAE303361H 14761 (4.8%) THLT U v 7 ~ THUENRGE® B,
ZD 5 H36BI1 (1.2%) ICHFIHUAR R LT,

(EMENEE
1. MEDRE
(1) BEE%EES GHEAT—42)
R A, 7Y n s <7 & LT50mg. 100mg, 150mgh
U250mg % BRI TG Lz & & 0 EPTE T A —
HZIZLUTDOERBY TH oy Con L CAUCIHIZITE HRIZ L
L CHIm LY,
7 a% < J50mg~250mg % HE K TS5 L= & O MEPRE#KTS
40

e 50mg
(&) o 100mg
= 4 150mg
= a 250mg
= Mean +SD.
R
>
N
a
A
< T (0.078mg l{

T T

T T T T T T T T T T 1
0 7 14 21 28 35 42 49 56 63 70 77 84 91 98 105 112

WM (H)

71)a%y < I50mg~250mgE BEIR THRS5 LI-L EDENBRENSA—4

Eit oty Cnax tnax AUC
(mg) (mg/L) (day) (mg-day/L)
50 5.27+1.80 5.03.0-7.1) 78.0+23.2
100 8.28+3.69 7.03.0-7.1) 135+57.6
150 14.6+7.95 7.0(3.0-7.9) 293+172
250 252+10.4 5.0(3.0-7.0) 517+258

n=6 (150mg® #n=5), Mean=S.D., &: Median (minimum — maximum)

Fio, BEMRAICT Ve ~7 L LT03mgkg~12mg/kg

ZHEEERE GED L & & ERIREO S AR I

0.04L/kg~0.05L/kg, 7 U 7 7 > A1£6.20mL/day/kg /> &

3.17mL/day/kglZ{% F L 722,

W) ARFI OGRS Av7z Ak K OV = 1% 75mg X 13 150mg % 2.3 [
1R T 5 Th 2,

() REHRSY
—TERBEDOT NMARAXF U EZIT TS BAANR
FEMER 2 L AT v — VIR REE 25 FlE st T U r s
~7 & LT 75mg KON 150mg % 2 3812 1[0 12 BRI F#%
Gl zorVurs<70MiER T 7EEHBITL
ToLEBY Thote, FEES RBEHEOT Vv ~T D
MmiEF bT7 7HRE (MeanEtSD.) IZZhTh 407+
2.45mg/L Jx ¥ 16.0+£11.0mg/L Tho7z, F7z, MR
FEIX 2~3 R 55 I EFIREBICE L=,

7Uny <7 75mg B 150mg % 2581 1 AREETIRELI-EED

mER LS TVREHRBRUOIA0—7 v THOMEDREHR
28
o 75mg(n=25)
24+ & © 150mg (n=25)
Mean =S.D.

i 7Y v 2= 7k (mg/L)
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7AYo IT5mgRU150mg = 2BMICTIERERTHRE LI EDE

MBS A —4

B hg Cnax AUC,. .
(mg) (mg/L) (mg- day/L)
75 7.47+3.10 86.8+39.7
150 23.9+12.5 296+167
Conax LY AUC,. . RIEEFSEMBNREMRAT N2 355 < FR TN
(Mean=*+S.D.)

2. RIR
TIVnr<T BB TR LizE OIS T4 T8
UT 13, BRANT —H KOS T — 4 % F\ - REE 3
BIREMRHTIC £ V) 53%~86% & Bt s 7=+,
MEERERR A 20 Bl RS T Vu s ~7 L LT 75mg & K
RS, L EREESIC HE R TS LT & & oSRYEhRg X
FEETH 7= >0,

3. FiEEEEEE WEAT—%) "
R R OV S5 B PP R RE RS S5 AR 72 © ONC PR RE IE # B 45
FlicT Vs ~7 75mg WK THELZEE, BEK
O FERFSRER R O PK 7' 1 7 7 A LIS SRR IE & 4
B L L CIRIERBE CTh - 72, EEATEREEEDBRE T
I, T2 BELRTVARN,

4. EMMWMEER GHEAT—4R)
VAT a— ) VIIERE 2 GRICAKIE T MV ARAETF
MIFERANRE T UG Lo e & ARIOKERS T
TF MANRAZF U ROT ANRALRF L O PR DX 7
BEIRD SRR b,
Ba L AT e — VIJEREFEEZXNRICT Vv s ~7 150mg %
RTFHRELI-EX, T IAARRZF U EOHHICEY., TV
077D Cpae MOV AUC 1Z 7Y 1 7 ~ 7 HIR B 512 bl L
TENZI 25%K O 39%IE F L7 ),

fERERRBR A 26 RIC T U 1 7 <7 150mg & 4 RN 1 [\
BHEI 2L x T2 ) 747 TR EDOBHICEY, TV
17 <7D Coax MOV AUCo 137 U 11 7 ~ 7 B 5.2 Bl
LCENEN29% M D36%E T L, =BF I 7 LDfFHIC L
D, 7V 7<TD Cpx L AUC. 1E 7V 1 7 < 7 B &
HACHHEE L CERZI 8% KON 15% & DFEMIE T Lz 2,
1 2) AHI O S iz AEKR O RIE 75mg XX 150mg % 2 @I

LRI FRETH D,

[ERIRAHE]

ERE 111 fAEGERRER

HMG-CoA i& TR EHIC & » TLDL = L X T 1 — LE 3%
PREHAE E IR T LAWED Dl A X FOFHY 27 855
WE 3 L AT 0 — VIIET PR 216 255 (~TF m AR
FiEtEE 2 L AT o — VIIJEBE 41 BlEEie,) 18, RFIUT
77 ARE 2 I 1 [E 52 WS Lo, AANE 75mg 22 H % 5-
BAG L. 5% 8 WIEFZ LDL =2 L AT 1 — /U AN JEE B AR {E &
T FLTWRWEA, 12 HLEEIE 150mg ~HEE L7, &5
BA%ARIT D LDL =2 L A7 1 — Uil B/ 3 3 fE S AR )
W7 Ve s <78 1411 222mg/dl KOV Z EREE 1416+
3.1mg/dL Th o722y, $5 12 lEFD LDL = L AT o —/UfI
TUn <78 514+ 16mgdl ROT TR 1366+
2.2mg/dL, %5 24 BIFIZIZT VU v 7~ 7 53.5+51.8mg/dL &
W7 T BAREE143.422.5mg/dL & HER U7, $e5-B3%A7> 5 O LDL
VAT —VEALRO T T v RICHT AR =L, #5512
TR T-61.5%, 5% 24 HEFT-64.1%ToH D . AHI0D 24 3 [#]
FHIZEY LDL 2 L AT v — UEISHEHEOICAERICE T L
7= (EEAMEHEE, p<0.0001), F7=, #&5#% 52 #EFD
LDL 2 L AT B — UEZ7 Vv 7~ 7#E53.4+1.9mg/dL & N
7R 135.6+2.8mg/dL, LDL =2 L AT v — L2 LROBEM
F13-58.9% T, AFIHFKEIZLD LDL = L AT o —/ LEK X

52 WM O G T I F CHERF STz,

T A7V —=v7KRER 4 B LT —EHED
HMG-CoA & ItlERLEAIN G- STk b, 2 oMiE+ LDL =
L AT v —/UE2S 100mg/dL LA E (MR =2 L AT v — Ve S
HTHBREROBMIEZ AT 5@ 2 L AT v —/VIIERE) XX
MiE® LDL =t L A5 1 —/UEAS 120mg/dL LA_E (BhAREELIER BT
BiAA RZA 2 2012 4/ — R PRI 7 2V —11 OBFK)

HE2) LLFOWTFNNICEEY T 5B,
O~T B SRR MR 2 L AT 1 —)UIiUE

O EIIREE B DWEAE

O MR ZE T (U AN AEZE 2 R <)
ORMBEIRA

OME IR

O s
O—®TBiHT IV —MLIZHEINDLLFOfERK 243 5 88
+ NIPPON DATAS0 {Z X % 10 4 OREBIARE BRI K 5 SE L e
2 2%LL b (BIAREE IR TBE T A KT A 2 2012 4RAR)
- NIPPON DATAS0 {2 £ % 10 M DOEBIIRE EIC K D FETfeR
23 0.5%LA L 2% AW T, IROFELED 5 5 1 DLL L& 7= 34
& (BIREE LR B T A KT 4 22012 4EhR)
- {X HDL-C fifiE (40mg/dL i)
- RREMEBIIREEZERE (5 1 ETBE. 230 55 ARl
BT 65 AT O LoE)
- MiPbERESR S (ZERERFMAEDY 126me/dL A, BEALT 2 el i
28 140mg/dL LA |, 200mg/dL Kimi[OGTT])

ERE [1] tAERREER D RAE

- 7TR TIinrs<7
(n=72) (n=143)
B 54% 12 W
N5 A U E DT (%) 2706 | -642(L1)

77 R ARRIREOZE (%) —-61.5 [-65.3~-57.7]

B 5.1% 24 Ry

R=RF A D DOEER (%) 1.6 (1.8) | —-62.5(1.3)

77 e AL AAIHOZE (%) —64.1" [-68.5~—59.8]

P 5.1% 52 B

R—=RF A PEDOEAER (%) -3.6 (1.9) | —-62.5 (1.4)

77 e AL AAIHOZE (%) —58.9 [-63.5~—54.3]

BERE, BER. 7V F MURT. REBEEREEOREAER. 7 v 4 MERT
LHEEDOZHAER, R=ATF7 A DLDL 2LV AT O —)Uli, R—ZAF A4 D
LDL 2L A7 1 — )VfE & RO EAEHZBEEIR L L7z mixed-effect
model with repeated measures (MMRM)IZ X % fi##r,

N2 T A 29D OEALEIT RN TIEE BEERRE) | 77T £ AEE & A
FEDFEZ DN TUTR/ N R VHME [95%EHIXH] 2R LT,

KF : FEAZMERMER

*: p<0.0001

LDL a LR TFA—/LIEDOH#TE

160 -
150
140 -
130 A
120
110
100
90 R
80 A
70 A
60

LDLaZVAFua—)U i (mg/dL)

50
40
30

Baselime 4 8 12 16 P 36 52
g ()
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[ZFEzhEIE) a— L — T YHKE
1. (EFAKE T163-1488  HAUHLHTTE X FEH1E =T H20%2%5
T U u s ISR R ORI T n R RS E 7 U — 2 7/10120-109-905  FAX (03) 6301-3010
YVTFV R 98 (PCSK9) LiEf L. PCSK9 O
LDL %%k (LDLR) ~OfE&#HET 52 L1k > TLDL
SV AT u—/LOBREICHATE S LDLR 52 H<LL, £  SEksE
%%\umzvx?u~»@?ﬁT¢éo W) T R
2. PCSKOIZ#¥ Bt
In vitro BERIZH T, ARNLPME (pH74) & Fce b, T163-1488  SRURCAHIE X P9 8TE = 17 H 209627
H=IAFN, Ty b, TTAKRONLRAY —HKOBET
FAHE 2 PCSK9 IZ@EWEFPE TR T2 Z L ovm&aniz (Kp
DO#iPH 0.52~14.5nmol/L) ,
3. meLDLa LR Fa—LETER"
Invivo ARERICIBWNT, T =7 A YIVICAH Z BEFRN X
ETF#ELELE A MEFLDL 2 L AT v— LR U%a L
25 u— R BEFENICE T L, &&SHED 15mgkg Tl
SEE)LDL 2 VAT B — LR RTR—RF 4 0B 80%
KT L7,

(B 1T S E{EFEMHAR]

—5& . TV rsvT (BEE#Z)
Alirocumab (Genetical Recombination)

A B:.7Vnrs~7d, b N uRAEGREEY 7T v
VX 98 (PCSKY) ICxtd 2 s/ & b
IgGl &/ 7 a—F ik Thsb, 7TVnrs~7F, F
YA = —ANAAZ =PI CEEIND, TR
7= X A8 DT I BRIRIE D 72 D HE (vl 89)
2ARKR220HOT IV BREN G D LI (k$H) 2
ARTHER SN SRR AE (55K 149,000) Th 5,

[k EDIEE]

D= RANIAEIZANTRET D2 &

(8 £]

FINT L NRUREE 7T5mg R : 75mg/ImL X 1 A&
TI N bR 150mg N : 150mg/ImL X 1 A

TINTy NETFETSmg vV Y 75mg/ImL X 1 A&
Iy METFE 150mg ¥ U Y 1 150mg/ImLX 1 A

[EZE]

1) #ENERE : MM TFRERRERER  (R727-CL-0904)

2) FRPER  VESNE T AHERARRER  (R727-CL-0902)

3) EPNEE : ENE I HERR B

4) *ENEE  RAERSEYEREREAT (POHO0443)

5) LR« REEFSEM BT (POHO0377)

6) tEPNEEL : MBS 1HRERRRER (BDR13362)

7) ALNERL : WESLE TFEER R RS (POP12671)

8) LB R : MBS 1 MRS (R727-CL-1001)

9) LNl : MBS T FEERARERER (R727-CL-1003)

10) FEPEEERL - WEANEE THRERARERER (PKD12910)

11) #EPNER : [N T ARG R R

12) #NEE : & R RO FEMRER K PCSK9 & OFEF1E
B3 2 A & E

13) FENERL © =7 A P& VT EEREIRN R O T 15
S EhREABR

[zmkEEk %)

FE RIS OB > X F LTH FRIC T8k 724
W,

W 7 4 St
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1.8 ZIAXE (F)
SAR236553 -7 JO4o <7 GEGFHEER)

2. RAXE () 0 TEEXEHR] . TRERUVAE] ORERNL

21 THREXIFEl (%)

FEMEE 2 L AT o0 —VISE, &a L AT a— LIiE
=72 L. DEA Ry FORBRY R 7 35 < . HMG-CoA 38 It ER TR AR5 e 8 A IR
Do

[R% EARHL]

TIVnr =T, TaZ o R EEREEY T T v X v 9/ (PCSK9)  ISHFIEDY E <
RROICHEET 2548 MIE ) 7 a—F WGk ThH 5, PCSKI 1L, Akth. B AR UK &
% & AR S S0 S v, FFHIIAZRIRIC & DI Y R & oy 84K (LDLR) 128547 %, LDLR I
AL AT RN E S ETRE Y R Y R TR AR O RET 5 FEAARKTH Y . g
® LDL BUAZM BRI P OAKELE UV R & 87 2L AT n—/L (LDL-C) A IET 5, MIICEY
IAE 72 LDLR I PCSK9 23454 LTV 5 & LDLR O3 ENMEE S5 7, TR IR » FA)
&5 LDLR 3%, 7V 27 ~71%, PCSK9 ® LDLR ~DOfEA #AET % Z & ¢, LDL KL 1
ZBRET 57290 LDLR O AN S, ZOMEE LDL-CEZIK TS E5,

AN O THRESUFEN R 13, —EHED HMG-CoA IEITRERAEA] (R % F ) 12 X %R T LDL-C
WEBRBEMEICEL TEO T, LIEA X PO 27 BNEVEa VAT v —/ VIR XIFE
EtEEa L AT e — VifiE (FH) BEZxt5 e Uiz, ENSIERER (EFC13672 #kER) Ak
EIWE LT,

EWNHEIHRERL, ~T n AN EEEE 2 L 27 0 —/VIE (heFH) B, HEIRE B OB
D TIRTEIN LB IEFE M = L AT 0 —/VIIE (non-FH) 3, KOVH ABREE L2 (JAS)
O TERAEACHER BT A B A4 22012 4E0R]) JASTA RT7A ) T=RFPAT Y —1IT5
I N EBOBERE UIERIN 7247 % non-FH BEZ R L L, —EHEDAZ F UITAK%Z 52
WIS (MOIBER MREOFEIZME DY) Lz & 20K OLeE R Lz, =5
HIWERHMETE B Th D X— 2T A L in b 5% 24 B E TO LDL-C Z{LRIZBWT, AZF L 2D
OERBSICL Y, ABNOT T 2RI T HEBESRIES N, S DI, EEAZEREAGE B ICxd
DY T T N—TFRHTIZ LV . heFH 2 & O non-FH £ O W OEM &, AFIHE 512 L 0 Hgt5n
IZA B CHRMIZE®R O H % LDL-C DK T80 Hiviz,

ZAAMICBE L X, ENE DR (DFI12361 35R) K OVEIFAE (EFC13672 3Bk) OfE RN
5, HAANGE ALV AT n—/VIJERE (heFH BFH KT non-FH ) (281 2 AKH D BAF 72 BAEVED
NETE,
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1.8 FXE (F)
SAR236553 -7 1) BY <D (EEFHEEZ)

—J7. FHIX, & LDL-C My, H - B2 sl OV MBI iR 2 =13 8 3 2 BB MR R T
LDLR X X7 AR Y R%Z 7327 B (ApoB) . PCSK9 D& n D REIZ LV RIET DB EMERETH
5(1), AT FH L, BRI - AT OEREE K BRI EICKSE | REHEAAFH (hoFH)
XiI~T a AR FH (heFH) (28I NTWD N, XA T ORI DB OEIR T BN EHECB S
L CW D72k x 7 REBIRINEAE L T 5, EBRZ hoFH & ERIKZI S iz B O s T ¢,
—BIRTF D 1 DOREEGERD L TIERL, BRDEROT I ) BRECEREZAGT 286 ~T
HHEGRIRRSS, B LB FOENENICER (B 21T LDLR #{s1- & PCSK9 Bin D ZhEh
AT e EERIER) 20T 58 T NA~T aERRERR CbREINTNDHQ2), Fo, BRLEE
5 F K OERFAINZ LY FH & L TORKRERB S K& RS, #i21EL, LDLR OBIsFE2E X,
— XA Apo B HEREFESCHUZE B > PCSK9 HEREMEA AT I~ T, KV HIEEE O &V FH KB A
27 52)3), FFZ LDLR BIE IR EHEARE RS 5 WVITEE~T AR Z AT 5 FH O%5H
X, RS FERITx T 2 SOBERIER BN Z E R BN TV D, —J7, heFH T - TH EIEF DO
A& hoFH IZILE 2 ERIRKR B 2 95 Z & 035 5(2),

hoFH SUIZEJE heFH [T LE U A 27 356 T 0 TR IEER FIRIEN L ETH S, Ll
7236, LDLRIEMEDIRWKIE (defective) 28 3% LDLR IGMED 70\ XOVRIZE BT L C A X F
72 £ LDLR %13 2 HEEAR FEEDOSMEITIEFFE I @E), L7ehR-> T, Z< OBFEILLDL-CT 7
T LV RAREDBLETHY, L XIIFBH L BEIND, 207, REEDORVERIEN RO
nTnas,

ko &0 AAIL LDLR O 53 fif & (e 3 2% PCSKO IZ R BAIZHEA L, PCSK9 @ LDLR ~Di
HEMAETSHZLICL - T, LDLRL - #BRET 5720 LDLR OFfifaRm ~DOFAEEZE L. & Ok
B LDL-CEZ K F &85, L7223 > T, PCSK9 BEREME/SAIZE B0 Apo B BEREFE LTS RIC L %
FH 7217 Cid72 < | LDLiEMEOEFT 5 KEA LDLR £ RIC K 5 FH T, AFNC XKD LDLR O 7 v 7
L¥ a2 b— g VIBERAICFEETH D AAIOWRSFE MAHRER (R727-CL-1018 5A8k) T, PCSK9
PEREIEATRIZS B0 Apo B A RE IS L 2 5 2 YL RBE R = L A T 1 — L IIUE R FE 1238V T
TV nr <7 OFERLDL-CETEANZO LNATWD (F 1, #2, [Module2.7.62.11]) , F7=,
LDLR Z %% 79 % hoFH BE O HEE L7 b MEJEMHRAMESFMIL (HDF) (23T, MfasiE LDLR
DPCSKY Z T LIeF T bFab—a it 57 Ve s~ 7 OMEWERZFG L7 2 A, 7Y
0 7 < 73R LDLR 28 %244 % HDF ¢ PCSK9 |2 X % LDLR FEI O] % e FE R AR PLE L
7o —Ji. X/VAILDLR 28 % 9 % HDF Offifdz& i LDLR BT DWW Tld, PCSK9 KO U m
VWL DEERENITRD DN oT, INHOT—20n, 7V a s <7 XKER LDLR A%
ZH 95 hoFH BEH 2BV T, PCSKI MES 5 LDLR DX 7 L X o L—3 g V245 2 &8
R &z ([Module 2.6.2 .2.1.4])
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1.8 ZIAXE (F)
SAR236553 -7 JO4o <7 GEGFHEER)

& 1-PCSKO RS LE (PCSKOGOFmM) ZAY HEmALATO—ILIMEREIZHE TS
R=ZXSA4 5% 15BFTOH LDL-C DZEIEE : ANCOVA - FAS (R727-CL-1018 F#ER)

PCSK9 GOFm
Alirocumab (N=6) placebo(N=7)
Day 15 Percent change from baseline
Number 6 7
Mean (SD) -61.90 (23.881) -9.26 (12.813)
Median -73.13 -2.78
Min: Max -84.6 :-23.7 -30.9:3.0
LS Mean (SE) -62.48 (8.217) -8.77 (7.575)
LS Mean Difference (SE) -563.72 (11.486)
95% Cl (-79.31 to -28.12)

p-value 0.0009

Note: LS means (standard error [SE]), mean difference, 95% CI, and p-values were derived from ANCOVA with
treatment group as factor and baseline as covariate.

3K 2 - PCSKO H#REERRIZE X (I Apo B #aETRABIZE (PCSK9 GOFm X[ Apo BLOFmM) #HY
28I LRATO—-ILIEBEICEITEINA—XF4 o oEE5£15BFTOLDL-CDZE L3 : ANCOVA
—FAS (R727-CL-1018 &E&)

PCSK9 GOFm or Apo B LOFm

Alirocumab (N=5) placebo (N=5)
Day 15 Percent change from baseline
Number 5 5
Mean (SD) -49.12 (8.344) -4.01 (21.744)
Median -48.84 -7.78
Min: Max -60.4 :-40.2 -32.6:27.6
LS Mean (SE) -48.21 (7.660) -4.93 (7.660)
LS Mean Difference (SE) -43.28 (10.965)
95% ClI (-69.21 to -17.35)
p-value 0.0056

Note: LS means (standard error [SE]), mean difference, 95% CI, and p-values were derived from ANCOVA with
treatment group as factor and baseline as covariate.

hoFH O BBEEIA1E 1/100 5 A & HEE S TH Y (2). hoFH BE % 5B AR O A 90 2 MGk 51k
BROFEMIINEE L B2 b, Lo T, AHFEICH T2 > T hoFH BF Z x5 & L7 ER B ITHE
B LTy, Ly LRSS, ARFICIWC FHITERRIER « AT L O HE L & O RS RSIC LY
FRARMIIZ hoFH & heFH IZX 3 &L TH D #43 LH LDLR ZRFAENE & IEBE L T, D720,
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1.8 FXE (F)
SAR236553 -7 1) BY <D (EEFHEEZ)
[ NS IAHRASR TRl b7z heFH AH 21T 2 AF DA LML, LDLR {EMED 72X LR LDLR 28
FLLISM D hoFH fE3 (Apo B BERETIE LA ZE B PCSK9 HERE IS8 L & Y LDLR J&PEDSFRAE4 5 K38
B LDLR %) ICHIMETE LD LB R D,

L7=Mo T, ER EOMLEM FEESEEE LTO hoFH L heFH, AFID Y 27 LK T 4 b
ZEE L, FHBE OB/ 3YIRR ORI & U TAHI AT 2 Z LICERNEENH D L E X,
hoFH Z & O - Z = L AT v — ViliEa TRNRESUTZNR ] ICRRET 5 Z L1332y Ll L7z,

PLEDZ &t REIO ZhEESUIER) % TFEES 2 VAT e —)VIIE, &2 L AT a— Uil
JE 72720, DB A Xy FOREY R 7 035 <. HMG-CoA i# Tt £ L ER] TR+ 7256812
[R5, | ERELE,
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1.8 ZIAXE (F)
SAR236553 -7 JO4o <7 GEGFHEER)

22 TRZERUVAE] ()

BE. EAZET Ve rs~7 B l#z) & LT 7mg % 28I 1[EE THRET 5, 28R
+43 72 AT 1B 150mg IZHE | T X 5,

[ EAR L]

ARFN O R ORI, ENHARERERBR (DF112361 385R) Oft RIS &, BmAEL LT 75mg
Z 2 I 1R E (Q2W) Z IR L7z, £7-. AHFIBALAHED 75 mg Q2W T LDL-C ® HIEEIZE L
IRy T B TIE 150 mg QQW ~HEEA[EE S Lz, D O EZ BRI LR ILE LU FITRT,

AHNOHERIRO 72O DR T — 213, FICENHEHREHER (DF112361 3 OF MR V24
PERS RACHED ST L7z, S HITEME#RE LT, 7 e — 2 VERIRBHSE 1 C %M L, DFI12361 36k
DBEL L THOW-AEREFERER (non-FH B3 %15 DFI11565 35k I (Y heFH .3 x4
R727-CL-1003 #5k) OFER S LLTIIRT,

BB 2R L LT, A&|OHE L #5HR F O treatment-emergent adverse event (TEAE) D¥&H
IZOWNWT, FREDMHCE SN EOBREITRD Do o7, FRT, BEHHEEHO REITRD bk
Molz, Lizino T, AIEROCHEOBRRITIEIZANMET — X 2SNz,

221 FRAE (75mg) D=FER
DFI12361 #57 CTld, A% 50 mg Q2W. 75 mg Q2W K& T 150 mg Q2W % 12 R #t5- L7z & % ® LDL-C

BACHEZEE L LT, BARAEB A VAT 0 — VIJERFIZBIT 5 —EMEDT N ASAZF O
TOARFNOEEABZRFT LTz, X—RA T A b E5% 12 lFFE TO LDL-C O£ bR GHFEE 1)
D7 ZERIZHT HEEMZEIX. AH 50 mg QW AET—-52.16%. 75 mg Q2W #£T-59.57%. 150 mg Q2W
FET-69.05% T o7z, LDL-CIIAAIDOHEITKFEL TR T L, AFlOWTFHOMES 7T ®RICH
NRELHHFICHEEIZIKR T L (F3) . 51T, LDL-C DK Fid# 5% 2 HEE HE8H D,
R T R TORR THEFF SN Tz, £, Zh b O EFHFHICIS O TARFIO ZRMETRAFC
& > 7= [TEAE OFBLEIA 134K 50 mg Q2W Af 52.0% (13/254) . 75 mg Q2W A¥ 48.0% (12/254)
150 mg Q2W &£ 64.0% (16/2544) 1 .

JAS T A RT A > CII FH % T LDL-C 2V HIEE Td 5 100 mg/dL ARiii 1232 L TWOZRWEGE
TRIFATED 50% A2 BfE+ 2 E 2 HER L QD 2 e, B EIZLDL-CEEZD7< & 50%
KFEEDEZENMETHD EEZ DN, DFI2361 R T, X—A T A b5 #% 2#E T
|Z LDL-C 28 50%LL EAR T L7 BF OFEIG 1, AHK 50 mg Q2W FETIX 60.0% (15/254) . 75 mg Q2W
B C 80.0% (20/25 44) T o 7=, 72, LDL-C Z1LHE D 95%CI O LFRAEIL, 50 mg Q2W #f Tl3-48.69%.
75 mg Q2W FETIE-56.11%T&H ¥ . 75 mg Q2W #EiX LDL-C OEFEE HEEAE T D IGHRIE D D D 50%LA
FORT W TR E R (F4) , ZNDHDORRND, < DEENRZNEILO LDL-C DEH

Property of the Sanofi group - strictly confidential Page 5
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1.8 ZIAXE (F)
SAR236553 -7 JO4o <7 GEGFHEER)

HIEEICBET D720 DOAROHEIX 75 mg QW THoTh o EE 7=, L7223 ->TEFC13672 Ak

T@\ﬁmypw%%%%gkbfgmbt(Mmmﬂlmam)o

RI- RS54 oEE5% 12BBETO TS EARIIHNT S LDL-C ELE-mITT £H (DFI12361 HER)

Dose Mean percent change? 95% confidence interval
50 mg Q2w -52.16% -60.75 to -43.58
75 mg Q2W -59.57% -68.16 to -50.99
150 mg Q2w -69.05% -77.64 to -60.47

a LS mean difference versus placebo

RA-R=—XAFA 5% 12BRKFETO LDL-C £1LE - mITT £H (DFI12361 515%)

Alirocumab
50 mg 75 mg 150 mg
% Change from baseline in Placebo Q2w Q2w Q2w
LDL-C at Week 12 (LOCF) (N=25) (N=25) (N=25) (N=25)
LS Mean (SE) -2.67 (3.09) -54.83 (3.09) -62.25 (3.09) -71.72 (3.09)
95% CI (-8.81 to 3.46) (-60.97 to -48.69)  (-68.38 to -56.11)  (-77.86 to -65.59)

Note: LOCF: Last Observation Carried Forward

Least-squares (LS) means come from analysis of covariance (ANCOVA) with treatment group and randomization
strata of atorvastatin dose (<10 mg, >10 mg) as fixed effects and baseline as covariate

PGM=PRODOPS/SAR236553/OVERALL/QREG_JP_2016_01/REPORT/PGM/eff_ancova_locf hier i_t.sas
OUT=REPORT/OUTPUT/eff ancova_locf hier i t Idlemgdl pchg irtf (0OMAR2016 - 8:39)

222 BERE (150 mg) DEFER

EIEDE T VAT m—VIERE, FHCEAE heFH B TIE, 878 2 & F U FRIECHE OHH) &
OPFRREE TS LDL-C O HEE TH 5 100 mg/dL K= 50%E F A ER TE 2V &b %0, =
NHOEETIE, LDL-C A LERLVANLVETIR FSEL720, FHETHaZANDLDL-CT 7 =L
A2 F oM ENDHD, Flo. FIESCHERB~OENNL, THESEHEORZF U ThHh->THA
BHEORVEBENSZLFET L ENMONTND, I, B0V A7 NTEHT 5BEOHE
W, DE Y 27 BRANRET DDA RT7A OFEEME X Y bEkIC LDL-C 2K FE &5
:kﬁ%éo:@iﬁ&bﬁ%Ux&@%w%%@@\ﬁ%%mprT&ﬁ%%ﬁbf%+A&%
RPBEONRWARER DD Z L E2EET L L. AFOMBEZEETREL §25 2 & IZEFHERD
LHEBZOLND,

AANGE =2 L AT v—/UIifE#E (LDL-C & 100 mg/dL LI E) %55 & L7= DFI12361 akBR o5 5
N, AEIOHRE (50mg, 75mg LT 150 mg Q2W) 2K 77 L7z LDL-C DX F2AVR &, R—A T A

Property of the Sanofi group - strictly confidential Page 6
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1.8 FXE (F)

SAR236553 -7 1) BY <D (EEFHEEZ)

o BEE 12 £ TO LDL-C 216K D 7 7 R I2k4 2 BEMZEE, 150 mg Q2W EET 75 mg Q2W
FRICHERTRED o7 (K 3) o Foo AAOLRIL, 150 mg Q2W 5 THRAIZZEL T,

I Iz, FHIAARER (EFC13672 35k OXIGUEHE K ORIRBIY; CEERICAANC K D10EE%Z T 5
B (heFH BE KOV Y A 27 OEV non-FH F3) (X, DFI12361 3R CRHli SN2 EBFE LD b0
ME Y 27 DEWNBRETHD LEZHNS, DFI12361 3B TAA 150 mg QQW X XAEMEN BAFTH -
722 E KNI mg QQW IZHART LDL-C DX FRKE Moz Lnd, TRHONLLE Y A7 OEn
BFITBVTAA 75 mg Q2W T LDL-C OE B HEEIZEIEE L /e - 725512, 150 mg QW ~DHY &
EEMWDHZETHZRDLDL-COR T2 76T 2 ENTEDLETHINT, L >T, AARANE
FaRtg L Uiz EFC13672 at%ﬁf T, AH 75 mg QW ZBAtEHE S L, +o7esh B3 59 LDL-C
DVEHR B A B EE L2 WA, AH] 150 mg QW ~HEET 5% 5514 (75/150 mg Q2W) % %€
L7= ([Module 2.7.3.4.1.2]) o

223 #&5[EMR

s H ga&fﬁﬁ%ﬁ 2 iBR (DFI11565 3B % (N R727-CL-1003 #BR) OFEEMN S | AHKE QW D 5-
ELTE%E, EBEERESCHEZMDT, fHI L 72 &EHE 50mg Q2W) ICBWTHEE/HFEE Lz

2EMICHTZY —ED LDL-C DIK FAEHZHEFF L7z, —FH., —EHEDAZF U 25 INTW5H A
FICAKZ A FIZ 1 BIEE LG ATH, X—A T4 b 5% 12 R E T2 LDL-C O KX 72{K
THRRO NI, TOMRIFEEMBE Lz 4 BEICh o shcunanoz (K 1k
WX 2) o L7edd> T, VS MAERRER K OVE N RS PR BRJE 0D 72 3D D F S iE sk Td> % DFI12361 7R
TOFI A 72 P 5-M0E & LT Q2W 234R L 7= ([Module 2.7.3.4.1.3]) ,
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1.8 ZIAXE (F)
SAR236553 -7 JO4o <7 GEGFHEER)

1-R=ZXF4 UMD LDL-C ZLEDHR - mITT £H (DFI11565 FHER)

10
0
-10
P
2
]
2
5 -30 1
&
@
on
3
S 40
<@
X
g 501
E
=
C
=
]
2
3 -70
-80
.90 || ®—@—® Placebo (N=31) ®--®--@& SAR236553 50 mg E2W (N=30)
®— ® —® SAR236553 200 mg EAW (N=28) SAR236553 100 mg E2W (N=31)
©—@ —@ SAR236553 300 mg EAW (N=30) ©—@—@ SAR236553 150 mg E2W (N=29)
-100- T T T T T T T I l T
BASELINE WEEK 2 WEEK 4 WEEK 6 WEEK 8 WEEK 10 WEEK 12 LOCF
Time point

Source: DFI11565, CSR No 5.3.5.1-3, PGM=PRODOPS/SAR236553/DFI11565/CSR/REPORT/PGM/eff_desc_allvisit_i_g.sas
OUT=REPORT/OUTPUT/eff_desc_allvisit_i_g_ldic_5_i.rtf (07FEB2012 - 18:17)
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1.8 ZIAXE (F)
SAR236553 -7 JO4o <7 GEGFHEER)

2-R—=R5A4 MDD LDL-C ZILEDH#F - mITT F£E (R727-CL-1003 5£5%)

4Df Treofment Group

30; e Plocebo [very 2 Weeks (N=15)  ————— REGN727 15D mg- Every 4 Weeks (N=15)
] — — — - REGN727 20D mg Every 4 Weeks (N=18) REGN727 300 ng Every 4 Weeks (N=15)
- RECN727 15D ng Evary 2 Weake (N=1B)

f2o§

| | |
g~ N
o O O
N P

Mean Percent Change

|
D
(=)
il

| |
oo
o O
il

|
©
(e
[

Baseline WEEK 2 WEEK 4 WEEK 6 WEEK 8 WEEK 10 WEEK 12 WEEK 16 WEEK 20 LOCF
Visit

Source: R727-CL-1003, CSR No 5.3.5.1-4

224 HERERUVHE

ENE MRS (EFC13672 3A8%) T, heFH BEF L OVLMILE U A 7 OE non-FH HBE 2 %412,
KRN DOFINEZE —EREDO A X F L OO HixE (MO IFER MRIEO A B IR D720) THRET LT,
AANZEN D 1T ST BFIL 75 mg Q2W TG ZBHtA L., #e5% 8 Wi LDL-C 2 & 57 L oM
E LT BEEIZELE L2 o TG A, 5% 12 MR 150 mg QQW ~Hi&ET 5 Z L & LTz,

AR 143 B OBE DG E & szlxﬁl 75 mg AP h- S A, 2 441385 12 BIRFITAA] 150 mg ~

& L7, 24 BMOARHF 75/150 mg QW 512 X VW LDL-CIZHAEIZIK T LE (R—ZXTF7 A4 U nH0

LDL-C Z{bEORERI7E1T-64.1%) (32 5) . ARAIOAIEITE L% 4 R SR80 S, 24 B O—
RIRHT D B (&R A CHEFRF S 72, & BIC, heFH £ X3 non-FH £ M3 1 5 84 D MEFEAf
HEZKT 23T 7 N—T T OfER WTHLOERTS 77 B ARFECHANTARRET B Lo —
AT A VB O LDL-C DK F 358 BTz,
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1.8 ZIAXE (F)
SAR236553 -7 JO4o <7 GEGFHEER)

RE-R—RFTA UM oEE51% 24BRETO LDL-C b3 - ITT 847 - ITT &£H (EFC13672 &XER)

Alirocumab
75 Q2W/
Placebo Up150 Q2W
Calculated LDL Cholesterol (N=72) (N=143)
Baseline (mg/dL)
Number 72 143
Mean (SD) 141.6 (26.7) 141.1 (26.8)
Median 137.0 138.0
Min : Max 93:216 94 : 246
Week 24 percent change from baseline (%)
LS Mean (SE) 1.6 (1.8) -62.5 (1.3)
LS mean difference (SE) vs placebo -64.1 (2.2)
95% CI (-68.5 to -59.8)
p-value vs placebo <0.0001*

Note: Least-squares (LS) means, standard errors (SE) and p-value taken from MMRM (mixed-effect model with
repeated measures) analysis. The model includes the fixed categorical effects of treatment group, randomization
strata as per IWRS, time point, treatment-by-time point and strata-by-time point interaction, as well as the
continuous fixed covariates of baseline calculated LDL-C value and baseline calculated LDL-C value-by-time point
interaction

MMRM model and baseline description run on patients with a baseline value and a post-baseline value in at least one
of the analysis windows used in the model.

The p-value is followed by a "*' if statistically significant according to the fixed hierarchical approach used to ensure
a strong control of the overall type-I error rate at the 0.05 level

Source: EFC13672, CSR No 5.3.5.1-5, Extract from PGM=PRODOPS/SAR236553/EFC13672/CIR/REPORT/PGM/eff mmrm.sas
OUT=REPORT/OUTPUT/I2_eff mmrm_Idlw24 i t i.rtf (10MAR2015 - 6:02)

FE AL DEE (138/140 4) 1IAA] 75 mg QQW HHIZ LD & 575 CO#LE L7z LDL-C @ HEEfHEIZ
L, 5% 12 LD 75mg QQW #HEFF S N7, —F. 75mgQ2W T LDL-C ™ H FEff |2 Bt
ﬁ“%‘k’éu?‘ﬁ 12EFRHCER T T 150 mg QQW ~HE L7-BF X 24 Tho7= (W I vd heFH B3
nNoOEREDR—AT A O LDL-CHE (F¥)) 13 233.5mg/dL T, HE LR - 72H8F D 140.0 mg/dL
ICHANTEDN ST, MELE2L4DBETDOR—RTF 4 235D LDL-C OZ LR (FH) 1%, HEA
DO EA% 12 FFT-41.9%., HIEH D 24 HIFT-49.6%TH V. AHKl% 150 mg QQW (ZHETHZ LT
HIZ-7.7%? LDL-C K T O bz, ZOHEIZ X% LDL-C OIX T, DFI12361 ik TR b i
72 75 mg Q2W #£ & 150 mg Q2W RE T H417- LDL-C (LR D% (1 9%) & RFRETH - 7=,
EFC13672 5 BR DFER B AH| 75/150 mg QQW IZ H AR NBRFICB W CRFREAREEZ R L, HE
L7cBE RO E LR o 7oA TR T 0 7 7 A MTEWTRD b e o 7o, & 512, DFI12361
BT HAANL 75 mg Q2W TN 150 mg Q2W DWW & b ARMEIX R T, HEIC K 2EWIEER
D HNIRIo T, 7eF5, 75/150 mg Q2W Z it L 7oA S MARREBR O fiF &7 — # 1 & é%g@?ﬁ,mﬁu

Property of the Sanofi group - strictly confidential Page 10
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1.8 FAXE (F)

SAR236553 -7 1) BY <D (EEFHEEZ)

(N U 722D 7 T A — TR S b R XD RE DR AN EOREITEED T
([Module 2.7.4.2.1]) .

PLEDZ Enb AHAI 75150 mg QQW O HER OVH&EIX, 77 &A & ik L C LDL-C A B2
TSEZENT a7 7 A NVERIFTH D Z LR STz, & BIT AANZ L 5 LDL-C R FEM X
heFH H3%& I non-FH % 46, MR, BMI, AfE, _—2F A > ® LDL-CH. ¥ERFEOAE, §f
H LT A2 F o OFRE MOIFER FREIEOF I )b 5T, —H L TR L ((Module 2.7.3.4.2])

AHNOMER O &EIL, BEHFRERSTBEOZL S BSIEH HW BEIZEL., oRGHMbZEL
72 LDL-C O#HB 27~ L2 75 mg QQW TG Z[H4a L, 15 HAEIZEE LRV ISR LT 150 mg
QW ~HETHZ ENRYTHD EE 2D,

& XAk

1. Mabuchi H, Nohara A, Noguchi T, Kobayashi J, Kawashiri M et al. Molecular genetic epidemiology of
homozygous familial hypercholesterolemia in the Hokuriku district of Japan. Atherosclerosis 214 (2011)
404407

2. Mabuchi H, Nohara A, Noguchi T, Kobayashi J, Kawashiri M et al. Genotypic and phenotypic features in
homozygous familial hypercholesterolemia caused by proprotein convertase subtilisin/ kexin type 9 (PCSK9)
gain-of-function mutation. Atherosclerosis 236 (2014) 54-61

3. Soutar AK, Naoumova RP. Mechanisms of disease: genetic causes of familial hypercholesterolemia. Nat Clin
Pract Cardiovasc Med 2007;4(4):214-25

4. Yamamoto A, Harada-Shiba M, Kawaguchi A, Oi K, Kubo H et al. The effect of atorvastatin on serum lipids
and lipoproteins in patients with homozyous familial hypercholesterolemia undergoing LDL-apheresis

therapy. Atherosclerosis 153 (2000) 89-98

Property of the Sanofi group - strictly confidential Page 11
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1.8 ZIAXE (F)
SAR236553 -7 JO4o <7 GEGFHEER)

3. RIXE (B) O IMERLEDEE] (F) ORERML

(25 (ROBECEESLENIE) ]

AN D B3 L BUE OBEERE O & 2 /B

[R% E AR L]
AH|D CCSI (Company Core Safety Information : {232 & MEE#R) ICEOZHE LT,

HEEX (IZNRICEET HFERLDIED

() EHORNZ 2702 B R OWME LA Eii L, FEEma L A7 e —/ViliE X d@ma VAT a—
JVIMFETCH D Z L 2R LI ECARIOBEAE2EZETHZ &,

Q) FEtEE 2 v AT o —)VIELISL O B3 T, HEIIRE B, FEDFEVERIZE, KA EIIRE &
BRI, SRR O REEBSUIEEREE S, DIIEA X2 FORIY 27 BNEmns &%
R L, ARIEGOESZAWT52 &, [ [BRBERE] 0ESMH]

Q) FEMR 2 VAT B — VIED 5 B AREESIRIZOWTIA MK QLMD L L TN
WO, RANC X DIBEHEOME S & R EEIZHIE L, ARANSKT 2 SISBE O HILR WSS
WG E2 R IET A2 b, [ 2. EELERMITEQ) 0HEBMR]

[R% EARHL]

(OWFEHEMEa L 2T o — VIE X TEm 2 L AT 0 —VIE Th 5 2 & 23RN R+ 5 LN H
LT e, FHOEEFHEHABEIIRE L,

Q) AANTOME A X FOFBLY 27 PEWEEIZRET AN THL Z b FEiEtkEE 2 LA
T 0 — )VIAE LA D BE B O CTLIME A R hOFEBLY A7 BNEWZ & 2GR 572D D AR
B7etfl e UCRIE LTz, 2B5EF L LT, ENG TR EER 0O B SR E 4 B IR R O
IR L7272, BIREAEOHA ST 52 & & Lz,

Q) REEAERMEREM R 2 L AT 1 — ) VIE D BE R & 5G4 & Lo AF ORI ST
BOI, AMELONLZEMENHET L TN ENBRRE LT,

RERVAECHET 2FERLDIED

(1) HMG-CoA i# iR ER L OFHT 5 2 &, [HARANZET 2 AF e 5 ToOH ML)
LERMEIIHEST L TR, ]

Q7 7z b= ZLPHTLHEITIE. 772 L=V AMTRICAKEZREGETHZ L,

Page 17



1.8 ZIAXE (F)
SAR236553 -7 JO4o <7 GEGFHEER)

[R5 EARL

() a3 L AT a—) VIERE (25 L CUEERNAA DB A KT A 1280 THMG-CoA i TTl% 3 BHEH
(A TF2) DNEMFIEOF RPN BT DN TND 2 & RO, EWNE IR
TEHAZF UL DIRFETHORIEPE LN VEBEFICH LT, AY T U2 S0 ERE & OF
AL TR LIEGEORBOGMER VZEMEEZRGE LT 2 L2 E 2, RE LT,

(%ﬁﬁ&77iv—yx@%%_ow11 s It[ERBR (ODYSSEY ESCAPE i) (2H\\ T

MIFFEE O LDL 7 7 = b— 3V AFHEDR LB o ~T a S RGNS 2 U A7 v — L IE &

%‘%ﬁ%& WEHiE L7z, ZOfEFR., 7V n /<737 78R EHB L TT 7 = L—3 A FEfusE
DHEBERWA (1) BHGESND L LI, TV eI ~v 72X D7 7 = bL— AR (% 2)
KOT 7 = b— v AT O LDL-C AR TR (K1) @D b, Yikalbiick
WTIE, 772 b=V AR THEHZICT )~ 7R 2 1EHFGESATHER, 77—
A DA %Tﬂuncf FETEHBIIRD LN -T2, LPLAERS, TYnr<70HK
YR A MEFFT 5 720121%, 77 = L=y ZARfTHRICT UV n 7 v 7 OG- TELMT 2 & 23]
EEZHNTEDT, E&“Tfu‘:o

R1-BERT~18BICET457 7 = L— Y XMEITEIE : Rank Based ANCOVA - ITT %M

Placebo Alirocumab
(N=21) (N=41)
Standardized rate of apheresis
treatments from Week 7 to Week 18
Number 21 41
Mean (SD) 0.806 (0.191) 0.128 (0.242)
Median 0.833 0.000
Q1:Q3 0.667 : 1.000 0.000:0.167
Min : Max 0.42:1.00 0.00:1.00
Hodges-Lehmann estimate of 0.750
median treatment difference (95% CI) (0.667 to 0.833)
p-value vs. placebo <.0001

Only legitimate apheresis treatment skipping per point-of-care LDL-C value is counted as "apheresis not occurred".
Missing apheresis treatment information (any reason) from week 7 to week 18 is imputed an outcome of the
apheresis treatment "occurred" at the visit. Cl is Moses distribution free CI.

p-value is derived from the rank-based ANCOVA model. The model includes the baseline LDL-C value and
stratification factors per IVRS.

Source:
G:/DATA/Production/Cardiovascular/PCSK9_REGN727/R727_CL_1216/Analysis_CSR/Programs/TFL/Generated/t
_6001_Apheresi s_Rate.sas (xiangjun.xue SAS Win 9.2)
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1.8 ZIAXE (F)
SAR236553 -7 JO4o <7 GEGFHEER)

RK2-BEHRT~18BICETET7 7 L— L RBTEIGHDEER - ITTRE

Placebo Alirocumab
(N=21) (N=41)
Standardized Apheresis Rate
0 0 26 (63.4%)
>0and<=0.25 0 7 (17.1%)
>0.25and <= 0.5 3 (14.3%) 5(12.2%)
>0.5and <=0.75 5 (23.8%) 1(2.4%)
>0.75and <1 7 (33.3%) 1(2.4%)
1 6 (28.6%) 1(2.4%)

Only legitimate apheresis treatment skipping per point-of-care LDL-C value is counted as "apheresis not occurred".
Missing apheresis treatment information (for any reason) from week 7 to week 18 is imputed an outcome of the

apheresis treatment "occurred" at the visit.
Source:

G:/DATA/Production/Cardiovascular/PCSK9_REGN727/R727_CL_1216/Analysis_CSR/Programs/TFL/Generated/t

_6008_Aperesis
_Category.sas (xiangjun.xue SAS Win 9.2)

1-R=X54MbDLDL-C ELEDHRE - ITTEH

38.00
3200
26.00
20.00
14.00

-4.00
-10.0
-16.0 \

220 \

280

-C LS mean (+/-SE) percent change from baseline (%)

& — & Dlacebo (N=21)
& 2 Alrocumeb 150 Q2W (N=41)

IS SRS S b S S

340 N
400 \
460 } — %"""‘}"'_’"7}7 T 7}" - E
A 520 3
© 580 +
T T T T T T T T T T T
Baseline w2 W4 W6 ws wio w12 Wi4 Wi6 wis

Time pomt

Note: Least-squares (LS) means and standard errors (SE) taken from MMRM (mixed-effect model with repeated
measures) analysis. The model includes the fixed categorical effects of treatment group, randomization strata as
per IVRS, time point, treatment-by-time point interaction, strata-by-time point interaction, as well as the continuous
fixed covariates of baseline calculated LDL-C value and baseline value by time-point interaction. Time points in the
model include bi-weekly timepoints from week 2 (pre-apheresis) to week 18 (pre-apheresis).
G:\DATA\Production\Cardiovascular\PCSK9_REGN727\R727_CL_1216\Analysis_CSR\Programs\TFL\FI_200_E
F_PCHG.sas (xiangjun.xue 25FEB2016 21:05 SAS Win 9.2)
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1.8 ZIAXE (F)
SAR236553 -7 JO4o <7 GEGFHEER)

[ ERLEDIEE

1. EERE (ROBEICFEZEICKRSET D L)
I ORFHAERSE B (HARBRA 2.  [ENBE] 0Esm]

[ EARL
L OATHERERE A (2B 1T 2 M IREBRIT 2 e i E L7z,

2. EELGERWIEER

() AFEEIZHT->TE H O COEm A VAT v —/VIERIR DI TH 2 BHRIEZITV,
W EE R, A OB IECRBO Y X7 T 7 72— (BERIE, SILEES) OB
HFLTNBETD L,

(2) e AR BB 2 RIS L, AANSK T 2 BOGARRD DIV WG G I3 G2 1
k4252 &,

(%ﬁ%?éHMG&AEﬁ%%@%%&U@®% FEIEIRFROTA CE TR T 5 [EH Lo
ERI0ER, HEkRG, BEERANTER, BERAREWENFOREZMRT L2 &,

@) AF|DO B EHKGIZHT-> T, BEITE G HIER 2R EOREZ1TH 2 &,

) BOEGZFEMTHICHT > Tk, ERMNEOZY A EEICHRF Lz LT, BFICRLT
RIS EFIEREE DTG FECOWTHREE - e EiT 22 &, 20k, BFH
DREFICG TE 5 Z LA EMAHGE L B, EMOEHRESEO L L CETL2Z L, 7
B, HEEHIZIZ T I v MR T 75mg X2 I 77 0= MR 150mg =2 2 v
Dk,

2) AFNT 1 EEH ORAITH 2, HH%, BEH LWL ICBEITEEZMR L, T 3TO4H
HOREIRBEEITIECOWTHREZ KT 5 2 &,

3) He&GOERME, AANZ L DBWEMNRDN 5560 H SR G- Ofkii s N #7256 1213,
RPN SR fit %&i:@ﬁ@%@“éi JFEL, EbICHOKRG 2L S5 7 YR AL E 21T
5T &,

H SN TV RSN EE BT R L O IET 52 L,

[RX EARHL)

(D) ma VAT B —)VIIJEDIRRICH Te > TUTETAEEEEOUGED ER TH 5, BFRIESETR
EEZITV, 2 ot RED Y 27 7 7 72— (FERIE, mILEES) OBRJE 1
DER LT BT, 220 TIHIFEERD ARG A I HEMRE T 5 Z L NEHEETH D
T ORRE LTz,

Q)@ A VAT B —/VIEDIREIT@FE RIICE 2720, @2 L A7 v — /VIERRANC @O E
FHIHLE LT, BREEE SN2V X ) &GP REEE EMICE=2 Y 7 2 0EN

Page 20



1.8 ARIXE (F)
SAR236553 - 7Y RV < T (EEEFHIERZ)
%6oit\$§ IR BOSHEDR 53 TIE R WA EO LB 2 M T 2 L ERH 5 &
« AFNC KD BOEHERO AR WA IR G 2P IT 5 2 & b UEZRO T, EHRIZIM
¢%E AT 2 X0 ITIEEYE L,
(3) AANTHMG-CoA IZTEERBAEA L O S D 2 & KOO NRE B EIREE L O b5 2 5
NHZEMBERE LT,
@DHECHEGITHET 2 - RORFEEFHE U TRE L, B, BARRR TS AR B O b
Ao/, BAEGICEV /AL Z L LT,

3. Bl{ER

[EI PN CIEHE S A7 28 T AH B OV AR BRRSBRIZ 35 T K 75mg S 150mg 235 E 472 193
BIh 3361 (17.1%) (ICEIWERNERS bz, ERRWERNIES AL IS 22 61 (11.4%) THh-o
Tme  OKFRHKE)

[ EARAL]
[El N CFE i U 72 B RERBR DRI ES W TRER L7z,

(1) ERZ2EIEH

BEELGT7 ULX—RIG GRERERY) - @uE, SRS, S5, BEEnExE07 1L
F— ﬁmﬁ:wgn HEREFAbRE SN TWD, BIEEL ToITATV., 20O X9 RBISH D
LN HEEITITEGE2 PRI L, WERAELZTT Z &

[BX TEAR L]
[E PN THHE L 72 B RRER TIERRD HiL7e o 722, MMNGIREER TR b= T L — R
HELFLLBOLIL, AAE L THERTREFLHRLEEZILZ LD, AHO CCSHIZHE D ZHE
L7,

(2) T DM OEIEM

1%L4 E 1% AT AR
1B BUE % 9 FEIE
b SGE S K OVE R
N0 52 (I EnREE R, S0,
< Lo M%)
F o HTEERE S
ST RO GREEE,
FDith soR, EIR., R, &
. IO %) (11.4%)
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1.8 ZIAXE (F)
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SRS IR B TRl D H LTV D RIWEH O 7= O $EE A B

[ AE AR L]

4.

[EI PN C 520 L 7= i R R O i B B OARHI D CCST I HeS W CREH L7,

= ENDERS

— I A CIEAEBEREME T LD 72, BIEHORBUCEETHZ &,

[ EARL

5

—RICEEE T, BEREE S CIREREES 20T 5 /Rt a & OB ENK T LTS L %E
A6, o, BRER TEEE ST AR OB GRRNIREN TH LD Z ENBRIE LT,

R, ElR. BRIBRFADOES

AL HMG-CoA iz el [HEH & T 2720, il XATEENR L TV 2 WREVED & % i N o
ORALP O NI G- L2 &, [HMG-CoA el R HERNZ W\ T, B FEER CHIA IR
DWW EAF - BT 228, RROEFROIEKT L IEMHE L OB E OB A A #HE S
. B FTIERIEOERMRFER & bbb L OWMENH D, E7-. HMG-CoA & TliEFE A EAIIC
BWTT v FTHITTA~OBITHHER SN TV D, 2B, 7 v MIBWTARA OG5
LNTEY., B =7 A P/ TR IS AHIBGIRVREE B0 57 i OURFE D2 b LT B

DFAERT g6 “KISEDETABEDEN TN D, |

[ AE AR L]

6

AFAIE HMG-CoA TR FLEA & OFH L THM 2 & 9 <HIEAR O BB 21 LoER
> E L TEY . HMG-CoA & TlEFH L FHA TIIhtiam TR L T\ % aTRENED & 5 fa N X UM
PO ANIEER LR > TVDT, BE LT, o, AFIOEBYRERTT v MIIBWTIIARAID
fRfgIEE, =2 A PO TR IS AF OBREED & - 7B T 1gG RIS DI T 2538
HHNTWDH T2, Gl L7z,

INREFEADERE

R ARER, HrER, FUR. ShIRNRITH S 2 L2 aMEIEmr LTy, [ HREER

ARV
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[ AE AR L]
NRIZE T DEERRRERD 7202 & BERE LTz,

BREDEE

(1) 528

B TRCOR G35 L,
(2) 58

DIESE LR CERICE L TrbEET 52 L,
DWMLLIBE S Lz &,

3) MRDEMARLH O NRRF RO LG EITITEH L nz &,
() B AR

1) Be FiESHE, RIS, B8 XU EBEEAICAT O, [F—E IR 0 IR LIERT 25 2 & 13lET 5
ZENREFE LYY,
F7oARH MO EREN AR CEREA TR LW &y

) IEIZHRE DS DENL (. BB, RIEZE) [ZIFEHN LN &,

[RX E AR L]
(1) (2) B) AHKID CCSIIZHS &, BEFOKL THESXV ROV Y v URAIOFLHE & 525 3% E Lz,

8. TODIE

EINE T FAFREE R BR Cld, ARG BE 1436 4 1] (2.8%) THIT Y n 7~ 7 HUANRRED S
ﬂﬁﬁ*¢ﬁ%%ﬂ%ﬁLt%%ﬂﬁ%n&ﬁotﬂMMMHMMﬁ%%fj:xm&gﬁﬁgmg
L7,

[F% AR
EINASC Sk L7255 TR B PR 3R s R IS 508 L 7=,
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19 —RHEMIZHRLSIE
SAR236553 - 7Y Bo T (GEETFHMR)

1 JAN
F ] F AT IAN B AR L, T 2748 A 6 AMEERFER 0806 1 B0 L Vi@

H AN,

TAN : (A A) TIrswT (B
(B24) Alirocumab (Genetical Recombination)
AERH
(HA4)

TIns<70E, b b e o EEREERY T F Y v 98 (PCSKY) 1T S
BETHEZ F Gl B/ 7 o=t APk Th s, T s TiE, Foel S ANLRT—
IR CEA SIS, 7V n /<=7, BT I JBEENLLRDSHE (v18#) 248K T
2007 I JBIRED LD LE ( 8) 2A TR SO Y 7 8 (G318 #149,000)
Thh,

(F4)

Alirocumab 1s a recombinant human Ig(G1 monoclonal antibody against human proprotein convertase
subtilisin/kexin type 9 (PCSK9). Alirocumab 1s produced in Chinese hamster ovary cells. Alirocumab is a
glycoprotein {molecular weight: ca. 149,000) composed of 2 H-chains {y1-chains) consisting of 448 amino

acid residues each and 2 L-chains {x-chains) consisting of 220 amino acid residues each.

Property of the Sanofi group - strictly confidential Page 2
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1.9 —fMETRICRAIXE
SAR236553 - 7Oy < J (EFHHEEZ)

TR RS

L 84

DIVMTQSPDS
NLLIYWASTR
PYTFGQGTKL
KVQWKVDNAL

EVTHQGLSSP

H #4

EVQLVESGGG
ISGSGGTTNY
NWGNFDLWGR

FPEPVTVSWN

LAVSLGERAT IN?KSSQSVL

YRSNNRNFLG WYQQKPGQPP

ESGVPDRFSG SGSGTDFTLT
EIKRTVAAPS VFIFPPSDEQ
QSGNSQESVT EQDSKDSTYS

VTKSFNRGEC

LVQPGGSLRL S?AASGFTFN

ISSLQAEDVA VYY&QQYYTT

LKSGTASVVC LLNNFYPREA

LSSTLTLSKA DYEKHKVYA&

NYAMNWVRQA PGKGLDWVST

ADSVKGRFI1 SRDSSKHTLY
GTLVTVSSAS TKGPSVFPLA

SGALTSGVHT FPAVLQSSGL

LOMNSLRAED TAVYY&AKDS
PSSKSTSGGT AALGCLVKDY

YSLSSVVTVP SSSLGTQTYI

&NVNHKPSNT
TLMISRTPEV
YRVVSVLTVL
TLPPSRDELT

SDGSFFLYSK

H $5 N298 : #EgHFE & ; H $5 K448 .
L £ C220—H 4 C221, H#H C227—H # C227,

GalO—Z

N7
q

EEvA i

S

KVDKKVEPKS CDKTHTCPPC
TCVVVDVSHE DPEVKFNWYV
HQDWLNGKEY KEKVSNKALP
KNQVSLTCLV KGFYPSDIAV

LTVDKSRWQQ GNVFSCSVMH

DHETEREIE

(BL-4)GIcNAC(B1-2)Man(a1-6) < _

(B1-4)GIcNAC(B1-2)Man(a.1-3) ~~

Property of the Sanofi group - strictly confidential

PAPELLGGPS VFLFPPKPKD
DGVEVHNAKT KPREEQYNST
APIEKTISKA KGQPREPQVY
EWESNGQPEN NYKTTPPVLD

EALHNHYTQK SLSLSPGK

Homraty 7

H#H C230—H #{ C230 : ¥ A/V7 ¢ RiEe

Fuc(a1-6)

Man(p1-4)GIcNAC(B1-4) GIcNAC

Page 3
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2 INN

International Nonproprietary Names for Pharmaceutical Substances (INN), WHO Drug Information, Vol. 27,
No. 1, 2013 (r-INN list 69) |2 LA F D4 Fr CH# S u=,

INN: alirocumab

Property of the Sanofi group - strictly confidential Page 4
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A FEI 0806 F 1 &
Rk 27 % 8 H 6 H

FAERREATE (7)) & OB

JEA T SR b SRR AR R R
( «~ H & B )

[ 3K D — R FRIZ DWW T

BERLIC DWW TR, TEIES O —EAFRO BRI DWW T (CERR 18 /23 A 31 A 3K
BFH 0331001 Z/EAEEE EHRAE M REEN) 1FCIVRVF->TWnHEZAT
bDHD, A, BAEIZE T D EEL B4 FR (LLF TJAN] & 9H,) 1220 T,
RO LBV EDT=OT, #HTHO L, & TEGREEICHMT LA L il
JERAVNTZ U,

(M)
HARES G — x4 #r7 — & ~<X— 2 : URL http://jpdb.nihs.go.jp/jan/Default.aspx
BIRDOTEHRD 5 6, JAN DA ORFTOERIX, YikT —F X—2ADEF R THIET
HZLLELTWET,)
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RIS
(I 1) INN & 0EEMEIK GNLAEHEOH L H D
(ERk 18 4= 3 H 31 HEEAFA R 0331001 524 @A ERHR AN AR HREBRMIORT R D)
BekE s 26-2-A2

JAN (HA&%) _~7 47 F—h
JAN (3£ 4) : Pemafibrate

C2sH30N20s6

@QR)-2-[3-({1,3- XV FFX YV — -2 A JV[3-U- A FFT T2 ) FIN)TOaEN]T I IAFA)T = ) F
N E PR

(2R)-2-[3-(11,3-Benzoxazol-2-yl[3-(4-methoxyphenoxy)propyllaminojmethyl)phenoxy|butanoic acid

Page 6



(A5 2) INN [ZUE S 7= 0m B OB ENC IS T A B L5 — i 4 7k
(PR 18 4 3 H 31 HEAFFEAIE 0331001 524 J5 @78 B35 5 R B A S B AR 35k 2)

HgkE S 26-1-B8

JAN (HA%) @b ReEL7 4 a0k
JAN (& 4) : Hydromorphone Hydrochloride

* HCI

HO On O

C17H19NO3 ¢ HCI
(BR)-4,5-TAHRFT 3-8 RaXi-1T-AF /e T 64 —HEiEE

(5R)-4,5-Epoxy-3-hydroxy-17-methylmorphinan-6-one monohydrochloride
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BekF s 26-1-B9
JAN (BA%L) VAR 2717
JAN (3£ 4) : Palbociclib

C24H29N702

6- T EF N8 7 a R F -5 R TFL-245(E2TF -1 A )Y Do
2-A N7 2 /3e Y R2,3-d ey IV -T(8H)- A

6-Acetyl-8-cyclopentyl-5-methyl-2-{[5-(piperazin-1-yl)pyridin-
2-yllamino}pyrido[2,3-dlpyrimidin-7(8 H)-one
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Bk 26-1-B12

JAN (HAA)
JAN (& #)

TV nr<x7 (BinFHa#z)

: Alirocumab (Genetical Recombination)

T2 BRI RN AV T 4 REES

L $4

DIVMTQSPDS
NLLTIYWASTR
PYTFGQGTKL
KVOWKVDNAL
EVTHQGLSSP

H

EVQLVESGGG
ISGSGGTTNY
NWGNEDLWGR
FPEPVTVSWN

LAVSLGERAT
ESGVPDRFSG
EIKRTVAAPS
QSGNSQESVT
VTKSENRGEC

LVOPGGSLRL
ADSVKGRFII
GTLVTVSSAS
SGALTSGVHT

INCKSSQSVL

YRSNNRNFLG

WYQOKPGQPP

SGSGTDFTLT
VEFIFPPSDEQ
EQDSKDSTYS

SCAASGEFTFN

ISSLQAEDVA
LKSGTASVVC

1
VYYCQQYYTT
LLNNFYPREA

LSSTLTLSKA

NYAMNWVRQA

DYEKHKVYA&

PGKGLDWVST

SRDSSKHTLY
TKGPSVEFPLA
FPAVLQSSGL

LOMNSLRAED
PSSKSTSGGT
YSLSSVVTVP

TAVYY&AKDS
AALGCLVKDY
SSSLGTQTYI

CNVNHKPSNT
TLMISRTPEV
YRVVSVLTVL
TLPPSRDELT
SDGSFFLYSK

H £ N298 : #EdH#E A ; H $H K448 :
L #4 C220 — H #1 C221, H #4 C227 - H $4 C227,

KVDKKVEPKS
TCVVVDVSHE

CDKTHTCPPC
DPEVKEFNWYV

HODWLNGKEY
KNQVSLTCLV
LTVDKSRWQQ

TR PESH OHEEAIE -

1
KCKVSNKALP
KGFYPSDIAV
GNVEFSCSVMH

[ (B1-4)GIcNAC(B1-2)Man(a1-6)
Man(B1-4)GIcNAc(B1-4)GIcNAc

Gal0_2 1

(B1-4)GIcNAc(B1-2)Man(a1-3) 7~

PAPELLGGPS
DGVEVHNAKT
APTEKTISKA
EWESNGQPEN
EALHNHYTQOK

Wy Tatwy s
H#{C230 - H #{C230 : Y A/L7 4 FiE&

Fuc(o.1-6)

Ce484H10020N 174002034842 (X > 73X 7 EH Sy, 4 AEH)
H & Ca170H3362N5820669515
L# Cior2H1652N28803438S6

VFLEFPPKPKD
KPREEQYNST
KGQPREPQVY
NYKTTPPVLD
SLSLSPGK
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TUns~7x, v hTaZ Ry FisiER Y T U v %y 98 (PCSK9) 12K D8 s T
izt bk IgGl £/ 7 a—F APk THD. TIVnr~71E, FrA=—ANAAX =PRI CREL S
b, TIVar<TiE, 44807 I RIS HEH (Y1 80) 2 RN 220 HD 7 X/ BRI
DL (8 2ATHERINDREY 78 (51E £ 149,0000 TH 5.

Alirocumab is a recombinant human IgG1 monoclonal antibody against human proprotein convertase
subtilisin/kexin type 9 (PCSK9). Alirocumab is produced in Chinese hamster ovary cells. Alirocumab
is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y1-chains) consisting of 448

amino acid residues each and 2 L-chains (k-chains) consisting of 220 amino acid residues each.
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B

JAN (HAA)
JAN (& #)

26-1-B14

v I~ T (Bin R R)

: Bimagrumab (Genetical Recombination)

T2 BRI RN AV T ¢ REES

L 4

QSALTQPASV SGSPGQOSITI SCTGTSSDVG SYNYVNWYQQ HPGKAPKLMI

YGVSKRPSGV SNREFSGSKSG NTASLTISGL QAEDEADYYC GTFAGGSYYG

VFGGGTKLTV LGQPKAAPSV TLFPPSSEEL QANKATLVCL ISDEYPGAVT

VAWKADSSPV KAGVETTTPS KQSNNKYAAS SYLSLTPEQW KSHRSYSCQV

THEGSTVEKT

H $H
§
g

A

QVQLVQSGAE

INPVSGSTSY

WEDYWGQGTL

PVTVSWNSGA

NHKPSNTKVD

ISRTPEVTCV

VAPTECS

VKKPGASVKV

AQKFQGRVTM

VIVSSASTKG

LTSGVHTFPA

KRVEPKSCDK

VVDVSHEDPE

VSVLTVLHQD

PSREEMTKNOQ

SFFLYSKLTV

WLNGKEYKCK

VSLTCLVKGF

DKSRWQOGNV

SCKASGYTFET

SSYINWVROA

PGOGLEWMGT

TRDTSISTAY

PSVFPLAPSS

VLQSSGLYSL

THTCPPCPAP

VKENWYVDGV

VSNKALPAPI

YPSDIAVEWE

FSCSVMHEAL

MELSRLRSDD

KSTSGGTAAL

SSVVTVPSSS

EAAGGPSVEFL

EVHNAKTKPR

EKTISKAKGQ

SNGOPENNYK

HNHYTOKSLS

TAVYYCARGG

GCLVKDYFPE

LGTQTYICNV

FPPKPKDTLM

EEQYNSTYRV

PREPQVYTLP

TTPPVLDSDG

LSPGK

LE#HQl, HEH QL : B u /X I Uk HEHN295 : FESEA HEHK44S : kv v/
L #5 C216 —H #4 C218, H $H C224 — H & C224, H$H C227 -H #{ C227 : YAV 7 4 Kik&
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F 7R WESH D HEE R

Fuc
J GIlcNAc-Man N |

Man-GIcNAc-GIcNAc

Ga|0_2
| GleNAc-Man 7

Ce318H9762N 169001992846 (& > /X7 E iy, 4 AREH)
H 4 : C2161H3347N5790666517
L 8 : Co9sH1538N2660330S6

v/ n~71%, b N7 FEUZERIB AL O IIA B4+ 528G Az e - 1gGl £/ 7 vn—F
AUETH D, Bl <71, Fx A =o—ANLAX—JUEHIIEIC L VELESHS. B2 ~7 1T,
445 EOT 2 BEFEIN S HEH (y1840) 2 ARKR 21T O T 2 BRI N 502 L W) 24T
R SN DREZ 7B (5515 0 K 145,000) TH 5.

Bimagrumab is a recombinant human IgG1 monoclonal antibody against human activin receptor type
IIB and ITA. Bimagrumab is produced in Chinese hamster ovary cell. Bimagrumab is a glycoprotein
(molecular weight: ca. 145,000) composed of 2 H-chains (yl-chains) consisting of 445 amino acid

residues each and 2 L- chains (A-chains) consisting of 217 amino acid residues each.
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BokF S 26-1-B17
JAN (HAR%Z) : 790V o7
JAN (¥ 44) : Buparlisib Hydrochloride

[,/
NA\N

ﬁN X = |N - HCl

C1sH21F3sN6O2 - HC1

5(2,6-EA(ENFRY a4 /MEY IV 4 A N]A4(FY) TN F e AF/NEY V2T I

5-[2,6-Bis(morpholin-4-yl)pyrimidin-4-yl]-4-(trifluoromethyl)pyridin-2-amine monohydrochloride

—HElRE
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Bk 26-2-B2
JAN (HA%L) 7R Ry RAT <A Uikl
JAN (J% 4) : Avatrombopag Maleate

Cl

Cl
C290H34Cl2N6O3S2 + C4H404

CO,H

3

CO,H

1-3-7mnu-5-{4-d-r7oaF+7 = -2-40)5-(4-3 7 a~"F N ERT D -1-4 V)-1,3-F T S —)L-2-

A NI IVNRFEA NI Y D 0-2-A )W) ERY D -4-F1 LR TR

— LA IR

1-(3-Chloro-5-{[4-(4-chlorothiophen-2-yl)-5-(4-cyclohexylpiperazin-1-yl)-1,3-thiazol-2-

yllcarbamoylipyridin-2-yl)piperidine-4-carboxylic acid monomaleate
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BEkE S 26-4-Bl1
JAN (BAR%) : AT g
JAN (& #4) : Carglumic Acid

HO,C CO,H
H NH
(0]
NH,
CeéH10N205

29-2-(INNEALNT I )R B fE

(2.9-2-(Carbamoylamino)pentanedioic acid
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Bk 26-4-B12
A BN AT (B TFRAHLZ)

: Idarucizumab (Genetical Recombination)

JAN (HAA)
JAN (& #)

T2 BREII RN AT 4 REES

L $4

DVVMTQSPLS

RLIYLVSKLD

HTFGGGTKVE

VOQWKVDNALQ

VTHQGLSSPV

H 87 A

QVOLOESGPG

IWAGGSTGYN

YSYYNYDGFA

VKDYFPEPVT

LPVTLGQPAS

SGVPDRE'SGS

IKRTVAAPSV

SGNSQESVTE

TKSENRGEC

LVKPSETLSL

SALRSRVSIT

YWGQGTLVTV

VSWNSGALTS

ISCKSSQSLL
I

YTDGKTYLYW

FLORPGOSPR

GSGTDFTLKTI

FIFPPSDEQL

QDSKDSTYSL

TCTVSGFSLT
I

SRVEAEDVGV

KSGTASVVCL
I

I
YYCLQSTHFP

LNNFYPREAK

SSTLTLSKAD

SYIVDWIRQP

I
YEKHKVYACE

PGKGLEWIGV

KDTSKNQFSL

SSASTKGPSV

GVHTFPAVLQ

KLSSVTAADT

FPLAPSSKST

SSGLYSLSSV

I
AVYYCASAAY

SGGTAALGCL

VITVPSSSLGT

QTYICNVNHK PSNTKVDKKV EPKSC

L& C219-H W/ C225: P ANLVT 1 FiES

C2131H3299N 5550671811 (2 ANEH)
H &M R CioesH1641N271033455
L& C1066H 1660N2840337S6
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A BN A< TN, BTz e Mt/ 7 a—FAPURD Fab i TH Y, ~ T AL EHN T U5
ROMMMREE, W N IgGl D7 L— AU —JH R WVEFH N O D, A XV X< TE, 225
DT 2V BEENL2D HE (180 B L 219 o7 2 k575 L () 2 ofks
NHEUNRNITETHD.

Idarucizumab i1s a recombinant humanized monoclonal antibody Fab fragment composed of
complementarity-determining regions derived from mouse anti-dabigatran monoclonal antibody and
framework regions and constant regions derived from human IgGl. Idarucizumab is a protein
composed of an H-chain (y1-chain) fragment consisting of 225 amino acid residues and an L-chain (k-

chain) consisting of 219 amino acid residues.

X JAN LIS OfE#IT, 25 & LTBRLE L,
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WHO Drug Information Vol. 27, No. 1, 2013 Recommended INN: List 69

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 69

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-105) and Recommended (1-66) International Nonproprietary Names can be found in Cumulative List
No. 14, 2011 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 69

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)]
les dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L'inclusion d’'une dénomination dans les listes de DCI recommandées n'implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d'autres listes de Dénominations communes internationales proposées (1-105) et recommandées (1-66) dans
la Liste récapitulative No. 14, 2011 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 69

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Résolution EB115.R4 (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a continuacion se expresan han
sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusién de una denominacion en
las listas de las Denominaciones Comunes Recomendadas no supone recomendacion alguna en favor del empleo de la
sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-105) y Recomendadas (1-66) se encuentran
reunidas en Cumulative List No. 14, 2011 (disponible s6lo en CD-ROM).

41
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WHO Drug Information Vol. 27, No. 1, 2013

Recommended INN: List 69

aladorianum
aladorian

aladorian

aladorian

(7-methoxy-2,3-dihydro-1,4-benzothiazepin-4(5H)-yl)oxoacetic acid

acide (7-méthoxy-2,3-dihydro-1,4-benzothiazépin-
4(5H)-yl)oxoacétique

acido (7- metoxi-2,3-dihidro-1,4-benzotiazepin-4(5H)-il)oxoacético

C12H1sNO,S

e

N
)/COZH
o]

alirocumabum #
alirocumab

alirocumab

alirocumab

immunoglobulin G1-kappa, anti-[Homo sapiens PCSK9 (proprotein
convertase subtilisin/kexin type 9)], Homo sapiens monoclonal

ant body;

gammal heavy chain (1-447) [Homo sapiens VH (IGHV3-23*04
(89.80%) -(IGHD)-IGHJ2*01 [8.8.11] (1-118) -IGHG1*01 CHS
K2>del (119-447)], (221-220")-disulfide with kappa light chain (1'-
220") [Homo sapiens V-KAPPA (IGKV4-1*01 (94.10%) -IGKJ2*01)
[12.3.9] (1'-113") -IGKC*01 (114'-220"]; (227-227":230-230")-
bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens PCSK9
(proprotéine convertase subtilisine/kexine type 9)], Homo sapiens
anticorps monoclonal;

chaine lourde gammal (1-447) [Homo sapiens VH (IGHV3-23*04
(89.80%) -(IGHD)-IGHJ2*01 [8.8.11] (1-118) -IGHG1*01 CHS
K2>del (119-447)], (221-220")-disulfure avec la chaine Iégére kappa
(1'-220") [Homo sapiens V-KAPPA (IGKV4-1*01 (94.10%) -
IGKJ2*01) [12.3.9] (1'-113") -IGKC*01 (114'-220")]; dimere (227-
227":230-230")-bisdisulfure

inmunoglobulina G1-kappa, anti-[PCSK9 de Homo sapiens
(proproteina convertasa subtilisina/kexina tipo 9)], anticuerpo
monoclonal de Homo sapiens;

cadena pesada gammal (1-447) [Homo sapiens VH (IGHV3-23*04
(89.80%) -(IGHD)-IGHJ2*01 [8.8.11] (1-118) -IGHG1*01 CHS
K2>del (119-447)], (221-220")-disulfuro con la cadena ligera kappa
(1'-220") [Homo sapiens V-KAPPA (IGKV4-1*01 (94.10%) -
IGKJ2*01) [12.3.9] (1'-113") -IGKC*01 (114'-220")]; dimero (227-
227":230-230")-bisdisulfuro

43
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Recommended INN: List 69

WHO Drug Information Vol. 27, No. 1, 2013

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFN NYAMNWVRQA PGKGLDWVST 50
ISGSGGTTNY ADSVKGRFII SRDSSKHTLY LQMNSLRAED TAVYYCAKDS 100
NWGNFDLWGR GTLVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTQTYI 200
CNVNHKPSNT KVDKKVEPKS CDKTHTCPPC PAPELLGGPS VFLFPPKPKD 250
TLMISRTPEV TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVY 350
TLPPSRDELT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD 400
SDGSFFLYSK LTVDKSRWQQ GNVFSCSVMH EALHNHYTQK SLSLSPG 447

Light chain / Chaine légére / Cadena ligera

DIVMTQSPDS LAVSLGERAT INCKSSQSVL YRSNNRNFLG WYQQKPGQPP 50
NLLIYWASTR ESGVPDRFSG SGSGTDFTLT ISSLQAEDVA VYYCQQYYTT 100
PYTFGQGTKL EIKRTVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150
KVQWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 200
EVTHQGLSSP VTKSFNRGEC 220

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 145-201  262-322  368-426
22"-96" 145"-201" 262"-322" 368"-426"
Intra-L  23'-94'  140'-200'
23"-94™ 140™-200"
Inter-H-L 221-220' 221"-220™
Inter-H-H 227-227" 230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 4:
298, 298"

antithrombinum gamma #
antithrombin gamma

antithrombine gamma

antitrombina gamma

afucosylated antithrombin; human antithrombin-Ill (ATIII, serpin C1)
expressed in fucosyl transferase-negative Chinese Hamster Ovary
(CHO) cells (glycoform gamma)

antithrombine afucosylée; antithrombine-Ill humaine (ATIII, serpine
C1) obtenue a partir de culture de cellules ovariennes d'hamster
chinois (CHO) n'exprimant pas la fucosyl transférase (glycoforme
gamma)

antitrombina afucosilada; antitrombina-1Il humana (ATIII, serpina C1)
obtenida a partir de cultivo de células ovaricas de hamster chino
(CHO) que no expresan la fucosil transferasa (glicoforma gamma)

HGSPVDICTA KPRDIPMNPM CIYRSPEKKA TEDEGSEQKI PEATNRRVWE 50
LSKANSRFAT TFYQHLADSK NDNDNIFLSP LSISTAFAMT KLGACNDTLQ 100
QLMEVFKFDT ISEKTSDQIH FFFAKLNCRL YRKANKSSKL VSANRLFGDK 150
SLTFNETYQD ISELVYGAKL QPLDFKENAE QSRAAINKWV SNKTEGRITD 200
VIPSEAINEL TVLVLVNTIY FKGLWKSKFS PENTRKELFY KADGESCSAS 250
MMYQEGKFRY RRVAEGTQVL ELPFKGDDIT MVLILPKPEK SLAKVEKELT 300
PEVLQEWLDE LEEMMLVVHM PRFRIEDGFS LKEQLQDMGL VDLFSPEKSK 350
LPGIVAEGRD DLYVSDAFHK AFLEVNEEGS EAAASTAVVI AGRSLNPNRV 400
TFKANRPFLV FIREVPLNTI IFMGRVANPC VK 432

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
8-128 21-95 247-430

Modified residue / Résidu modifié / Residuo modificado

s HoNH,
36 o o {
0-phosphonoSer Xp” COH
/\
HO oM

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-96 Asn-135 Asn-155 Asn-192

-Sia—3-p-Gal->3-B-GI-N—>2-a-Man—6
B-Man—4--GI-N—4-B-GI-N—>N
0-Sia—>3-B-Gal—>3-B-Gl-N—>2-a-Man—3

44
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110 BE - BIRFOREEREEHDFELD
SAR236553 - 7 U RV YT GEEFHEEZ)

B FEFOEEEEEHDF LD

7URITIE ELTAERUNRVEGEBRBRYIFII O X090 H
(PCSK9) [cx9 ZBInF#MAE M IgG1 £/ Y O0—F LK THS. 7UOHs <
T, Fy4——ANLRA—NEMBETEESNS. 7)Os< T, 48EDT
B8 - BB | 3/ BBREASHIHYE (r18) 28RV 220 EO7 S/ BBEENSES LE («
) 2ATHREEINIES VI E (DFE : #149,0000 TH5.

(Bl - 7)0o <7 GEGFHEBRZ) )

g D ELY

REMEE I LR T O—)LAE. &3 LA T HE—/LILE
HRE - MR | L. DOEAARY PORBEYXIHE . HMUG-CoA ETBERMEER THRAT+
DEHRIZRS,

BE. BAICRET7IOSTT (GEEGFHEBRR) &LT75mg & 2BIC1ERTFHRET
%, IRFTHIGIHEICIE1E 150mg [TIBETE S,

Ri& - A&

RIEZFniEE

TSI ReRTETIMGRY, TSI reETETEIMg I 2D
HREZERUSE | 18#E (ImL) fIc7Uno <7 GEEFHEER) 75mgEF
MG - B | 50T reETFE 150mg Ry, TSI hoEFE150mg Y w5
18% (AmL) FI27YBY <7 EEEFHEBRZ) 150mg &8
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110 BE - BIRFOHEEEEEHNDFLYD

SAR236553 -7 ) Ao < J (ETFHEZ)

a2l (RERSHROVMERSEROBEEZSEICLE)

) FHREE G W 7230 HENE DB SE 2 (mg/kg)
VAN e (5 3 R AE B 5 iER) >75
RS (13 R R E ¢ 53 5R) >75
iz BT (26 38 B E % 5-RA5R) >75
EURPY (13 R E ¢ 53R 5) >75
FAME
B | 58| B5R | KR MBI | BT
[5] i (mg/kg/#H) | (mg/kg/iH)
Zv b | 5EM | KT 0,05,5, 75 VAV R=E/ A av i - A By k-
15,75 PEEAGIZER D B o
7=,
vk | 138 AN KT 50 | KT :50 | 7Ynrs~7\2BHEL-%
= * PR B2 3
ﬁﬁ FEﬁ H%‘H}qu] %%‘H}qu . %%‘HH’EW . E&'ﬂf‘{iufy} %F}’Lfi?ﬁ D
0,5,15,75 | 75 —o
H v 13 RN | 0,0.5,5, 75 TVa v
i 15,75 PEZSALIEERD B2 Do
7=,
= -
TR | &5 | BE5R | KR MM E | BT
[5] i (mg/kg/#) | (mg/kg/if)
Sy b |26 | KT | KTF:0, |KTF:50 | 7ynser ol -5
i R | 5,15,50 | BRIREY @ | pEZE(kIZ 3R o
R - | 30 .
30
L 26 18 T BF:0, |BF:75 | 7yns~7IclEL-%
i FEURIN | 5, 15,75 | BRIRIN ¢ | sk S e o
AR © | 50 .
50
ERNTEREINE IIBRUVE I BERKRKAERICE LT, KHF| 75mg XX 150mg H3#%
gl{EH Exnf-193 6l 3341 (17.1%) ICEMERARD o=, THEMERIEEFEBER
IEAN 22 (11.4%) Th-ot-. (FEIBHE)
=1t B/ 74K EHt
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110 BE - BIRFOREEREEHDFELD
SAR236553 - 7 YRV ¥ J GEEFHEEZ)

L #H

DIVMTQSPDS
NLLIYWASTR
PYTFGQGTKL
KVQWKVDNAL

EVTHQGLSSP

A

EVQLVESGGG

ISGSGGTTNY

NWGNFDLWGR

FPEPVTVSWN

LAVSLGERAT

ESGVPDRFSG

EIKRTVAAPS

QOSGNSQESVT

VTKSEFNRGEC

LVQPGGSLRL

ADSVKGRFII

GTLVTVSSAS

SGALTSGVHT

IN?KSSQSVL

YRSNNRNFLG

WYQQKPGQPP

SGSGTDFTLT
VEIFPPSDEQ

EQDSKDSTYS

S?AASGFTFN

ISSLQAEDVA

LKSGTASVVC

LSSTLTLSKA

NYAMNWVRQA

|
VYYCQQYYTT
LLNNFYPREA

DYEKHKVYAC

PGKGLDWVST

SRDSSKHTLY

TKGPSVFPLA

FPAVLQSSGL

LOMNSLRAED

PSSKSTSGGT

YSLSSVVTVP

|
TAVYYCAKDS
AALGCLVKDY

SSSLGTQTYI

éNVNHKPSNT
TLMISRTPEV
YRVVSVLTVL
TLPPSRDELT

SDGSFFLYSK

H 85 N298 : fEgHAS A ; H 85 K448 -
L84 C220—H $4 C221, HEH C227—H $4 C227,

KVDKKVEPKS

TCVVVDVSHE

HODWLNGKEY

KNQVSLTCLV

LTVDKSRWQO

FABEHOHE R

CDKTHTCPPC

DPEVKENWYV

KCKVSNKALP

KGFYPSDIAV

GNVFSCSVMH

($1-4)GcNAC(B1-2)Man(a.1-6)

Galy,

(B1-4)GcNAC(B1-2)Man(a.1-3) ~~
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DGVEVHNAKT

APIEKTISKA

EWESNGQPEN

EALHNHYTQK

Wom ey s
H#{C230—H# C230 : ¥ AL T ¢ FiE&

Man(B1-4)GIcNAG(B1-4) GcNAC

VEFLFPPKPKD
KPREEQYNST
KGQPREPQVY
NYKTTPPVLD

SLSLSPGK

Fuc(o.1-6)

RIHE
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IR AL

A BRSO TR E A ORI DR EE RO F & O (%)
— A TVwnr<7 (B R)
ks TI N SRR 75 mg N

TNy MR 150 mg X
TINT NETET S mg v Y
TN M 150mg Y Y

Y 7 4 Rt

FiEMEa L AT o — )VIE, 53 b AT o —/ LIIE
72720, DIEA X FORILY X7 03| <. HMG-CoA
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53.1.2-1

A randomized study of the
relative bioavailability,
pharmacodynamics, safety
of SAR236553
(REGN727) after single
subcutaneous
administration at 3
different

injection sites in healthy
subjects

I 20l
2ol

AR TR

HAER

5.3.1.2-2

A randomized, double-
blind, single subcutaneous
dose, parallel design study
of the tolerability, safety,
pharmacokinetics, and
pharmacodynamics of two
different SAR236553
formulations in healthy
subjects

(PKD120105 k&)

I 2ol
Py

RE. 158

FErEH

53.1.2-3

A randomized, double-
blind, single subcutaneous
dose and parallel design
study of the tolerability,
safety, pharmacokinetics,
and pharmacodynamics of
SAR236553 from two
different cell lines in
healthy male and female
subjects

(PKD1201150ER)

| el B
I 2o

RE. 158

FErEH

5.3.1.2-4

A randomized study to
evaluate the tolerability,
safety, pharmacokinetics,
and pharmacodynamics
after different single-dose
subcutaneous treatments
of SAR236553 in healthy
subjects

(PKD122755 8%}

I 20M -
I 20l

RE. 158

FErEH

5.3.1.3 In Vitro-In Vivo ®EIE & 5T L= ERsRE 2

FZHENTL
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BHES
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EEXIT
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FERENISRT

53.1.4-1

Validation of a
bioanalytical method for
the quantitative
measurement of total
REGN727 in human
serum

Sl E

5.3.1.4-2

Validation of bioanalytical
method for the quantitative
measurement of total
REGN727 in human
serum

A

5.3.1.4-3

Validation of a
bioanalytical method for
the quantitative
measurement of free
PCSKg in human serum

Sl E

53.1.4-4

Validation of a
bioanalytical method for
the quantitative
measurement of total
PCSK2 in human serum

FHE

5.3.1.4-5

Validation of a
bioanalytical method for
detection of anti-
REGN727 antibodies in
acid treated human serum
using
electrochemiluminescence

SR

5.3.1.4-6

Validation of a
bioanalytical method for
detection of neutralizing
anti-REGN727 antibodies
in human serum using
electrochemiluminescence

SR

5.3.1.4-7

Verification of the
Performance of SOP
PCL2914 using the
Automated System
LOR13844

Sl E

5.3.1.4-8

Long-term Stability (LTS)
Assessment of Free and
Total PCSK9 in Clinical
Serum Samples

A
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5.3.1.4-9

Verification of the
Performance of SOP
PCL2988 using the
Automated System
LOR13577

Sl E

5.3.1.4-10

Verification of the
performance of the
confirmation assay from
S0P PCL2988 using the
automated system
LORI3S77

EENTi=EE]

5.3.1.4-11

Screen, Confirmation and
Titer Cut Point
Determination for SOP
PCL2988 Using
Hypercholesterolemia
Patient Serum Samples

SR

5.3.1.4-12

Comparability of Assays
PCL2935 and PCL2764
for Generating Total
PCSK9 Results in Human
Serum

2004/
20HAHE

A
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532 b FEAEMERAVGEEDDEEEOHBREE

5321 MBEFEAESHEBRESE

FZHENTL

5322 FRBRUEMBEEERHBIREE

FZHENTL

5323t b FEKEMEALHEBRRESE

5.3 3EREREMDRE (PK)
53.3.1 BEERHERE 4511 HPKR UM =14 BRIk

FZHENTL

HEBHREE

o
|0l

BHES

Bl

EEXIT
BHixH

HERERE
A&

FERENISRT

5.33.1-1

A randomized, double-
blind, placebo-controlled,
ascending single-dose
study of the safety,
tolerability,
pharmacokinetics and
pharmacodynamics of
subcutaneously
administered SAR236553
in Japanese healthy male
subjects

(TDU12 19050 E&)

200V
201211/

B, 1588

FErEH

FHE

5.3.3.1-2

A randomized, double-
blind, placebo-controlled,
ascending single-dose
study of the safety,
tolerability and bioeffect of
Intravenously
administered REGN727 in
healthy volunteers
(R727-CL-09025:8%)

20/
20/

RE. 158

A
)

5.3.31-3

A randomized, double-
blind, placebo-controlled,
ascending single-dose
study of the safety,

tolerability and bioeffect of ]

subcutaneously
administered REGN727 in
healthy volunteers
(R727-CL-09045E&)

20/-
20

RE. 2565

HRER
L
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5332 BEICHITEPKRUMAEHSBRES

] 2 3 o EE M3 | BB - BRERZ [FmER.
ﬁ*‘l‘%"? EEE ﬁ‘f{% EqFEﬁ ui\’.Eﬁi?j‘EiﬁFﬁ % % é}%ﬁﬂﬁl

A randomized, double-

blind, placebo-controlled,
ascending single-to-multi-
dose study of the safety, | R
tolerability, and biceffect of/| il 200A/- |, = HAERH T
53321 subcutaneously I [omiE RE. 258 ) SEAK
administered REGN727 in | N
patients with and without
concomitant atorvastatin
(R727-CL-10015%E&)

5333 AAMER R L I-PKEBREE
s il 52 5 X ST EEES . BREs [ma e
BHES =R B #FS HEERIET papi e

An open-label,
pharmacokinetic and
tolerability study of
SAR236553/REGN727
given as a single
subcutaneous dose in
subjects with mild and
moderate hepatic
impairment, and in
matched subjects with
normal hepatic function
(POP1267158E8)

20 | EILESEFE

5.3.3.3-1 2OMAE |RUosY %, 2k HHREH | 3EEH

5334 N FEMERZE L LPIGIREESE .
- 5 FEEXIT| HERERR = =5 BRR |mar
ﬁ*‘l‘%"? EEE ﬁ‘f{% EqFEﬁ ui\’.Eﬁi?j‘EiﬁFﬁ % % é}%ﬁﬂﬁl

A randomized, partial
blind, 3 parallel groups
study of the
pharmacodynamic profile
of SAR236553
(REGN727) administered [l
5.3.3.4-1 |as multiple subcutaneous
doses, either alone or on
top of ezetimibe or
fenofibrate administered
as multiple oral doses in
healthy subjects
(PKD1291050E&)

L I HAEN | SEEN
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5.3.3.5-1

Population
Pharmacokinetic Analysis
of Alirocumab using
pooled data from Phase |
(CL-0902, CL-0904, and
TDU12190) Phase Il
(DFI12361) and Phase llI
(EFC13672) clinical
studies

20/
20/

sanofi
55 Corporate Drive
Bridgewater, NJ 08807, USA

EENTi=EE]

5.3.3.5-2

Population
Pharmacokinetics of
SAR236553 using pooled
data from Phase | (CL-
0902, CL-0904, cL-1001, (N
TDU12190 and ]
PKD12910), Phase I L
(DFI11566, DFI11565, L
DFI12361 and CL-1003) |
and Phase Il (EFC11569,
EFC11716, EFC12492
and LTS11717) clinical
studies

200/
20/l

sanofi-aventis
371 rue du Pr. J. Blayac 34184
Montpellier Cedex 04, France

A

53.35-3

Pharmacokinetic
Pharmacodynamic
Analysis of Alirocumab
(SARZ236553) using data
from Phase | (CL-0902,
CL-0904, CL-1001,
TDU12190 and
PKD12910), Phase Il
(DFI11565, DFI115686,
DFI12361 and CL-1003)
and Phase Ill (EFC11569,
EFC11716, EFC12492
and LTS11717)

20/
20m'E

sanofi-aventis
371 rue du Pr. J. Blayac 34184
Montpellier Cedex 04, France

SR

53.354

Target-Mediated Drug
Disposition Population
Pharmacokinetics Model
of alirocumak Using
Pooled Data from Phase |
(CL-0902, CL-0904, CL-
1001, TDU12190 and
PKD12910), Phase I
(DFI11565, DFI11566 and
CL-1003) and Phase Il|
(EFC117186) clinical
studies

20/
20/l

sanofi-aventis
371 rue du Pr. J. Blayac 34184
Montpellier Cedex 04, France

EENTi=EE]

534 EBEIEHE (PD)

HERmEE
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53.4.2-1

A phase 2 pilot study with
a randomized double-blind
treatment phase to
evaluate the
pharmacodynamics and
safety of alirocumab in
patients with autosomal
dominant
hypercholesterolemia and
gain-of-function mutations
in 1 or both alleles of the
PCSK2 gene or loss-of-
function mutations in 1 or
more alleles of the
apolipoprotein B gene
(R727-CL-10185 k&)

20A/-
20lAE

75 ARUKE, 4MEEE

HHER
L

535 ADRUREHHREEE
5351 BEEY SEMAEICEH Y S EIEMMREE

BHES

7]

EEHEXIE
H5iEE

Bl E
A

HEREMIERT

FEEE

5.3.5.1-1

A multicenter, randomized,
double-blind, parallel-
group, placebo-controlled
study evaluating the
efficacy and safety of
three doses of alirocumab
(SAR236553/REGNT27)
over 12 weeks in patients
with primary
hypercholesterolemia and
LDL-cholesterol 2100
mgfdL (22.569 mmol/L) on
ongoing stable
atorvastatin therapy
(DFI123615E& )

20133/
201441/

B, 4iEE%

FErEH

EENTi=EE]

5.3.5.1-2

A randomized, double-
blind, parallel-group,
placebo-controlled, fixed
dosefdose regimen,
multicenter study
evaluating the efficacy and
safety of SAR236553
when co-administered with
80 mg of atorvastatin over
8 weeks in patients with
primary
hypercholesterolemia and
LDL-cholesterol 2100
mg/dL (22.59 mmol/L) on
atorvastatin 10 mg

(DFI1156658E% )

2011M11M11-
2011/9/21

K E ., 2056 5%

N Engl J
Med. 2012
Nov
15;367(20):
1891-200.
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5.3.5.1-3

A randomized, double-
blind, parallel-group,
placebo-controlled,
multicenter study
evaluating the efficacy and
safety of five doses and
two dose regimens of
SAR236553 over 12
weeks in patients with
primary
hypercholesterolemia and
LDL-cholesterol 2
100mg/dL (2 2.59 mmol/L)
on ongoing stable
atorvastatin therapy

(DFI 115655 ER )

20111/18-
20l/A

K [E, 38hE 5%

J Am Coll
Cardiol.
2012 Jun
19;
59(256).234
4-53.

5.3.5.1-4

A Randomized, Double-
Blind, Placebo-Controlled,
12-Week Study of the
Safety and Efficacy of
REGN727 in Patients with
Heterozygous Familial
Hypercholesterolemia
(R727-CL-10035 &)

2011/M1/19-
20111147

RERUHFH . 16HER

Lancet.
2012 Jul
7.380(9836
).29-36.
doi:
10.1016/S0
140-
6736(12)60
771-5.
Epub 2012
May 26.

535.1-5

A randomized, double-
blind, placebo-controlled,
parallel group, multicenter
study to evaluate the
efficacy and safety of
alirocumab in
heterozygous familial
hypercholesterolemia or
high cardiovascular risk
patients with
hypercholesterolemia not
adequately controlled with
their lipid modifying
therapy

(EFC1367 250 8% : 24:48)

2014/2/-
2015/1/M

B, 315655

A

EENTi=EE]

5.3.5.1-53

A randomized, double-
blind, placebo-controlled,
parallel group, multicenter
study to evaluate the
efficacy and safety of
alirocumab in
heterozygous familial
hypercholesterolemia or
high cardiovascular risk
patients with
hypercholesterolemia not
adequately controlled with
their lipid modifying
therapy

{EFC1367 258 8% : 5248)

201 4/%/M0-
2015/%/

B, 315655

s

EENTi=EE]
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535.1-6

A Randomized, Double-
Blind, Placebo-Controlled,
Parallel Group Study to
Evaluate the Efficacy and
Safety of
SAR236553/REGN727 in
High Cardiovascular Risk
Patients With
Hypercholesterolemia Not
Adequately Controlled
With Their Lipid-Modifying
Therapy

(EFC115685HER)

2012171
|2014/4

H[E. 80HEE%

HHEH

5.3.51-7

A Randomized, Double-
Blind, Parallel Group
Study to Evaluate the
Efficacy and Safety of
SAR236553/REGN727
Versus Ezetimibe in High
Cardiovascular Risk
Patients With
Hypercholesterolemia Not
Adequately Controlled
With Their Statin Therapy
(EFC1156954E%)

201218/
20

—,

NFHE TFoR—D . TR N
YHY— ARSI AT E
F2Vh, BE., XEERU 7954
F D104 E. 1265E:%

HHEH

5.3.51-8

A Randomized, Double-
Blind, Placebo-Controlled,
Parallel Group Study to
Evaluate the Efficacy and
Safety of
SAR236553/REGN727* in
Patients With
Heterozygous Familial
Hypercholesterolemia Not
Adequately Controlled
With Their Lipid-
ModifyingTherapy
(EFC1249258ER)

20lA/-
204N

A—ART S FoER
E. ToI—2.FT0A AX3
b o | P o M2 S Ry = el L
F.EAFIVH ARA, Ao
—TF o, BEERUXE D140 E.
SOHEE%

A

5.3.51-9

A Randomized, Double-
Blind, Placebo-Controlled,
Parallel Group Study to
Evaluate the Efficacy and
Safety of
SAR236553/REGN727 in
Patients With
Heterozygous Familial
Hypercholesterolemia and
LDL-C higher or equal to
160 mg/dL With Their
Lipid-Modifying Therapy
(EFC127 3258 k%)

2088
2V

hFE AT AL T BT
YARUREDSHE, 3355%

HHEH
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5.3.5.1-10

A Randomized, Double-
Blind, Placebo-Controlled,
Parallel-Group Study to
Evaluate the Efficacy and
Safety of Alirocumab in
Patients with
Heterozygous

Familial
Hypercholesterolemia Not
Adequately Controlled with
Their Lipid Modifying
Therapy
(R727-CL-11125:8%)

20M1/M/H|
20HA'E

FrafdiE. 7524, /LT
—RUEED4HE, 265855

R ER
)

5.3.5.1-11

Long-term safety and
tolerability of
REGN727/SAR236553 in
high cardiovascular risk
patients with
hypercholesterolemia not
adequately controlled with
their lipid modifying
therapy: a randomized,
double-blind, placebo-
controlled study
(LTS1171750ER)

20/
200141

FILELF, SILF— TILH

YF7.h+r& . FY. . O0EF . F
TaHFE, ToI—7. TS

RISV R R, A H)—
ARSI AR)T, AR,

A5, Iz — F—SK,
FRILLH L, L—==F A7,

HAFIVA. AL A9z—TF
T AF KRRV KRED?2
ThE. 3205E5%

HHEH

5.3.5.1-12

A Randomized, Double-
Blind, Active-Controlled,
Parallel-Group Study to
Evaluate the Efficacy and
Safety of
SAR236553/REGN727
over 24 weeks in Patients
with Hypercholesterolemia
(EFC117 165 &)

201217
201371

kE, A)NX—, 21TF T
S DAHE, | SR

HHEH

5.3.5.1-13

A Randomized, Double-
Blind Study of the Efficacy
and Safety of Alirocumab
Added on to Atorvastatin
Versus Ezetimibe Added
onh to Atorvastatin Versus
Atorvastatin Dose
Increase Versus Switch to
Rosuvastatin in Patients
Who Are Not Controlled
on Atorvastatin
(R727-CL-1110E&)

201210/l
201450

T—RRSVT7 hHE . FFR,
FAY, A7 AFO, AXRA
2 BEERGREOHE, 855

HHER
(I

)
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5.3.5.1-14

A Randomized, Double-
Blind Study of the Efficacy
and Safety of REGN727
Added-on to Rosuvastatin
versus Ezetimibe Added- |
on to Rosuvastatin versus | IIEIEGzGzIN:G
Rosuvastatin Dose |
Increase in patients VWho
are Not Controlled on
Rosuvastatin
(R727-CL-11185E%)

20l/I/I
20041

BEUOREDSHE, 79

F—ANSUT hHH FAY. A
SUF . SXLD, ARAY, BE

P E R
L

5.3.5.1-15

A Randomized, Double-
Blind, Double-Dummy,
Active-Controlled Study to
Evaluate the Efficacy and
Safety of I
REGN727/5AR236553 in |
Patients with Primary |
Hypercholesterolemia

Who Are Intolerant to

Statins

(R727-CL-11195 k&)

20lA/E-
201’

F—RRIT . HFE TIUA,
ARSI 45T gz —,
ERREDIHE, 67THE

<
-

P
)

5352 EXERREREE

4 L

5353 MO BRRELEHETHENMLEAREE

BHES

- EEXR
i Eiiz

HERERE
A

FERENISRT

|
2%

TR,

5.3.5.31

Clinical pharmacology —
Tables, Listings, and
Graphs

HAER

5.3.5.3-2

Integrated summary of
efficacy / Amended
statistical analysis plan -
Phase 2 and 3 program

AR

5.3.5.3-3

Integrated summary of
efficacy / Clinical summary
of efficacy

AR

53534

Integrated summary of
efficacy f Appendices -
Pool of phase 3 studies

HAER

5.3.5.3-5

Integrated summary of

safety /f Amended safety
statistical analysis plan -
Phase 2 and 3 program

AR

5.3.5.3-6

Listing of patients with
SAE, TEAE leading to
death

HAER

53537

Integrated summary of
safety

HAER

535338

Integrated summary of
safety / Appendices

AR

5.3.5.3-9

Integrated summary of

safety / Erratum

AR
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5.3.5.3-10

Integrated summary of
safety / Addendum

HAER

53.5.4 £ Ot OERFRRBIREE

BHES

7]

FENIE
BiEE

Bl e

HEREMIERT

BEEE
2%

TEEH,
s2EEH

5.3.5.41

Development safety
update Reportll

HAE
i T 1

20l/E/E

A

536 MRADERZRICETLHRES

HAEHL
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5.3.7-1 |FERAEHI — B R
5.3.7-1 |BIERES—BER
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53.7-1 |IERREEEELHREREGN SR

5.3.7-1 [14%
5.4 &3k
BEHES FHESE Xk

Abifadel M, Rabe JM, Devillers M, Munnich A, Erlich D, Junien C, et al. Mutations and polymorphisms in
5.4-1 |the proprotein convertase subtilisin kexin 9 (PCSK9) gene in cholesterol metabolism and disease. Hum
Mutat. 2009;30(4):520-9.

Alberts MJ, Bhatt DL, Mas JL, Ohman EM, Hirsch AT, Roéther 1 J, et al.; REduction of Atherothrombosis
for Continued Health Registry Investigators. Three-year follow-up and event rates in the international

5.4-2 REduction of Atherothrombosis for Continued Health Registry. Eur Heart J. 2009 Oct;30(19):2318-26. doi:
10.1093/eurheartj/ehp355. Epub 2009 Aug 31.
54-3 Alsheikh-Ali AA, Trikalinos TA, Kent DM, Karas RH. Statins, low-density lipoprotein cholesterol, and risk of
a cancer. J Am Coll Cardiol. 2008 Sep 30;52(14):1141-7.
544 BHEERL, LZELTERBICSTEEEREAROERAT - EMEEORRETOMER-

Kitatama-Hokubu Lipid Assessment Program (K-LAP): R EEMa #5562 & 54 SP. 421-430, 2009

Cariou B, Ouguerram K, Zair Y, Guerois R, Langhi C, Kourimate S et al. PCSK9 dominant negative mutant
5.4-5 |results in increased LDL catabolic rate and familial hypobetalipoproteinemia. Arterioscler Thromb Vasc
Biol. 2009 Dec;29(12):2191-7.

Catapano A L, Papadopoulos N. The safety of therapeutic monoclonal antibodies: Implications for

5.4-6 cardiovascular disease and targeting the PCSK9 pathway. Atherosclerosis. 2013;228: 18-28

Chong PH, Boskovich A, Stevkovic N, Bartt RE. Statin-associated peripheral neuropathy: review of the

5.4-7 literature. Pharmacotherapy. 2004;24(9):1194-203.

Cicognani C, Malavolti M, Morselli-Labate AM, Zamboni L, Sama C, Barbara L. Serum lipid and lipoprotein
5.4-8 |patterns in patients with liver cirrhosis and chronic active hepatitis. Arch Intern Med. 1997 Apr
14;157(7):792-6.

Cohen JC, Boerwinkle E, Mosley TH Jr, Hobbs HH. Sequence variations in PCSK9, low LDL, and

5.4-9 protection against coronary heart disease. N Engl J Med. 2006 Mar;354(12):1264-72.

Colquhoun DM, Jackson R, Walters M, Hicks BJ, Goldsmith J, Young Y, et al. Effects of simvastatin on
5.4-10 [blood lipids, vitamin E, coenzyme Q10 levels and left ventricular function in human. Eur J Clinic Investig.
2005;35:251-8.

Crowea BJ, Xiab HA, Berlinc JA, Watsond DJ, Shi H, Lin S, et al. Recommendations for safety planning,
5.4-11 |data collection, evaluation and reporting during drug, biologic and vaccine development: a report of the
safety planning, evaluation, and reporting team. Clinical Trials. 2009;6:430—40.

Cholesterol Treatment Trialists’ (CTT) Collaboration, Baigent C, Blackwell L, Emberson J, Holland LE,
5.4-12 |Reith C, et al. Efficacy and safety of more intensive lowering of LDL cholesterol: a meta-analysis of data
from 170,000 participants in 26 randomised trials. Lancet. 2010 Nov 13;376(9753):1670-81.

Cholesterol Treatment Trialists’ (CTT) Collaborators, Baigent C, Keech A, Kearney PM, Blackwell L, Buck
G, et al. Efficacy and safety of cholesterol-lowering treatment: prospective meta-analysis of data from
90,056 participants in 14 randomised trials of statins. Cholesterol Treatment Trialists' (CTT) Collaborators.
Lancet. 2005 Oct 8;366(9493):1267-78.

5.4-13

Dubuc G, Chamberland A, Wassef H, Davignon J, Seidah NG, Bernier L, et al. Statins upregulate PCSK9,
5.4-14 |the gene encoding the proprotein convertase neural apoptosis-regulated convertase-1 implicated in familia
hypercholesterolemia. Arterioscler Thromb Vasc Biol. 2004 Aug;24(8):1454-9.
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Eber B, Lautsch D, Fauer C, Drexel H, Pfeiffer KP, Traindl O, et al. Can LDL-cholesterol targets be
5.4-15 |achieved in a population at high risk? Results of the non-interventional study ACT Il. Curr Med Res Opin.
2012 Sep;28(9):1447-54.

European Medicines Agency. Committee for proprietary medicinal products. Guideline on lipid lowering

5.4-16 | 1 gents (EMA/CPMP/3020/2003). EMA. London, UK. 2010 Nov 18. 12 p.

European Medicines Agency. Committee for proprietary medicinal products. Note for guidance on clinical
5.4-17 |investigation of medicinal products in the treatment of lipid disorders (CPMP/EWP/3020/03). EMEA.
London, UK. 2004 Jul 29. 7 p.

The Task Force for the management of dyslipidaemias of the European Society of Cardiology (ESC) and
5.4-18 |the European Atherosclerosis Society (EAS). ESC/EAS Guidelines for the management of dyslipidaemias.
Eur Heart J. 2011;32:1769-818.

U.S. Department of Health and Human Services. Food and Drug Administration. Division of Metabolic and
5.4-19 |Endocrine Drug Products. Guidelines for the clinical evaluation of lipid-altering agents in adults and
children. FDA. Rockville, MD. 1990 Sept.

U.S. Department of Health and Human Services Food and Drug Administration. Center for Drug Evaluation
5.4-20 |and Research (CDER), Center for Biologics Evaluation and Research (CBER). Guidance for Industry
Assay Development for Immunogenicity Testing of Therapeutic Proteins. 2009, December.

Ference BA, Yoo W, Alesh |, Mahajan N, Mirowska KK, Mewada A, et Al. Effect of long-term exposure to
5.4-21 |lower low-density lipoprotein cholesterol beginning early in life on the risk of coronary heart disease. A
Mendelian randomization analysis. J Am Coll Cardiol. 2012;60(25):2631-9.

Galli F, luliano L. Do statins cause myopathy by lowering vitamin E levels? Med Hypotheses. 2010

5422 | ppr:74(4):707-9.
54.23 Ghadir MR, Riahin AA, Havaspour A, Nooranipour M, Habibinejad AA. The relationship between lipid
T profile and severity of liver damage in cirrhotic patients. Hepat Mon. 2010 Fall;10(4):285-8.
54-24 Gordon DJ. Cholesterol lowering reduces mortality: the statins. In: Grundy SM, ed. Cholesterol-lowering
T therapy: evaluation of clinical trial evidence. New York: Marcel Dekker Inc. 1999:299-311.
Grundy SM, Cleeman JI, Merz CN, Brewer HB Jr, Clark LT, Hunninghake DB, et al. National Heart, Lung,
54.25 and Blood Institute; American College of Cardiology Foundation; American Heart Association. Implications
o of recent clinical trials for the National Cholesterol Education Program Adult Treatment Panel Il|
guidelines. Circulation. 2004 Jul 13;110(2):227-39.
54.26 Hansel TT, Kropshofer H, Singer T, Mitchell JA, George AJ. The safety and side effects of monoclonal

antibodies. Nat Rev Drug Discov 2010;9:325-38.

Hata M, Takayama T, Sezai A, Yoshitake |, Hirayama A and Minami K. Efficacy of Aggressive Lipid
5.4-27 |Controlling Therapy for Preventing Saphenous Vein Graft Disease. Ann Thorac Surg 2009;88:1440—4.
doi:10.1016/j.athoracsur.2009.06.009

5.4-28 |BABIREILER (). BRELEERB FEHA AR5 1220125F k. BABARE(LFR; 2012

Kanat M, Sipahioglu M, Arinc H, Serin E, Yildiz O, Tunckale A, et al. Is lipid lowering treatment aiming for
5.4-29 |very low LDL levels safe in terms of the synthesis of steroid hormones? Med Hypotheses. 2007;69(1):104-
12.

Kanat M, Serin E, Tunckale A, Yildiz O, Sahin S, Bolayirli M, et al. A multi-center, open label, crossover
5.4-30 |designed prospective study evaluating the effects of lipid lowering treatment on steroid synthesis in
patients with Type 2 diabetes (MODEST Study). J Endocrinol Invest. 2009 Nov;32(10):852-6.

Property of the Sanofi group - strictly confidential Page 40



1.12 ZTEH-—8
{SAR236553-7 ) AU <7 (EEFHEZ) >

Khoo KL, Tan H, Liew YM, Deslypere JP, Janus E. Lipids and coronary heart disease in Asia.

54-31 | Atherosclerosis. 2003 Jul;169(1):1-10.

Labonte P, Begley S, Guevin C, Asselin MC, Nassoury N, Mayer G, et al. PCSK9 impedes hepatitis C

5.4-32 virus infection in vitro and modulates liver CD81 expression. Hepatology. 2009 Jul;50(1):17-24.

Lakoski SG, Lagace TA, Cohen JC, Horton JD, Hobbs HH. Genetic and metabolic determinants of plasma

54-33 1pCsK9 levels. J Clin Endocrinol Metab. 2009 Jul:94(7):2537-43.

Mabuchi H, Koizumi J, Shimizu M, Kajinami K, Miyamoto S, Ueda K et al. Long-Term Efficacy of Low-
5.4-34 |Density Lipoprotein Apheresis on Coronary Heart Disease in Familial Hypercholesterolemia. The American|
Journal of Cardiology.1998;82:1489-95.

Mabuchi H, Kita T, Matsuzaki M, Matsuzawa Y, Nakaya N, Oikawa S, et al. Large scale cohort study of the
relationship between serum cholesterol concentration and coronary events with low-dose simvastatin
therapy in Japanese patients with hypercholesterolemia - secondary prevention cohort study of the Japan
Lipid Intervention Trial (J-LIT). Circ J. 2002 Dec;66(12):1096-100.

5.4-35

Mabuchi H. EAEIZH (T BKIRIEEE R AERJ-LAP (Japan Lipid Assessment Program). B ARE& K.

54-36 2008;66(8):606-10.

Maggi E, Vultaggio A, Matucci A. Acute infusion reactions induced by monoclonal antibody therapy. Expert

54-37 |Rev Clin Immunol 2011:7:55-63

Martin SS, Blaha MJ, Elshazly MB, Brinton EA, Toth PP, McEvoy JW, et al. Friedewald-estimated versus
5.4-38 |directly measured low-density lipoprotein cholesterol and treatment implications. J Am Coll Cardiol.
2013;62(8):732-9.

Matsushima S, Huang Y, Suzuki H, Nishino J, Lloyd P. Ethnic sensitivity assessment — pharmacokinetic
5.4-39 |comparability between Japanese and non-Japanese healthy subjects on selected mAbs. Expert Opin Drug
Metab Toxicol. 2015;11(2):179-91

Mehrotra DV, Li X, Liu J, Lu K. Analysis of longitudinal clinical trials with missing data using multiple

5.4-40 imputation in conjunction with robust regression. Biometrics. 2012;68(4):1250-9.

5.4-41 BEEFBHEREEBERIFRBAODE - REHSHEE. TH25 FHSEHROBER. Available from:
’ http://www.mhlw.go.jp/toukei/saikin/hw/life/life 13/index.html

5 4-42 Mould DR, Green B. Pharmacokinetics and pharmacodynamics of monoclonal antibodies: concepts and

lessons for drug development. BioDrugs. 2010 Feb 1;24(1):23-39.

5.4-43 [Muller DP. Vitamin E and neurological function. Mol Nutr Food Res. 2010 May;54(5):710-8.

Nichols M, Townsend N, Scarborough P, Rayner M (British Heart Foundation Health Promotion Research
Group, Department of Public Health, University of Oxford), Luengo-Fernandez R, Leal J, Gray A (Health
Economics Research Centre, Department of Public Health, University of Oxford). European

5.4-44 |Cardiovascular Disease Statistics. 2012 ed. Logstrup, S (European Heart Network), O’Kelly, S (European
Society of Cardiology), editors. European Heart Network AISBL, Brussels (BE). 2012 Sep. [cited 2014 Oct
20] 125 p. Joint publication of the European Society of Cardiology, Sophia Antipolis (FR). Available from:
http://www.escardio.org/about/Documents/EU-cardiovascular-disease-statistics-2012.pdf

Nishimura S, Sekiguchi M, Kano T, Ishiwata S, Nagasaki F, Nishide T, et al. Effects of intensive lipid
lowering by low-density lipoprotein apheresis on regression of coronary atherosclerosis in patients with
familial hypercholesterolemia: Japan Low-density Lipoprotein Apheresis Coronary Atherosclerosis
Prospective Study (L-CAPS). Atherosclerosis. 1999;144:409-17.

5.4-45

Property of the Sanofi group - strictly confidential Page 41



1.12 ZTEH-—8
{SAR236553-7 ) AU <7 (EEFHEZ) >

Okazaki S, Yokoyama T, Miyauchi K, Shimada K, Kurata T, Sato H, et al. Early Statin Treatment in
Patients With Acute Coronary Syndrome: Demonstration of the Beneficial Effect on Atherosclerotic
Lesions by Serial Volumetric Intravascular Ultrasound Analysis During Half a Year After Coronary Event:
The ESTABLISH Study. Circulation. 2004;110:1061-8.

Oranje WA, Sels JP, Rondas-Colbers GJ, Lemmens P, Wolffenbuttel B. Effect of atorvastatin on LDL
5.4-47 |oxidation and antioxidants in normocholesterolemic Type 2 diabetic patients. Clinica Chimica Acta.
2001;311: 91-4.

5.4-46

Perk J, De Backer G, Gohlke H, Graham I, Reiner Z, Verschuren WM, et al. European Guidelines on
cardiovascular disease prevention in clinical practice (version 2012): The Fifth Joint Task Force of the
5.4-48 |European Society of Cardiology and Other Societies on Cardiovascular Disease Prevention in Clinical
Practice (constituted by representatives of nine societies and by invited experts). Eur Heart J. 2012
Jul;33(13):1635-701.

Pijlman AH, Huijgen R, Verhagen SN, Imholz BP, Liem AH, Kastelein JJ, et al. Evaluation of cholesterol
5.4-49 |lowering treatment of patients with familial hypercholesterolemia: a large cross-sectional study in The
Netherlands. Atherosclerosis. 2010 Mar;209(1):189-94.

Pileri P, Uematsu Y, Campagnoli S, Galli G, Falugi F, Petracca R, et al. Binding of hepatitis C virus to

5450 16pg1. Science. 1998 Oct 30;282(5390):938-41.

Raal F, Panz V, Immelman A, Pilcher G. Elevated PCSKO levels in untreated patients with heterozygous of
5.4-51 |homozygous familial hypercholesterolemia and the response to high-dose statin therapy. J Am Heart
Assoc. 2013 Apr 24;2(2):e000028. 7 p.

Rasnake CM, Trumbo PR, Heinonen TM. Surrogate endpoints and emerging surrogate endpoints for risk

5.4-62 reduction of cardiovascular disease. Nutr Rev. 2008 Feb;66(2):76-81.
Reiner Z, Catapano AL, De Backer G, Graham |, Taskinen MR, Wiklund O, et al. ESC/EAS Guidelines for
54.53 the management of dyslipidaemias: the Task Force for the management of dyslipidaemias of the European

Society of Cardiology (ESC) and the European Atherosclerosis Society (EAS). Eur Heart J. 2011
Jul;32(14):1769-818.

Rosamond W, Flegal K, Furie K, Go A, Greenlund K, Haase N, et al. Heart disease and stroke statistics -
5.4-54 12008 Update: A report from the American Heart Association Statistics Committee and Stroke Statistics
Subcommittee. Circulation. 2008 Jan 29;117(4):e25-146.

Sailstad JM, Amaravadi L, Clements-Egan A, Gorovits B, Myler HA, Pillutla RC, et al. A White Paper-
5.4-55 |Consensus and Recommendations of a Global Harmonization Team on Assessing the Impact of
Immunogenicity on Pharmacokinetic Measurements. The AAPS Journal, 2014 May; Vol. 16, No. 3.

Sezer K, Emral R, Corapcioglu D, Gen R, Akbay E. Effect of very low LDL-cholesterol on cortisol

5.4-56 synthesis. J Endocrinol Invest. 2008 Dec;31(12):1075-8.

Sharrett AR, Ballantyne CM, Coady SA, Heiss G, Sorlie PD, Catellier D, et al. Coronary heart disease
prediction from lipoprotein cholesterol levels, triglycerides, lipoprotein(a), apolipoproteins A-l and B, and
HDL density subfractions. The Atherosclerosis Risk in Communities (ARIC) Study. Circulation. 2001 Sep
4;104(10):1108-13.

5.4-57

Stein EA, Raal FJ. Targeting LDL: is lower better and is it safe? Best Pract Res Clin Endocrinol Metab.

5:4-58 15014 Jun;28(3):309-24.

Stone NJ, Robinson JG, Lichtenstein AH, Bairey Merz CN, Blum CB, Eckel RH, Goldberg AC, et al. 2013
ACC/AHA guideline on the treatment of blood cholesterol to reduce atherosclerotic cardiovascular risk in
adults: a report of the American College of Cardiology/American Heart Association Task Force on Practice
Guidelines. J Am Coll Cardiol. 2014 Jul 1;63(25 Pt B):2889-934.

5.4-59

Varghese JS, Krishnaprasad K, Upadhuyay R, Revathy MS, Jayanthi V. Lipoprotein profile in cirrhosis of

5.4-60 liver. Eur J Gastroenterol Hepatol. 2007 Jun;19(6):521-2.

Property of the Sanofi group - strictly confidential Page 42



1.12 ZTEH-—8
{SAR236553-7 ) AU <7 (EEFHEZ) >

Welder G, Zineh |, Pacanowski M, Troutt J, Cao G, Konrad R. High-dose atorvastatin causes a rapid
5.4-61 |sustained increase in human serum PCSK9 and disrupts its correlation with LDL cholesterol. J Lipid Res.
2010 Sep;51(9):2714-21.

Yang WY, Xiao JZ, Yang Z, Ji L, Jia W, Weng J, et al. Serum lipids and lipoproteins in Chinese men and

5:4-62 | omen. Circulation. 2012 May 8;125(18):2212-21.

Zamel R, Khan R, Pollex RL, Hegele RA. Abetalipoproteinemia: two case reports and literature review.

5.4-63 Orphanet J Rare Dis. 2008 Jul 8;3:19. 8 p.

Zhou H, Tsukamoto Y, Davis HM. Should clinical pharmacokinetic bridging studies between Caucasian
5.4-64 |and Asian populations be required for approval of monoclonal antibodies? J Clin Pharmacol. 2012;52:1273
76

Property of the Sanofi group - strictly confidential Page 43



1.12 ZTEH-—8
{SAR236553-7 ) AU <7 (EEFHEZ) >

T I ARSEHMMNGNERY X b

A MEICETLAIXE

CTDES

32.R ZEBDEREH

3.3 & XM

B4R JFERPREERIREE

CTDES

4223 5%

4224 &3t

4.2.2.5 ittt

4226 EYBEFHEYMEEER GEERR)

4.2.3.1 BER S HMHER

4.2.3.3 EzEMHR

4.2.3.4 NARMRER

42351 ZIREERVERETONHAEFLEICET 558

42354 FrERZRAWHER

4.2.3.6 BFTRISUIESER

4.2.3.7.1 HURMEHER

42373 EURBROMFICET SR

4.2.3.7.4 {KTFHEHER

4.2.3.7.5 R#DHFEHER

4.2.3.7.6 T O EHEFHER

55588 BRARAERIMEE

CTDES

5311 NAFTRASEYT4(BA) BB EE

5.3.1.3 In Vitro-In Vivo QBEERETLI-RERREE

5321 MEEAHAHRBEE

5322 B RUEMHEFRSRBRRES

5323 iDEMEREMERVHBRREE

5.3.4.1 BEWERE(CH T APDHER R UPK/PDRERIRE =

5.3.5.2 BRI E

5.3.6 MREDOERRRICEHTIHREE

Property of the Sanofi group - strictly confidential

Page 44





