7545 = )LEE 200mg
2R3 5 &%

AERICRBESN-FERICEDIEFRVCABROEEF. ¥/ 714 HKXE4ITIF
BILHLDTHY. HXRIFHREFEFERALUNOEFBEMICRAT S LIFTE
FE A

Y/ 74 %AR=Ht




SANOFI
B/ 714 %Kt

754 = )LE 200mg
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1 EREXEIRERROZBERUREOZE

b Raxvroaxohigs CUF, TRAD ) E 473 7F 2 VU EREa L, 1 OOREH
DEROTZDNFREERR D 503, WEZ7 IRk THD (K1) . KA O R-, SHEITVTI 3P
TEMED DV . FIRIEER. S REIER. st~ 7 ) 7EH. PUEEIEMEL 6T 5,

Cl N
N
=
H2S0O4
HN OH
NN
H YCH, L\ RUGBGEME

1-ERFOFSo 00X REEIEDOEER

AANTKENZ I T Winthrop-Stearns £1: (i Sanofi £1:) 23&GEHIFE L. 1955 4 4 A 2GRS, Bl
1B, BRINGEEZIZ T 70 4 ELL ETHEAR I TWND

WRVEOFEIAE TR L8, ERL0IF~7 V7, &%) 7~ h—7 & (systemic lupus
erythematosus : SLE) . FH#Ik=V 7~ h—7 A (discoid lupus erythematosus : DLE) . YHEEBHUE,
B U 7~ F (rheumatoid arthritis : RA) &U%@ﬁ'lﬁﬁ%ﬁ’é’ﬁ%f‘&)éo

AFNDBRAFEIT 1950 FEAR & < | B ETOHKGE BT, AGRHFEO 2O O R RBRITEE S
TELT, BUERD LI TWD K5 A Z qﬁa U 7 B R e K OERG R BABR B34 5 7 — # 1%
i&/ﬂ:“fﬁbiﬁb\ LIAL72R3 6, ZHE CTICHARERICET 2RBRITEEICH Y . FEHETOK
o WL TlE, ARSINTFRLOT — 2 78 EICH DWW AR BN T, AR INTWD

2|—<§'J %7 v a2 (chloroquine:CQ) & & HIZ, K fE= Y 7~ k—7 A (cutaneous lupus erythematosus :
CLE) & U SLE Tkt 2 AR MERTRIEIE S AL BT T B TR Y | EEER 7R B EQ) IR T A
FZ74@2). Q). @)TH EBPIEL LTHEREIN TS, LovL, AT, MEICCQ THHED
AR 72 @G TRVMERIZ L5 7 mu % EBERBES R & TR, CQITMEH N 2b & L b
CAFNZEN TORIRIIATONTIC, BIEICE > T 5,

AFNT TERR EOLENED @ OARAGEEE - WG =3 12T ER EOSLEEMED EOEA &
Al S A, RHNCEN CREIERGEAGR A IG L. BRBG CHENT 5208 TED LD, Rk 224F
12 A 13 RIZJEA A L 0 B EFE 2% F 7= ([Module 1.13.4.2-1, ARG - IS/ IEOBAFE D Fh
[ZoWT)

TN ERT, 2012 4F 3 3 K D IGEMER S A 2 AT 5 CLE L2 S AARNEE (SLE AHF 8
e te) ZRGAT [EN S IAHRER 2 FEhi U7z, ORGSR, AA| DL MBI L Tie b EE R RMEE (1
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1.5 BRXIIHEROZBR VAR ORE
Z0188- £ FAF ¥ 0O+ UHEE
IEE) DV 27 RIFFIT Dt sn2s ik - HEICBN T, =) 7~ =7 2 BHOIEEN R FH
25 ] OF SLE F83 O B &R ZE LIS D B FEtR B OV B 46 SRIE RT3~ 5 g A iR S 4L, AN S
RiFThsrZ EnRaINT,

A, EINE 1N AR ERIREER BRI NS AFI OFRIRSEENRE, VE - &, AR ORI
LTARINTIRIXDOT —H R E LB E 2, KBHRFHEEITO> 2L & L,

[Y

1.1 WNREBOBEERUVAREIOERKMALE DT

$ﬁi&*@k FUNT CLE J Uf SLE DEEHER) 72 1R R & LTI BTV b, — ATl
LCQ®@@ﬁﬁﬁﬁ$ﬂHﬁéﬂ@ﬂot_&Lié?um%/ﬁﬁf@%%ﬂ%%ﬁw&ﬁ

DEEAHIEE 20722 bbb, TOFETHLIAR BRI IND Z LidlehoT,

L7=MRoT, BEOARTOTY T~ h—F A (lupus erythematosus : LE) FifERZE (x5 5 1HH#
FRCK E 720 | BIRREAT v A ROSAI BE) RHLThy, £/, #7 vl ARRERH
WHENLHEAE B HHB)6), UL, RIGERD a2 o — LN REER = LN, R 2 EEIC
U DBENDERLS NI LD MERL AT 0, RORFEELZZ T TWABEELL L, &5
2T aA RAHEOMERICE L Cid, BEEIC L D RS 0ZENR. &R, 1SR E% 7 LDl
VEH & et 5725, BN X DT (7 m X% Y —/L73 strongest) & BRALIC & BV (B
ERIE T 100 (50 7) | RIEDRWVEEIZITM D2 & B Sl Co R of 28
LHIENKUITHDEINTNWD, £, FFERIEGE L THRICHIEET, X0 RN THOHEH

AT S DL, @A ORI ICET Lz B ERICHIE T2 2 EBARETH DL L INTE
V@), A7 A ROMEHITBFIE > TAMLERD Z ERZ,

SLE [ZxI9 % 1AL, BIRKEAT v RORAELGENPLTH D, FREOEEEIC L YIRS
BARE L, 2~4BMREMkSE L720 b BARER, BFEAET R, BT R & odEiRig 4 1l L
TEREEZIT 5, AT a4 FEFEOIEFITIZ, AT a4 R L RAEEMTOILS Z b b D,
AT aA FEFIHEOIEFIR A T v A RFNZxHT 5 RITER R BT 2 SEBNZ I T s a0 G-
MEBRBIND, REMHFIE LTX, 7VFHT Vo, v/ afRA 7y I RRERHWLNS, L—
TABRIZHLTTEZ 7 v ) AARHWONS, 72, FEAT oA REHEKERA (NSAIDs) © %
BB e E OISV BN D (8), 2D X DICSLE TIHE O AT v A REIOMEHI L& 7225 M8,
FEHMERIC L B O TRICEET 25 MRIE, PR, BFRERYE, RERE 2 EORIEHNR
HIBIVTUW D (L), Bt Shah B Q)3 5EME L 72 2717 4 D SLE BEZ x4t L Lz L hr AT T 1 73
FIZBWTH, BART v A RHIEHEE (989 4) TIXIEHEE (1728 44) (TH AT, HEARRREE
AR, ANBE, Sl E R O 2 BERIFOFRIEY A7 N 15 EmEDL 2 &, o, IO ORIERE
BOT DI B ICHATAT oA FAMEHEE CIEFEH 784 RAOBEMEHBLETH D L
HELTWD,
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1.5 BRXIIHEROZBR VAR ORE
Z0188 - £ FAX </ 00X ViR

b X 5ic, R TEIARPMERTERWEDAT A FOMEMRERERBNDBND ZLHE
WORBRTH D, LLRRE, R THARFDEKRINTHZEITIT, BOKZIZ U &3 55
& ARRIZARHN DY LE (2383 DA MERRIFRIICMIE ST o b & & 25D, BT, EENRHRETH
% Harrison's principles of internal medicine (18thed) (1)Tix, [EMIZHNDLRWVEROEIRDTZH
DERAFANIER & LT, FEESREELZA LRV, BEIE, WA, SLE ICTREI R B CHUERRD 6
N5 SLE BE TIX JERAEZMZ D Z LICEREBWHRE OFHENTON D, EICHWSLD D3
e L Hi~ 7 U 73K (hydroxychloroquine:HCQ, CQ 72 &) THh D, Hi~T7 U THIIL L DA, K&
%, BAfiZ, BREEEHT 5, 7 & MMbbeisd Bnim & B IC IV T HCQ IR AR A 8 <
DL ZEDBHLNTR>TND, | £z, KERERFRHEEHOER T VTY X LQ)TIE. THRF
B 72 BFTER DG AT AT v A R7p E DA OIGR A PGS 2723, ZNRNEY ThHiX HCQ DRk
2T 5, JAHIFH 72 R FRER SR EIE Ch 2356, EIIFLUIMIER D & 5556 (B
72 L) ITITHCQ WP L 20 | AT oA FAHA L B ED, HCQ THRUSHA RV AR
CQEZMWTH I, IHEWEN S  BIE THRBE LMY RILAIE, HixT7 VT7TEKIIIMATAT e A K
DEFEENEEIND] EEhShTHWD,

Ko THER R BRI ER BRI A R4 2B 2 5 &, SLE Tl IEEEE 2R < A TR
A RIT S 720 SLE OSEIR (B2 E DR Eik, BUERER, ABIEER) 1o LTV S,
FEMEERIEE LCATuA FEFHIND LRIIOFAAT oA ROMEHEZIRET 22 bHME L
THEHESND Z e BESND, £7o. CLE Tk, A7 1A RAHAITRILA A5 72 BRI B R R 22
REEE T ITRF R B FREICR L CH BRI L 5 652 2,

1.2 FAXORE

1.2.1 3ERRIREKER

HCQ DIEREAR BRI IL, BRI 53k, RAGI G- e, AR A IR s STV 503,
FRERHAD 2| BITESR O AL TV D K9 Ze Bl BRI A L2 BRTld vy, 2 b O R
S OFNE, HKEE, EPYBEREATEIC OV TIEAR SN OEHRE O TRl L=, 728, AR5
B2 HCQ DAE L TV AEHIZE L Tk, a2 Mised 2 BT CQ DfFMR B FIH L CiBl L T
Do

HCQ . HIRIEMEA . (i EA. Hi~v 7 U 7ER. BUESER e & WAWEBEER 2/ 7 %,
HCQ & ¥ CQ OFfi# @ invitro FRERFE RN D, U Y YV —AHN~D HCQ DEFEIZ XD pH DL & Z
2D U Y Y — ANOFE 2 OFREDON ., FURIRROME, YA b A VEA L oML, h—
B BRZI T 20 OSHEL, 7 R b= AFFE, 7T % FUBRRIHEG] e £2% CLE, SLE O%EIR
WEICHGTDHHO LRI,
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F72. invivo RER CIEHBR= U T~ b —F AFIEA X TOJERSEHE, V—T AT T~ h—F R
v ATOHOTY T~ h—F AR EERIGH . MEREER. BREER. ~ v A l#EEeT
JVCHUARTER Lo T, AKFIO CLE, SLETRRICEBIT 2 A MRS AERPE LN TS,

HCQZ T v b, UHF RO XITHEAFE Liz & & HCQ LRSI Sz, HCQ (=)
FA~—) OMIINAFT XA Z VT 412072~079 TH Y, WINFERFTH-Tz, AN TTS
VFFT—ORFERIIIFEAEE LN EB B,

HCQ 45 L7 & & B, N, N OVt AR NI AL 23 i < L D, e, I - 72,
IRAARIC BN T, AT = BREN R Sz, HCQ ® b M4 2 # /7 faRi%, #52%
ThHol,

HCQ X, N-i=F /ALXIEN-iit Ra¥xo mFfbic L T A=F L e FadxrZaax KR
TAZF N7 aax AR S, 2B ELICET ATV v a k@ s ng,

HCQ KT CQ % VT3 iE S v 7z Bt sk ) OSTIRIRE 0 515G DR R 5  HCQ D@7 v 7
7TANDBRA BN oo, AFERAEFENE., REME, HIRFEEO U R 7 BRI &b, BRMEH
IZRWWCIE BN & EE R BIE O HELE S 41 2 28 FEERIARERER ChReE S 4L72 U A 7 13 BIRIZE VW T CLE
KOSLEBHIZHCQEHRGTHZ DY RT /XX T 4w MNMEAEZ DD TIE/e < .CLE XT'SLE
BE~OFEREZLFFTH5HDTH D,

1.2.2 BRIREER

RINCF T B ARERIED —> L U TEAEE & 0 BRERS 2% - AA OB T EBIGIEL, B
FRELZEThD THAE Fu¥vrnox s OFRIZHKSE, CLE XONSLE Th 5, AAIIX
CQ & & HIZ, CLE XN SLE [Tk 5 A R B ERTRIRIE L AEAH T BN TR v | EER R EE
VETEITA RTA THE BRI L LTHER STV D, BTRo & B0 Rk & & T4 E & Hilsk TREIC
EKRINTND

ARG KRB XS C OB E e iR R L v | HERHEOHFHRA /o TnEEEXLHZ L

O, KBS A FEM L7z BT, HERKHRAZ EHET, WA CoORARBHE - HEZZBITREL
T HNE « 2 O TRGERIRER 2 518 L 72,

1221 HEBNE

E N IAHER A SR (EFC12368) BHAARIZIENL D B ERESHR O (LI, THitE ) Lo
et B B) i | | | ]
. |[=el}
THERR L7z ([Module 1.13.2-1, FEH G5 1 AHRERAE TRMHRECEK])

ERIRPHIEICRE 4 2 THRBFITUTO LB TH D,
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1222 BBRT—21\vir—2

PLEoRkfEa R E 2, ENCHEl L7 BRARRBREGE & E N0 B & 72 B R AR IZ X 2 AHFI DOk
IRIEENRE, ML - H&E, AOMER O EMEICE L TAR SNTZGRm X OT — 2 70 E 2 5EmIT VY,
ERRT — X X r— T R LT,
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1.2.2.3 SEI+EERREGER (EFC12368) #&R

EFC12368 it i, AH|Z 1 A 1M A&KG T D8I, ZhisdtF, 77 ok, ZHEHER, N
— AT URERBRTHY . CLE L2 AARNEE (SLE OAGHOFELZIDRV) ZXRIC
AHl% 52 EEER G L, ZOEMER OLE2IEE T D=0 FEii Lz, FEAMIX, A7 uA
RENOER /FEDER T CIEEE R ERAE 2 H 95 (CLASHEBEIME R =272 4 500 F) CLE B8% (SLE O
HBOFOFEZ D) ITBWTAAI L A 1B 5K 16 [ T O R ERZ KT DA 2020 T
Bitd 52 & Tholo, RERAIXLEICHKEDOIRERTH Y, DORKITOIRE S —7 > bR DE
WD —=2>THDHZ &b, KIgBRTIL, CLE Z5Hli T 2 72 DIZBA¥E 417z CLASI 24 L. FZGEF
MHEH & LTR— 2T A & IR 5% 16 15 To CLASIEEME 2 =2 7 OZ (Lo FHil 21T -
776

AHIFETO CLASHEEIEA 27 (CFIE AR HERZE) 13, N—A T 4 - T135+8.0, 5% 161
FA T 89560 THY , X—AT A b O L EIT-4.6+6.4 THATFIIICHERBA RSN (p
<0.0001, KIGDH D tHE) , SHEEHCERE L7z Placebo BEDO L LEIE-3.2+45 TH Y AFIFEL Y b
INE o T,

REBERE 5% 16 1 % To _EHEERMICE T 5 TEAE OIHR T, AKIRE 74.0% (57/77 4) | Placebo
FE73.1% (19/26 4) . TRBRIE & DREBIRNAGE T E 720 TEAE OFEBIRIL, AAIRE 24.7% (19/77
4) . Placebo #f 15.4% (4/26 41) T o7z, FHBBEN G -7 TEAE GEHLER 5% L) 13, AFH
ﬁif (EnmgaZe) . TR . T8E%R) KON [R5 | Placebo #EC, [EMABAZE) | T9EME) K&

RELR) Tholz, AAKIEET Placebo B & 0 5%LL FRBUSEE N E 2> 72 TEAE X, [TH &
[Z=kZ | THoT-,

#‘%ﬁi&@fﬁ 16 F CTO _HERBICED 5N TEAE DZ L NRER OHFEETHD . mED
TEAE (X, HCQRED 392 14T, &GP ILEOBRBILMICEHEZR TEAE & L THlE S, 1R
EDORERERITA VO & S =2y, FehH ik IzIaliE L=, Placebo FETIE ' A L AME EXGEIY |
N 14 EER TEAE & LTS S (BIEEITHPEE) | 1BBR3E & ORIRBMRITE L &fkr s, [\
EA e S iz,

BB, KEINER EOMEEORmOAKRAGERE L THEER SN TWDH Z 2B LT, HisIIC
[ElPN EFC12368 #ER D9~ X TORERITHE STV WS ARFIE 5% 16 HH TOFZIMEN MR ST
WAHZEND, RME TORGEEZ b > CTHEE LT, HEE%ICRHERSEMBYREMAT O Al % & T ik
Ba M U= SGTIR A B Lz, B LIORT L 01T, BBERREBIL 1RO TH D, M EIT 3 W
Thd,
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= 1-BERAR—E
HERES HBREM | HRT | B5E P4 HWEBREN | EEE BEREED
AV | gers . m smmE | TR
G [RTEHE
=
=]
EFC12368 M % iR A | TREREE FEMEER HCQ & 77 BAR FRHREE
I ettt R, 525 HCQ 200 mg & REHT B Placebo 7 26 | 20123~ | [Module5.3.5.1-1]
= Lik, =& Q200 mg CLE &% (SLE | r'aceno 2013“ 22
ik ) BiR. N— | pgE . NEHOEE
RTA Ut . ZEHELY) (32:B%T)
BBEAER TS5 teREE
HCQ 200~400 mg
(6.5 mgkg %8
ZIEW) XixF
StARE1H1LE
#O%KS
HCQ XX TS5+
& 16 B, F
M HCQ % 3638
8 (&5t 52 :878)
itk HCQ/HCQ 3% BA =IRREE
ek " 2012/3‘~ [Module
Placebo/HCQ 2014/4 5.3.5.1-2]
F£26
(558 % T)
R wpme | 000 | emEss#s| 00 | | | sx=xewe |
~48 I 3BEH fRITIREE
O MR EFHEER (Module
5.3.3.1-1]
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1.2.3 BFEMEE - R, A& - AE
ZHE TS IAFNC BT 5 AlifE 2 & HEERIEE « 2R K OHNE - HEZ RO XL HICTH L&
L7,
[Zhee s i3sh 5]
) 7~ h—FT A, 2T~ h—T &
AvE R OV &]
WE, B Redi oo opiEgt s LC200~400mg Z 1 A 1RIBHZICEROKET 5,
72720, 1B EIFT e — A LB L VRO SN AR EICEK ST FTRROoMEE K0 &
542,
1. BRAE(RERDS 46 kg RiOHE
EReXyrooXfigde LT, 18 1R 18 (200mg) ##&O#&K53 2%,
2. BUEKED 46 kg LA E 62 kg R OL 4
ERef oo g LT, 1H1E 15 (200mg) & 1 H 1[F 28 (400mg) #
1ABZICRAKRET D,
3. HUAR(KE 62 kg UL LA
b Raefxv o e LT, 1H 1E2488 (400mg) Z&RAO#K57T 5,

(7 v — 7 EEZEIC L 5 BARR B O R 5]

FEBRFEOHEARE (kg = (HE (cm) —100) x0.9
MR OBBARE (kg) = (FE (em) —100) X0.85

1.3 FHROBRER
BHFE DRSFEX & [X] 2 (Z/RT,
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2012 & 2013 4F 2014 &
BEHES HERIEH
SR 24 4F FRE 25 4F AR 26 4F
i ) EFC12368
ERE ERERRAER 3 MARSLER 4
. MR
EEEERN N %Egigﬁ

HFIIFRBRTERTRAETRY .
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2  SEXE

1. HahnBH. &£51Ex ) 7~ b—7 Z. Inf@ff &, BIINE, Bk U Y RS A (RS
18K . HILAT 4 )b« A T R« A L H—F 3 25 1:2013: p.2355-65.

2. Kuhn A, Ruland V, Bonsmann G. Cutaneous lupus erythematosus: Update of therapeutic options Part I. J
Am Acad Dermatol. 2011 Dec;65(6):e179-93.

3. American College of Rheumatology Ad Hoc Committee on Systemic Lupus Erythematosus Guidelines.
Guidelines for referral and management of systemic lupus erythematosus in adults. Arthritis Rheum.
1999;42(9):1785-96.

4. Bertsias G, loannidis JP, Boletis J, Bombardieri S, Cervera R, Dostal C, et al. EULAR recommendations

for the management of systemic lupus erythematosus. Report of a Task Force of the EULAR Standing

Committee for International Clinical Studies Including Therapeutics. Ann Rheum Dis. 2008;67(2):195-

205.

Ril—B1, &) IEE . B TR 7 L —ME RS #. B L%, 2007. p. 155-75.

HAKZ. 76 LORERNE 55 2 i W LE)E. 2011, p. 179-87.

B BN, B BEA SLE DRJFIRZE DR, U 7~ FF 2013; 50(5):551-9.

N R NS 1= ST ZE S [ i 1 2 > % — http://www.nanbyou.or.jp/

Shah M, Chaudhari S, McLaughlin TP, Kan HJ, Bechtel B, Dennis GJ, et al. Cumulative burden of oral

© o N o v

corticosteroid adverse effects and the economic implications of corticosteroid use in patients with systemic
lupus erythematosus. Clin Ther. 2013 Apr;35(4):486-97.
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1 SETOERZEEF) R UERKR

5 T Winthrop-Stearns £ (81 Sanofi f1:) 237KFRH

AFNTAKEC
(rheumatoid arthritis :
x U7~ h—7 A (discoid lupus erythematosus : DLE) KN~ 7 U 7 O i i THGR S AV CTLARE, [RIAR
IREIEIZT RA Y (1962 4E2 H) |
ZU7 (19944E8 H) 72 L OWCOKFEE TER S,
[k D3 ) EE T
IR B ST\ b, ARHF
TGRS TS, WIEDFEIIAFEA E TR |

IXILTCCTHDH—J. 77 ATIE, SLE. RA, DLE OfiCHi@ME BTy 7~ h—F A, SR
AR Z K 1 IR

RA) |

B (199343 ) .

77 % (1959412 H) .
RFEEENTWD, F7-.
FHk (1998410 H)

MY 7~ h—7 A (systemic lupus erythematosus :

F@k@&ﬁﬁ%«@@wﬁ%%néMTwé ek, FEARENC

S5 (195744 1)
T YT HEIZBNT S,
FE (199547 H) 72 ETRE I,

ERERICIW T, AFNXT PTREE (AAZRS) 25T 70 » [FHL2L E
Bl z1X, KA Y TILSLE, RAKO~T U7

BB - &

. 19554 4 H RS
SLE) .

T, KENZEBWTIL 2013 42 4 A 2B AKX Covis #1235 L T % 23 8LiE 1T Sanofi #1237 > T 5,
1 FELGEICEITSH8EE - AFBEWKRR (2015 F 5 BAE)
Fay TIVR *kE
RS54 Quensyl PLAQUENIL PLAQUENIL
ARFEHAA 1962 2R 7H 19594 12 B 14 H 19554 4 A 18 H

FIE-58

T )lLa— FEELSERIC
ERrROXooOoOx ek
£ 200mg (E FOX>5 0O

O%X>&LTI155mg) 28

T4 )bLa— ME1EPIC
ErFOoXSyoox R
1B 200mg 2&8F T 5,

T4 )bLa— gL EEPIC
ErOoxssoO0x R
5 200mg (E FEFS S0
OfX>&LT155mg) 25

EE - R

GEECE 555,
BEETY V2 F. BB Y YR FOERN | ZR#M< S 7RR, WA
AR A (e | ENHT SRIERE %5%;7§§ﬁ£2;3
Uk & ) MHRRT U 57 F—F 2 1R, BRI

2HBHEITIYTIF—TR

IXSYTFERO/OOFXZY
itttk Zx M=, EFD 4
BEOYS ) 7TRHREREATAN
TIZHT 2 FHRVABE

it 4 DLEE (T EBRY 72 A 12
FYELGDHEETHEICTE
CHENH D,

BRIV TIF—TR

25T YTFIF—TAD
HWEEREELTFTOERT
3]

RREREREDOFH

SYUTRRIZKBEISUT
ANREIINT IEERD
RIETFHICERT 5. AF
[EFE=. ARKZUV T+
—TR. 2BHITYT<H
—T R, EEYOIFDA
EIZHEISSND,

RIVTICEDRMEDBR
BXUHHIZERT 5.
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16 NEICE T 2FERARRFICET Z2EH
70188 - £ FOFx < - OOx UEEEE

k1Y

KE

LUTDESRICK LEELE
ERDOEFNNDAEES]
FEALTHLIRIGARFT
BWNEE. TS5 ZINE
BATHD . TYFIb—T
R (BHEARRKREIULE
%) . A FEFIEHEE
3 F,

Ri% - AE

=
xR
LT

TRTOAET—2IE. E
Ko¥xssosooxo s
ETIEAEL, EFOXFLH
ARXUBmBRIEDEFTRL
TWb, B=XAE (kg)
ICEDSVWTGERL, BARE
DiFEIE. EAAKRETIEL
CHEBEECEDICI L,
FRRBIZEDVLWTCHESR
BEHT 5L, BREDESE
TRERENELZEHEEDN
Hb

BRIZHHEEREEEZET S
BEL. AEFAHISABEL
BRAHTRMENH D,

INR

RIMNEHEEZFEAL. KE
(BAEDZE(FEEK
&) IZEDJZF 6.5mg/kg/B
FHBATIEELEL,
AEX., AEAD 35 kg K

DINEADFERIZITE S
LY,

BEOBEIEIZEY . UTF
DREEEEZERT 5.

BEEI o< F (2L HM
BEEIX) . 25T UTY
F—FX

A, FIEHZREEELT
T4 )lLa—riEliEE L

‘E5E
#BOo®ks
BRICIRAT S &,
%5 AR

FEFRAAKENTARTH
o

RE
AENDEEIEHAB LU 6
BULEDINRDHET B,
ISMERAET Y I FODAE :
BRA :
FEDREIZIX, 18 2~3

ez 2@ L 3@ T
®59 %,

HWRFAEEICIEX, 18 1~2488
Z1EGEWNL 2EIZHFT
®’59 %,

INR

1 B 10~20mg/kg 47 <
tt6nAIChE-TEE
ERGR

ARRKTY T F—TRE
FEESHIYTIA—T
R

REMNEKRT 5 F TIEHH
AE&E L T1H1~28(200
~400mg/B) E#&57 5,
1~2 h BEBTEMRELH
HNIELMEEIZX, 183

IYTIYh—TR—RAIZ
*f LEHMLGEIRAES L
T400mg (EFB*X>o 0O
O > & LT310mg) &—
A1~2[ERAYT 5. EEFED
RISICEY COREEHE
Mo ARITS. KE
HGH#EREATIEI—BAE
%# 200mg~400mg (E K@
FooOopxoELT

155mg~310mg) IZiE 5 L
THLHRLEHEENE L,

COMFRAEZEALS LN
REDHEREALFRT H &
wESNTLD,

B ) o< F—AFI DR
FBEEL. BRIELRN
SOIZHBERA N DL, &
EDOEIERALLER#IEAIC
RESTLHETNLNHD. 3
REFKRBEESTHFETIC
#HARORANBLELIE
BtH5. RHHE B
ZIXEEHERDIER. TTE)
HorRLE) A 6AALIAIC
RonGEWEE., KFIOME
RZ&hiE9d2 &, BN
BHET R DIARIZE [T D AKF
DERIL. KREMEMFEILL
TULVELY,

YIEIAE—mATIE—BA
& % 400mg~600mg (E K
A¥XSoO00F>&ELT

310mg~465mg) &£ L. B
EPayv T 1HDFRE—
HICARAT 5, D#EBITIE
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16 NEICE T 2FERARRFICET Z2EH
70188 - £ FOFx < - OOx UEEEE

k1Y

29 VR

KE

B 2~3[E (400~600 mg/
R) %59 %,

#FEHA=IE., 70)L0—
1% 1B 1~2[E (200
~400 mg/H)

RE Quensyl
(kg) 1B4=YDT«
JLLia— FEEFI
#
30~49 |1
50~64 |1 (LBHEIZ2
)
65t |2
6 Ll ED/INR ((AE 35kg

LLE) 121, AZE 1kg H7=
L) 5~6.5mg XI& 1 B 400
mgdDESLLNDIENEZEE
59%,

XS )T ¥

I35 T DRITHICHRITS
2 28RNz, LTDO&LS
IZFIHIR 5 ZRBT 5 &
BA:#E1E, EBCERIC
T4 J)LLa— g 2 8 (400

mg) (IKZE 1kg H71=Y 6.5
mg [ZHE) 259 5%,

6 mLLED/NR (fKE 35kg
HUE) -E1MmE, FLCER
ICIAE 1kg ZH1=Y 6.5mg

595, L. KE
ThrboTELZDOEKREE
MA00mg ZBA TIEA L

Ad AW

BLEASEIRE T BB,
UTOREERET S

XA : TRITRAIRAN S 2 HE

§€ (600mg) ITHEELTH
ES AN

BREIGELGEICEK. #
sBUEMNTTHEZZ® 1H
H1=Y 100mg E THiRE L.
E&EIChik>T18EH1=
Y 200~300mg 2% 59
%,

25UITYTIF—TAD
BET

—fIc. EFOXTS OO
FUN1BETHAHEEREK
BIZED< 7mglkg KT
+5Thb,

AR SBED T

BAREZERIBD 7 BREIA L
1B®H-Y 2~3& (EFA
< onOo0O%> 400~
600mg IZ4EH) &5 L. &
Zk 15 Al 5 RS
%o

HHN. BMERMNE CHE
RE —BHICHELITHE
NHHEELND, TDk
(B& 5~10H) E#ELR
IGLRIVETHEFRRIC
oA, BEROBRIE
BERLONGL,

HIBEHE—RIEABRIFTH
niE GBS 4~1258LA) |
FAE%50%#5 L C—HMA
& 200mg~400mg (& KO
Fooyvaox LT
155mg~310mg) DEFE®D
HELANILZ#RES S, B
BEPay T 1MH0FEE—
HICRRAT A2 &L, ZH
BAES%BA 5 LBEED
RIFFENERTDHERES
nThd,

IRAAGIEZICERL-E

&, BIZCBAY 5ERIZES
LAFnIX, AEZBERT
Lh . BRWERTD 12—
ILTHEET D ENTED,

JJJFaARTOS FELY
Y1) FILERIEIEARHF & G+
AIRETH H M. —RERIIZIX
RAEFHRRICELSTH. ¥
EREERLE-RICERZS
IEFBIENTES, AT
O REHZRRISEET S &
SERINTLSEEIE.
JLF YV UIFExK 5mg~
15mg. E FOa)LF VU
5mg~10mg. 7L F=vnA
UEXUVTLRZV U
img~2.5mg. * FILFL K
=B ELURNITLY
/ B Il img~2mg, TF
B A2 2l 0.25mg~
0.5mg3D4~5HC&IZHE
29 %,

<27
N — R A (23t L 400mg
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16 NEICE T 2FERARRFICET Z2EH
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k1Y

KE

BT LEHSY 70)LLD
— &g 288 (400mg) %%
5EL. 0%, H1ME (F
CEER) 74 )LL0—MEE
2 & (400 mg) GE 1[EMK
E1lkgHrf-lY 6.5mg DIx
BIZHE) #1595,

6L ED/INRE (AE 35kg
LlE) : ikiTRAEMN S 28
B THAE 1kg &Y 65
mg Z&59 5, TO®RBE1
@, {AE 1kg ZH1zY 6.5mg
%595 (RALCER) . 1
Bl D5 EM 400 mg % i
ZTIEE B4,
RATHRIEFRHEZ T BT
L. Y3 T7DRITH =8
nNTH L S 52 8 ERHEE
52 &,

RZ TRk

A :
yo0XURZETSYT
[RE (Plasmodia) I2& V) %
ELT= 57 DBEICHK
ERCY ==k S =
RERIE DR 5 (X 2000
~2400mg ({KE 1 kg &=
Y 33.3~40mg IZ4EY) T
Hb

LRAEEI~4ANTTSH
BETROBET S, UT
DREEEZHRET S :
HA: gEEEELELTT
4 J)LLa— kg 48 (800
mg) %5 L. 6~8 K&
274 La—FEE28R
(400mg) 5, TO®
2HMER 70 LLO—F
ft 288 (400mg) EH’E5,
UETE XSS OOF
UBRBRIE SR 2 ITHEH T
%o

(EFRFLo0ORxE
L T 310mg) ##&3#E 1@,
BLCERIZ®RES 5, FLIR.
INRIZx T 5 —ER&H-Y
DMFIAEIE. KRE 1kg H
-YyekroxLooox>y
&ELTbBmg &9 5%, =1L
AKEICEAHLLTHRAREZE
BRI &,

TS TRRBICEMT S 2
JE IR IZ AT BE T HAILHNH
BEZHIBIHIEDET D
M. 2 BMERENCEEIE TEL
WEEIE. BRAIZR L TIE
vELn—T4s vV HEEEL
T 2[E%®800mg (E KO
Foooaoxr LT
620mg) . /MRIZx LTI
ARE kg H-VE DX
yBpOox> L LTIOMg%E?2
BT 6BMEEIZE
595, v3)7iRiTihE
BhTHhHoH 8BERMIEHIH
BEEHRITH L,

FRIEAE - LAE
FH£800gm (E FBFXT ¥
AOF> & LT620mg) #
BE5%. 6~8HEMLIAIC
400mg (E FOFT 200
Fo L LT310mg) #H&E5
L.Z 0% 2 HfE 400mg(kE
(N=E S /A== E 3P A e
310mg) #ERKE53 5 (¥
BE5ElFE Koy onoxy
mEgEL LT 29 (EROF
oBaA*x & LT L1559)
#=’E) . RBEZLLT.
800mg (E FR*< o 0OnRn
*2 &L T620mg) #HME
BELTELEAUTHDH L
NREINA TS,

BRARELHRECKRLTE
HIAHIENTESD,
D EIFELR/NRIZHESE
¥ 5. UTDHRIZKE 1kg
HrYyeroFisooFx
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16 NEICE T 2FERARRFICET Z2EH
70188 - £ FOFx < - OOx UEEEE

k1Y

KE

CORER. MNEDIZE L
BERICEKEICEDVTHEYE
THILELARRTHD (B

6L ED/INR (AE 35kg
LLE) ITKE 1kg &1z Y 32
mg (ErFBFHOBF>
REIEIL 2g LIF) #REZE
#3BBENTTHEIRE
ERGR

#5 1[EH : 13 mg/kg BW

(1E D% 52 H800 mg LA
™

#%45 2@ H : 6.5mg/kg BW

(1EID#H 5= H400 mg &L
T . &5 1E@END 68
fEli%

#%45 3@ H : 6.5mg/kg BW

(1EDHFE5=H 400 mg KL
T) . &5 2EEM L 18 B
fEli%

#5 4[EH : 6.5mg/kg BW

(1ED 5 EH 400 mg L
T) &5 3EEBEMND 2485
M

‘’EFE

AIREE BIE, T4 La—

FMEIEEE—#IC, 5
HRIAE —HEICEET TR
A7 %

6l ED/INRE (AE 35kg
LLE) [Z Quensyl %6 1 A
FHEATHESELTEGELA
Lo REIE, MNRERRE
Li-RED~<>) 7FIC
FEARALBEWNI L,

VLT 25mg D5 E
Z3BMTHREY S :

#51MEEB : ErFOXTH
AB+> & LT10mgkg(f=
ZL 1EOHAENE FAF
yBa0o%x2 & LT620mg
EFHAGWNI L)

5 2EH : MEESENS
6 BFfZICE FOX< 40O

A¥%>& LT omgkg (712
L1EORAENE FOXD
yBpo*x>&LT310mg %
BRI L)

5 3EE :2EEOEE
Mo 18ERIRICE FRFY
sBaRni&F 2 & LT 5mgkg

5 4EE : 3EBDKRE
Mo 24FERICE FRFY
/Ba[A&> & LT 5mgkg

ZHREISUTRREKLD
MERET S 7RRISER
TBH5YT T OREEEIC
Fx.8—73/%/Y)iLE
MOBRBENDETH S,
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HEBE (K1)

1. EXEMDBH

Quensyl®

200mg 7 o« /b3 — NEE

GRSy B Re¥y s e il

2. TEMMRUEEMHE/RK
T 43— hE1SEEFICE Fed o7 o F UomEEE 200 mg (B RrfvZomd
YL T155mg) #EHT D,

BRTEH : SLbE (B2 > a v 4.4 )
IEA—ElXE 7> a3 6.1 25,

3. HIE
A, WEO7 v h=— MME, FRIS 12000, FOHRIZ THCQ) DEIFNRH %,

4. ERARWIEIE

4.1 IS

B Y v~

FAEMERFREPEBSI A (DL & PR

M) T h—T A

~Z U TRERDO7 aux R EZRNC, b O 4O~ T ) TR T ST
TLHLTHLAORE (B2 v a 44 ), (MPEOBEITHIBR) OAMIC L 225 2
EERRBBEICELS LERDH D,)

4.2 RAERUVEEE
A=
PEEE

TRTOHAET—FII, e ke oo EFRoETER<, e ka¥dxvsenf
VRSO RAR LTV D, FARIIAE (kg ICESWTEIRL, BEREOHAIL, &
HAE CId e S BARKEICE S 2 &, BHIEREICESWTHEZRENT 2 & WiKE
DOEETRERGENECDIHAERD D,

BRI S 2 T 5 BT, R GE L 72 5 TR B 5.

10



INR
NG EEFEHA L, AE (BAEOHAITEMAE) (23X 6.5 mgky H A28 2T
1722 B e, ARENE, REDN 35 kg ANl O/NEA~OMF I S 720,

BROBICIEIC &LV . IO HEAEZEHT 5,

BIfG Y 0~ F (1B ERIBIALR), 25T ) 7~ p—73
RNIE, FIEHE RS LT g ha— hEE 1584 1 A 2~3 8 (400~600 mg/A) %
&5 D,

MEFF B, 7o v a—REE1SEZ 1 H 1~2[A] (200~400 mg/H) :

HE (kg) Quensyl
1 BY720 D7 ¢ v ba— FEEAK
30~49 1
50~64 1 (1 BRBEIC288)
65 ULk 2

6 Ll Lo/ ((RH 35 kg LA L) 1213, AE 1 kg 4729 5~6.5 mg XL 1 H 400 mg
DELLNDPIRNEEREGT S,

~ 7Y TFEy

~ 7 U7 OWATHUZHRITT 5 2 BREIRNZ, LFO LS I TG E2RmT52 &
RN 1 EL, FICHERICT 4 b ha— hME2 8 (400 mg) (RHE 1 kg 4729 6.5 mg
) 25795,

6 UL Eoo/NR (RE 35 kg LLE) - B 1[E, [FIUHEHIZIAE 1 kg 72V 6.5 mg =45
T 5, 122 L, (KB DD LTEA2 OFREED 400 mg 22 T b0,

LLERATRE TRV A 1L, I FOHEZ#ERET 5 -

BN - RATBAEAN G 2 HEke T 1 Y4720 7 b A a— MEE2 B8 (400 mg) A5 L,
ZDtk, B 1A (FCHER) 7 sa— hE2H (400mg) GH 1 [B{AE 1 kg 4720
6.5 mg O HIZFY) 2&E57T 5,

6 LA LD/ N (KHE 35 kg LA E) : iRITBALGE S 2 H ke CIRE 1 kg 472V 6.5 mg %
BE59 5, TO%KEA 1A, KE kg7~ 6.5mg #5325 (RUKER), 1 BO#KS
S 400 mg A TIE7ZR B0,

11



FRATHIE TG 2 0T ke L, ~ 7 U 7 OWATHAZ B T 6 & 512 8 kT 5
Z&,

~ 7Y T

BN

suanaXx st~ ) 7RE (Plasmodia) IZX W RIELZ~T U 7 OIREICKTT 2
bt Redv s nm oS o R OB 581 2000~2400 mg (5 1 kg 2472 ¥ 33.3~40 mg
IZHY) Th D,

FREHEZ 3I~4 BT CHRIETRAKR ST 5, DTOREHEZHLET S
A WIS EE LT 7 4/ ha— MEE4 BE (800 mg) Z&H L. 6~8 HEljtkic~
A Jb 23— MEE2 BE (400 mg) i G-, £ D% 2 AR 7 ¢ b b= — b §E 2 52 (400 mg)
ZHh, U ETe Faxvrons U as 2 g ICH4Y T 5,

ZOREZ NEOBEE L FERRICEEICESWTEHTAZ L HA[RETH D (UL TER),

N

6 LA LD/ (IKHE 35 kg LA L) ICIRE 1kg 24729 32 mg (B Re$o 7 ook g
BRI 2 LAF) MAEZLZ 3 HBZT ToEkET 5,

#5-1EH @ 13 mgkg BW (1 [E O£ 5875 800 mg LA T)

5 2[EH : 6.5mgkg BW (1 BO#HGEMN 400 mg LA F) ., &5 1 [BHG 6 FEE#
5 3EH : 6.5mgkg BW (1 [BO&FGEM 400mg LA F) ., &5 2 [[H5 18 B[4
5 4EH : 6.5mgkg BW (1 [BIO#FG-EN 400 mg LA F) ., &5 3 [A1H 25 24 B[4

w55k
AREZR BIE, 7 4 /b b — MEIT RS & IS, TRl & IS £ ISR %,

6 L ED/NE (IKE 35 kg LLE) (2 Quensyl 2 6 » H X THRE LTI 5720,
AHNZ, NRESSRE LIZEMO~Z U 7 PRHIICEHA LW &

4.3 =3

ZIS LN

ARFNILLT DBENIFERTH D

AT 4T 2% D 2 SUTITEAI O WIS HEUE 2 A9 5 B

« MARRIE S B BEAE DIRIE DN 8 % B (FEFORER &)

s T a—A6-U UIEUKERIIE (WILPEEL, Y 7~ A T5E) 26T 588
G R ORE AT L BE

12



- BIEMEEEZ AT 5B

AR OBRE B T U THEIGE, B Y a v 44 KOV4.6 SR
- I o B

- 6 A D /N (35 kg Aig)

4.4 HFRALGZEERUVFEALDIE

AHNE, BTLUTFOBFIZBTDY AT « XX T 4 v MNEAEEICRT LRI
HZ ok,

- BB, AR, UM R OBEEREO & 5 B
© F = ATKET D EBUE OB O & 5 B

c REOBERO H 5 B

s ARV T 4 U RED B

s CADNERT DBE

- BB IR EREE (AEREEHRFT2)

- B SUIAFFREO ATREMEN & D FEH & O S b B
< HERFP OB EIE <7V T)

HELSRWEENBIZAC LR ERE LT, RIFRIEOBMARET, SUIARE DI
FEARTS 3 4 I 1 ENIWIRORBE A (F), R, H1E, RER ST 5
IR K NIREMREZ &) 29T 52 &, 20X i, AE 1 kg %7-
D 6.5 mg/kg & LRI HELZIRHT 283 (WAEOLGAITEEREICE SV THESZ
BT %), BHEARE AT 28, BEKGED 200 g & LA 5 EE, Sl BE,
SATRENDPMET L7ZEBEZITI U D, A @A LT iudze 6 7ev, MEIRE O A D
e (D DIET, RE) BHALNIRERT, EBICEG 2T T D, fEOE b I W
RREEIL, 52 PIE LB THOEITT 258035 5700, &5 HIL% S EENET
LW+ BT H0ER DD (B v a 48 BB,

HEAERE D Y 2 7 I ZHEICRE <HKfFT 5, 1 HOHEDMEE 1 kg 4720 6.5 mg £TT
HITV A7 T/ (RAREOLSIZBEBREICES), | HOHRHAEZ#BEZ S
&L MO Y 2 A BT,

AEN B LI BFT, DARBICE o 7D E DREBI A S STV D, DMIE O
K OEAR DEFIRIE =2 U » 7 2SR 5, DIER B L 7o G5 1 IAR O 5-% H 1k
THI L, REEE (M7 oy Z/EEEO.LTa v 7)) KOWEOEMEEREZE S
A, BEEEEE XD,

13



Mrfchtis 2 BRAR T 2 A1, M OBHAATR 2 » I amREE 2 £+ 25 2 & mEEEk
WH NGB IIAR OG22 T id 5 Z &,

B Redormad i iqx ulRFEEE O OFEL DT, Emix T kil
OEEREMBEZ S EE T EDRHLNIIR> TS, B ke oo 28
A2 BF T ARMPHED U 2 7 KO O B#E 7 2 B AR B U5 & OERIC DV T
TOLMERD D, & Fux v omfk &G MRITRIEE 2 5 i 2 BEIRAFEIR 23 Bl
NIZHREIE, M EZHGE L. BEIDS U CARREO G2+ 52 &,

TAIPNERET DEEZ, KAlREG D, £=2 0 7 2ikid 52 L,

ERefxyrmnd 2853 2BF IO TRTIEIH 2P EBATANBRE S LTV
50

7 v D JE O R E O M B HILE TR ANt o~ Z U 7 EE L R FTRE T
HY, T 2RBERD D,

R G-I L B A& 5 K O D SO RE 2 E IR T3 5, I 23588 L 1358013
BHGE2PIETDZ &,

b heXs7und Ac@3R2REARLHY  BHY v~ F RO T b—=T X

(RS DIBHNRDA SN 72 %5 £ TICHOBEM Z E T 5, ZHUSH L, Ll Fauo B

TREORWERNAE T 2 AR & 2, TRIRORMNE R T 4~ 12 BEZICHMCTE 5,
6 H H LPNITERICE B 2 SER R o WG aid, Ehlzdhib425 2 &,

<~ UT7 bk Rafdirzondxiigl, 7 oox o< S ) 7ok L ARG
<, VO =HE~Z Y 7EH (Pvivax), i~ Z U 7 JE R (Povale), M OMY H#A
~Z U 7JEA (P malariae) (2% L TNV, 2D, FREMICEEGET D Z L
L0 ZNOOWMAEMNSIEB ZTRYYELI S Z &b 2 9 LICZAED 3 RIA O e iE
DOEFFEEHIET L2 L TERN,

WIRIE, 4-7 X% U OFMEOFEIIK L TRHIZERZIEDR S 5720, HI/NNROF
DIFINRNGINRE T D & 9 BEICESE T2 L,

Wi /2 BARHRBTH DU T 7 b —ARMYE, Lapp 7 7 ¥ —BRZIE, XIFT /=3 —A -
TZ 7 b —=ARINA BRIEZ AT 2 BEICAAEZKEG LTI B2,
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4.5 tOEXEREDHEEEARUTZOMOIMEEER

Quensyl EUTREREGZEDHAZRSITEEAD) RV 25855 -

BIER OB L2 @D D[R & 5728, Quensyl OF WX, AIEETHIVITM
DWD DD HREMERTERIEZ L L enZ &,

T 2=V TEY B G D & HIEIER SR 2 RAET D IRt LR 5,

Quensyl Z [FEMEWE XIZE /7 I U bBEE (MAO) FAEHR L JFHK LG L Cldi b7
W (KREOT7 Va— LA HIEE),

TaNRRY RIA > RAZ L ORI, BHEROEBIED U A7 2@ 5,

PR AT OAIED U A 713, avFaxTaAf FFEEREOFHERGIZL VRS
D5 END %,

7 X BBEAR L OGRS ORI S E S5 A0 D D,

BURAKI /AT 7 KX EDOMRIZEENRIGD U A7 & Kiglz ERXE 5,

a7y b UALQT HIRAIER S¥57-0, b Refv s o /ip EREIRE 7
I DHAREMED B HMMOIEH LA L Cde b, £/, e ke reax a7
IAF B UREF VT XY Ul EOMOREEARERESEA &P T D &L LEER
BIREFRT DY A7 DEEDAREERD D,

VAR i RrX v uoax ot AHLGEI, MiEdho 7 e xR o
BENER L ERRESNTWD,

ERefxyroox JiESoMBsE TS 855, Et Fafdxyrsoax b A7
FoREOMOI~ T U7 ITEEREE 2K T S D 2 & 2B O il D KA

(Bupropion 72 &) &L ZQfHKET 5 L, LY 27N ERTL580H5, £, L
TAMPAVEDOIER L, E Fafvroax o LEHBEG T Z LIk viEbh s ke
MDD,

BER%ET S5 &, QuensyIRIEEL S —FDEFIDHRICEENHLIGE -
BEREETIEE (A M hMLXH— 1K) O%RIT. Quensyl L DOFFHIZE Y EE 5,
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TaAXT L LOMRABEIX. VAR omEREED FREFEX Y a NPy
EZTAREMENRH D, Lizn-o T, fEHBESGHIRIIY 2% 0 O MERE % FElICT
=2V T THVNENRS D,

b ReXy7ankAgx RIEERROMNREZ GO LHENH DD, A AV X
(T OHHEIRFTEE D R AR L2 T TR 5 R WGEE 1R H 5,

T e Y OWRINE, Quensyl & OUFHFEGICL VIR T T 256065,

RAAF I ITEY) RAF 7 IV LRGET5 L 26 DRBFHELHEDN
b5,

HlFE ST Quensyl DWIN AKX T 155720, A3 & Quensyl |3 4 FefEIEIlRE % &1 T
BETHZ &,

¥ AF V% Quensyl DHE 2 RIE X W15 D,

ERr¥rmrdx b aglsidased &2 HKLGT 5L, MRAND o777 FZ—
BIEMZIHIT 28 Lo U 27035 5,

BEMICEEN S 2METH D7 a0 ) VEEEOR 5Tk, LT OM AR B2
ENTWD, 207, Quensyl IZOWT HERAFTE 220,

Ny I U0E EERMIR T RO AT E MO BIERINE N ESOGD Y R 2 %5
O % ATREMEDS & %

R G A ERARRCIL, 200X 0 RN T I OH T A 8DNAA AT A Z YT ¢
ZIETESEDLZENMESNTWD, E RexFvruax 7o 007 e 20
B G- LT B AR OB N 6 5 0 ENIARATH 5, IMFEICEZIE, B ¥y
maFrlrand sl OE ELOHEMERE T A =2 OBUMEIZEID B F Ry
7 aa X AL FEEROEEND L Z LR THIESND,

FERIFIZX L THDC V7 F> (B b fFAMIRY 7 ) 28T 556, SUREEK
METT D AREMENRH D (IRNIERIF PR AZHELE T 5), EM TR (5 M,
T VT B, RV A BBTF T A RO [CRIETEEFEZRI N TUW R,
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4.6 4B, IR, BRUHREL

bl
FTANTOBWISIECOW THRGHIF K O G THRRIE 3 5 ARITED e EZ & 5
N

SRR

HRFICE Fefdvrnoax o 25 LERBIIR S 5, BB cid, A4 & 380
OEEEAETL7anx U U, RO B REEICEE L-AmEtEEs s LT
(B av5358),

BTV o~ F (1GHEZFIEBER), 29T ) F~ f—F X
b Refo 7 oo o &G RMBANIERET O LIRS LT uE7e 5720, Quensyl
DIRF OEGIIERTH 5,

v 7 U T PR OV
PERD EDBFE T UG TR O~ 7 U 7 OIRHEIC Quensyl Z i/ L TH L 7272 L,
~ 7 U 7RG EBRIEREG LSRRI 2D, VA - XX T 1 v MERET 5,

=3
EReXxv7aaX 3BT T S (K 2~4%), BIIEDO L Z ARFLEEOILIT~
OEEBNTHE SN TR,

BT 0~ F (BIEZRMMAL), BHIEx Y 7~ p—F R ;
MAEFEEA RS 1 RSO Faks s mas s IRBSND Enb, BILT
BCHNAIRAERT B 2 L 552 b5, AT O Quensyl D 5-IAER LT
50

~ 7 U TR VA
HIRA~ORHAREDORR T 4 v N ERBA~O T UTIBEDO R 7 4 v M EEBETL,
LA FIET 57> Quensyl DG ZH LT 20 ZRE LRITUL7e b, REFLZ @
LTERT e FeXxvroax ol BFAREOLRO~Z ) 7 PhICAER L 72
HITNIAR 0 TH D,

Il

Z IR

ERexizooxone hOSZIRREICERIETERIZOWNWTIT—2 037280, v T
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X S FEEOH IWE THDH 7 aa k) VEREOATEIC T D~ A T R D RN
LMo TS (BZ7 v a 53 8R),

4.7 BPEBILRRUEBREE~NOZE

FRE VI L2 HETH, TR O IWER (B, BIRIREE, fFElED £, 8
FLIRRE, HRREE) (CL0 . RSO R OREICZENAE L, BEEOERR S 5\ I
MIADHERE N E L K TRENANH D, ThIE, FICERGRIAR R OT L3 —
IRORE L ERR L B L TRE Z

4.8 IFELLLGLEE

g U< RV T LU OBEE IS RS W CRHET 5 -
B TEU (>1/10)

%2\ (>1/100~<1/10)

Lrpuy (>1/1,000~<1/100)

£ (>1/10,000~<1/1,000)

e TEA (<1/10,000)

R (NFAIRER T — 2 D OLHEZ R TE 220)

Quensyl ZHH5RIZED HNTHFE L BRWEEO IR /MNIHEIERFAETH 5, FriCi
HER YRS 250 pg/L & bR DRI BLT 5,

BIRESNTHFELLRWEBIILITOLEY THS -

MR N Y P NR

A R REANE]. B, AP ERBUDE, B ERBUE, BERRIERE , ILMERECE, &
O\ BRI,

suanx ) UEEEORGRHNT, Mk (FICh) OgmBEKIREICED s b0 E | %X
PEA N~ 7 v B E & O FRERFEE 2SR THilZ A DL D, & EOFRLEIMEN S |
Quensyl % 5-& 2 HDAFE L RWEZEOFEL & ORI A2 S E TERV,

TR
B SRS, MR, R OVRUE SO

1CAR Rl

EARNN XS B
A ARMBE (B2 >3 v 44 BH)
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Quensyl (ZAR/NVT ¢ U MEXIEEIE L A[gEMENH 5

FEPAlE

EARRNRAE Y

Drpv  HEIREEE S U IEIR, rhittia, SEELIRER. SUIERR
A ORI OZERE, o, BEATANREI LT,

PIREF i
EARNEI L
D7 FEEIED N

IR

2\ - FHEIREES ORIRAE U5 HEKFR O EIE rT 22 B

DR SR DEALORE R A O MEE TG L8 L 722w, B0 BB 70 B I3,

bRy rmndr 2R b RICEERRELE B2 b D, T LIZMBYETIE, &G54

PIEL THETT DY R 03 5, MR L2 E B 1T PIDIERD20NGE D

b 2D, EHZREE O T —REAIZHREBLT 5 FoE S L < LA odmik

MOGBTRRENRRT D566 55, FESUTIRE R EOABBEOLZL P RE SN TV D,
FAIEOZAIE, BIEMRIED, T Em, HE. b LTENR EOEEZSISEZ T

AR D, —HRFRGE S H Y . QuensylO G A HIET 5 L EHEARETH 5,

FRIZ, BRI G- OREFITIX, &b FHOMER & U TERRIZEET 5 BIEAREE D HEIRIE 23
BT DHAREMEDN & D, 11T, AR LE, HEF O, PR A, RO T 658
TOGEND D,

L2 L. Quensyl ICXV5I&EZ SNDMEIEDFIERIL 1| A OKRLGEITIKFT 5, 1
Ho®h & (EMREG CEHREN EF 2855 13AE 1 kg 472V 6.5 mgkg LLF) DSEE
ST SR, IO ZEITRGIZ LB BTV,

A EHBHE K OSRBEAMEOIEF S HmE SN TR Y | BEEARRGE1RH 5,

H e OV i 2
DR ElEstED F U, HIE
NI 3

LR OVl B a2
R DARRIZEDHENDH DOLIE (B2 v a2 44 2), Quensylix5-HIHIZECG
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YL vy 7)) ROMLEMEIERDFED b HIER] T, BIEEE DN 5, Quensyl
LTS LIERNHIRT 5 Z &0 H 5,

KA PO EEZAT L7 nndk ) UiREZERG LCBROLMIE RS (ILEOKT
2E) BHEINTEY G EOFEEMEIZ XY Quensyl IZOWTHERINT LS Z L1TT
ERZYAN
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TV Bib, i

2\ kG, REBD D TR ROWEE, 29 U72SERIE. Quensyld Hl &iEiE X
FEGFIE%T ITHET L Z ERE0,

HTHE 8 o
D FFHRESOIBEOHRGOME (TR LU E U L e AEDZAL)
A - BEAT A4

SEJT R OVRE TRkl 2

EAMRE 7 NIy 2T

Dre s RZfE, ORI, R OVBRICEEE KT T EEEE OLICREE LI EoERA, N
ekl et BEORALCAEL) . UIBEZELNEHRT L, &G 2P iEdhiE
KRGS 52 L n%0,

A ZIHEE, PEMERLEIERMARIE, AT 4 —T A - Va vV IEBERE, RO
BV FER 72 ORI S, MFERERIEIN & 25 fEIR %2 £ 5 3% (DRESSIEMERE) . 7
B, R OWZSRE & XS B 7 VRIS PR SR IRIEE  (AGEP) 23 %BL3 2 AlRetkn &
%, AGEPIX, FEEA VA MEREIINZ > THRELLG S, FAI T L% ORIFIE— I
BiFCTh s,

FL RICANT 4 U VIR EE D BERIERE RN 7 4 U UE O SR O AL A3 5
RI2560H008, MO THTHD,

BHE R, Fr e e OB

D7y R ) R

A BRI AT — (EE) TN AREO B TGO TIZ D728 D
Za—n I AT — (WRRGHEE), 20X 9 7% A 3F — X Quensyl P IEREIZEIET S
ATREMER B D 8, RIEICITE r A D 2 LB D, B OIK T R O A= 8 g
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KA FPOWEEZAT L7 v n ko) VRIEORIFEG IS, Bligo U CNeEER &
DI RTREZR U CNEEE Gl U VBB O BREEOEN) bR THiCldd 5233
LNTND, #IE LOBEPMEDTZD, 2D X9 RaFE L R2WENR I 2 et &
BETER, 295 LIIEFITIE, BUEDRONTZBEHENEET 256086 5,

BEH gV DS
R3S DKL, BIER DR RONDIEGZRET H 2 LIFEBETH D, 9 LicHlE
ICEVEHEFDY RT - RXRT 4 F e RTURZMEGE L TE=F V7 T5Z LAH
RBIZ7e %, BEEEEFICH LT, BHERADNRDON DG AT T X TUTETICHET S &
IR L T D,

Bundesinstitut fiir Arzneimittel und Medizinprodukte
Abt. Pharmakovigilanz

Kurt-Georg-Kiesinger-Allee 3

D-53175 Bonn

7 =7 %A b www.bfam.de

4.9 BEHRS

HEIE IR

ERrXs 7 mndroRERBERSOREEICI T AR, . HAkEE
REAE AR U U AE, AEARE OMERE (QT R, MY —FK- K- R b
[QRS DRKRAYIRZEE N2 — ] DM, DEMEMENR &) 0 KO Ll
B D, MEDKE TR OEMHACKEELE) v a vy 7RKERBIAT L5650 H 5, I
AT 1 e OVMEIE S ZRE Z 2 2 b o 0 | BUEMIZR V1G5, T b OB T E&
HOBEZICEND 720, Bl 72 EFRIRHED RO HiL b,

2~5 g OKRIEREERGIT, DK, TEBR. MO A~FREEHZ 725 L, 1~3 FFfH
DINIZHETEICELBAEN D D, 4-T 2 7% 7 U v OmEREITIIRICBWTREIZfGKR T
HY, BTN 1~2g THLEMITHD Z ENRPALMNIZR->TND,

DI
B 22 R AN B ATy,

WEREDFERE ST F I LV BNED ZEDICHHT 5, WERG 30 7UNZR S,
HECIEMER (REGEORIKS fFOME) &5 L, TORFIELZ1TAE. Tk
DRI 2 FIREMED 8 Do MBRTIG U TR R OESR O (7 FLF U ») %1772
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Do

NI ERZ TS L TWDHBRETIL, RV IUTEE Y (PT7ERL), 72 /30
H— b BT HIVT RN AR 2 W TR 2 b il ben, U7 8
NADIRAREGIZEY, Zoa X U FREOLHEELZKT I EHE5,
MAREHTITER & L CHEETidZzewy, BERED U U A EITRET 2,

SVERMERS —HEFE D JERDIBE > TH, A &b 6 FpHITEEICE=2 U 7
DMEEND D,

5. FEFHFMHE

5.1 EHZWMHEMHE

SR~ T U T TR % U v

ATC =— K : POIB A02
ERaformaXigl, 47 3% VU BHCBL, ~5 ) 7 FHER O~ T U 7
e\l B

tRexeraanxrofiv7 UTHRITFHZ4ATI )X 2V OFRLT 4 U D
oI X VEA SN D, ZORGIZEY RLERFTOEMR (2~ OIFMHE~ 7
U 7 B ORI HNE], LK OUI~ Z U 7R (Plasmodium ovale) . —HEA\~Z U 7
Jii . (Plasmodium vivax) ., PUH#~ 7 U 7 (Plasmodium malriae) . & N DR
HE~ 7 U 7R H (Plasmodium falciparum) (23317 A8 (A5EEMAR) OREL 2 H
ETDHICED,

t Refdxvrooxgr RYERGHEICEEY) vo~T oz Ez, 8z b7-57
ZEMARETH D, B FuF o, KRERORIEEREIMT T W] 5 55
Z MIEES 720,

LU U= FRRIE MROBOE K OFUR-HUARSE O 72 £ & 9 U 7 S il 2h Rl
L VAL LAREEND S,

S, EFMTY T b =T AR L LERPHRE S TN D,
5.2 EVBEMFEFE

b RrF 7 mmkAqf, BORGZREPHIC, EETRTEINS I, SESERIRE
THERRIZ AT %, Al PR EITIE 4 BpRICEIET 5, S MARIIRE VD, 2T
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X, B ReXx o7 naxroRMaN IS ICHREGT 5, MEFIZA L8,
MAEEE & OFEEPS50%TH D, B Refir okl mEkE OOl |2 &
T 5, Ol i, g, KONFIETIX 10 f58, FEMIETIX 100~500 7, (AFRLEH
Jiel i K 1000 5 O M SER FEATRD Hiv b,

Wi /X— R A I BITHRAIZ LR S ey, /L F a3 X— R A R R
T AIHASWTERET S & AR 30~60 HTH 5,

t Refo a3 AR 2 oOIEEREmIC s D, FELREIET A
TFe ReFirsaaxThoh,

~Z7 U7 FRAIZIE 9.6 ug/L (30 nmol/L) % E[A1 2 MAERE, 372 B 12.8~32 pg/L
DMETH D, ~7 U TIRFEIZIE 96~192 ng/L OIMIERE 2 03 -9 5,

PEEIZ, EITEZA L, Bz L3t Sn s oidb o Loz,
PR & PRI SN T E DK 60% D KREDME B RLD

5.3 RIEERZEMT—4%
MEPEFNEICBI T 2 AF A REZRIEM ORERIT 22\, FEEMEICERE T 258 b 2av, 2285
AARET D W REME 2 R E TE 2R\,

AFI P OMEEZ R T L7 enFx ) UBEITREAZBEE L, 7y N ROV L ORI
BE K OWRIZERET 5, 7> FCIEL BBloEHE nu X o giREe |
IRERKE OVNMRBERIEAZ S| X -T2 M On Lo TS, ZraX Nl XD, T A |
AT\ OGWIMET U, KR L ORER LIROE RN B L, F-Milaofs 2/ < 2
EMHABLNE 725 TND,

6. HWHIMFFHE

6.1 HEA—%

FLBE— A, AE Ry (MW : 25 000), hUERI B, A7 7Y U~ 7%
DA (Ph.Bur: S —wm w2 F) W), e 7 rAo—2 w7 1w a—)L (4000) .
fg{bF %> (E171)

6.2 BEEEZR

AL
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6.3 AxhEAM
34

6.4 RELDOIFE
R BRI 7RI 720,

6.5 BEOHABRURE
PVC/ TNV =D L« TYRZ =y
T4 ha— MEE30FEAD
7 4 v a3 — NEE 100 FEA D

6.6 BREIZODLNTOHENGEIE
FRICFR R FIEIT AR,

1 EERRFTAZRGE
Sanofi-Aventis Deutschland GmbH
65926 Frankfurt am Main

B D5

Postfach 80 08 60

65908 Frankfurt am Main

EEE S - (0180) 22220 10
77 w7 A& (0180) 2222011

E-Mail : medinfo.de@sanofi.com

8. ERRRTIEES
6584604.00.00

9. WIEIARSEAREH/RFEAEEHHE
WIEAGRH 1996 427 H 8 H
RS 2013457 A 10 H

10. AXHETH
2013 4E 9 A
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HmE (75 2VR)

1. EEROEH
TTXR=N200mg B HT DT 4 03— ME

2. TEMMG L URICEERMMER
T ha— MELSEHZY O Rudv s oo X URERE S A &---200mg

A O —ZIZOW\WTIE, F61HEZRODZ &,

3. HiR
7 4V ha— NE

4. BREET—73

4.1, EIGHE

BB Y U~ T OB MREIRIT X D HERR A

s FBR= Y T~ =T &

AT Y T h—TFT &

- 2T T h—T AOHMBEIEE 1T F OFR T
- AR R JE RS O T8

il

4.2. H=-H
B5%E
Bo&s
BEICIRATHZ &,

&5 8
AANIRIR GV AETH D,

Jizh=s
AFNOBGITIRAB LR 6L EO/NEDOIE 5,

BHEREE ) IR FDEE

RN
FAEOBRITIE, 1 H 2~3 8% 2[A72W0 L 3 [ENZ43 T TR G35,
HEFREIEIZIZ, 1B 1~28E% 1R L 2820 TR 535,
AN

1 A 10~20mg/kg V72 < &b 6 # AlZblcoTHEET 5,

ARKIYTIF—TRELFERUIVTIE—TR :
JRENHERT 2 ETIEIYHAESL LTLH 1~248 (200~400mg/H) #5935, 1~2 % A
ERTHIENALNRNGEIZIE, 1 H 38 (600mg) (THIEL TH LU,

BRIZELTZSEIE, By AU ETTHELZ 1 BHH720 100mg £ Tk L, BEFIZHOT
ST 1#BH7- Y 200~300mg #5375,

2HUTYTIF—TRADEESH :
—fRiZ, e RaXxyrsonXro | HETHHHMAKRE|ICHESLS Tmgkg Rifi THoTH b,
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HIREREBED T
HYCBRBERAAD 7 B H 1 BH720 2~388 (B FrF T 7 1 400~600mg [ZFH2)
Feh L, IRFER% 15 ARG 2k 5,

4.3. EZ=

AAENILL T OB IR TH 5,

- AR

. ?Dlﬂf’\'/iﬁb\bt FaXxs ooy EREARANIGH IO NORGIZR LT
WBIEEH T %6

- 3L (BF 4.6 THZ )

C 6 IR O/NRIZITEA LR WAE CTHH7-0, ZOFEBMEOBREIIIZEEZTH D,

4.4, ZERIVFERLOZEE

25

Elicbizve Fexi oo U GHERGEZER L CWD Y v~TFBE F - I3LERE
Z 4 BEF I, MEENRET L BEZNNH 5,

AFN O IR T 2 MO & FHEIXFISMNIE RO RIHEICE S Z LD Y. Thz
FFET % 7o O RITAIR A MRETT 2 BE 1L, 1RO BIAARE £ 7213 BR A1 B0l M LA IRBHEY
REOAELZHET OB ENHDLbDOLEZOND,

DX RPN RE OF AR 571k E LT, REREFEICERZ Y TEME, £
iﬁﬁ?Ok%é@ﬁ@éi%kiUia%u&ﬁéﬁﬁ@ﬁh%Méhé

IRIZX 2 BIERNC I BRI DO RFENR A BN D Z ENDhr-> TR | S&kIMEE
HODNZT ORERD D,

BRBIE T, LT OIS EESWTIRBHEEAR O TTIE & £ DR E ZRET 5 Z &,

M5 1 Ha

AR EOREFIIZIY A7 MEVVHEE LT, B Fe® 7 ooFxr 6.5mgky H DG %
BT 5, IBMRICRE SN E FexZoax 0 &ZI< DTN THDHD, IBiED
BEICHERGTREHBZRET D5A 121, iy ks (GEHERE) 28H L 3 bhk
AN

1B -
6.5mg/kg/ H % Tl D HETHIVUX, 1BEG D 10 FRIIAAB RO U 2 7 13 KW
DEEZEZBND,

65 ik 2 2 D BE (BT R ERAFITEEE A2, HEIL > TUIREFORFTH S,

KV A7 ThHrEMEENIE Fexiroax  HEEICLVIBEL, BEEOERK T
LD LT, AR ER TH2BEFIL, F 1 BOBKRYBEGEHIZEZET 5 2 & (ER
=mOEITRA)

BEFDIRBIRI S 37 B AL 2D DMl B I DFERRIAF- 7235580 b5 AT, & TREIZIRF
HBBRETHM £ 32545 Z &,
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I EDOHRFEE (), BRRE) NELEEICIE, ARIEREGELZEBIZTIE L, BER
%%#6%%“@%5t@\ﬁ%uLmﬁﬁ?5 &o%ﬁ¢iﬁﬁfﬁ\ﬁﬁ@%@(ﬁ
FOHRFEEE) NETTL22E21H 5,

/Afﬁﬁﬂ%ﬁ‘ﬂ# TR % 1 O B MEBWERLEE 2N R BL L 72555 11E. MDD RS YD RENE 2
Beo BN DY (F48HEZM) | ekl %@ TR L TG Z2HBE LT3R b2
11\0

Za—u IFNF=OFEBPHRE SN TN D, AETIEH D05, £DOREAEICIITH H b %
THLZEDNHD, ZOXDBRIEMABRREB LIZGEITIE, AR L DEREELICHIET 544
ERd D (F48HBM)

MEFPEDOFEERITENTH 505, Mkl 2z EHRNCER L, REPED 5N EIZI3inR
AT 5 ERHRIND,

ENTEDH 505, BRREE, FHERAE (MRBOEHILERZLE L T5) BLT
ODFFENHE SN TWD, ZOXI RMEANRBILIZEEICIE, 77 X=X DR E
HIZHIET2M0ERH LD (B 48HSH) |

AENTHBENZH END, BT 7 b —RIH L TARMEZ R TEE, Lapp 77 4 —EX
ZIEFTNZT N Aa—=ABLOA T 7 b—ADOWIAR BIEGHEE O BH 21T, ARA O ITHESE
Sy (FZRBIisrRE)

FRAEDIE
GER N S = S @%%<m PHE) o X O A R BE RADOHE) [Zk Fr¥
sunFx e AT 555103, BERERICERGTLZ L,

IRMERNL T 0 U AEDBREICIEL, B Redi /oo x U &5E0REAMRIEORBEZHRTD
BENWEH D,

tRafdxyr7oax 347 0% V007 TR BTHEKTHD, GOPD BEE K ZIE
DR ONLBEIL, 207 T ABT HMOIEF N EMRMZS 2R T2 86N
INTW5

AFNNIRZIEMOE X2V, FRIE LTZ ) LEBREICAREZ LT+ 588121320
VA7 HZBIZAIL, ATRETHIUIRIOIRETERZ MG 5 Z ER#EE N5, ﬁﬂ@kﬁ
LB & 22 BEITIE, WML TEEL L TR W NGE I BIREE T 2 LER S 5,

4.5 HMOEELHEOEEERASLIVZOMDEEER

FEALDIEONR ELGLHHAKE

LoRRKRY Y

VI AR COMPRBERIOMHF 7 LT F= U fl@lRERT U A7 0365,
BERHBGORE%, bl Fexisoax o B54HIELE-0bE, 72 ARY oD
AP EORIE, BHEDEBIOHEORBENLEL S5,

FRBRILE >
ORI AS V8 Al FERTE 2 930 L TV 2 AT, BRIRAGIC RS EEIR NI E 2 U 27 b
%)o

28



E Refi 7 oafx L5 16EBMG%., SOICAARSEZFIELZ06E, T3B LTS
D MIEFEE DR, LEIZIS U CHBEOME ., FRIEFALVE L ORIEEZET 5,

BISE. HIEES & UEMR

B RRFL s nnd s oMbERIENE T 5,

HS L OB 51, t FRd s/ mux o 50 bMRaH< 2L (T2
FERILLE) .

ERTAEGERE
DAFDY
EREFT s mad Ol e RIES &, BRES0Y 22 85,

TANAFBERIEZET S & 5 EA
DY 27 PHRT D,

4.6, $E1RE & CIEAR
Wi
W% 4 L5 T — 4 1 B IR R AR R TR,

tRTIE, B Refy oo ijiiEamml, BIROMmAEEIIRHMAD M EE & I12IE
FUTHDHZENDNoTWD, BEKT —& 05T EFTME £ 7213 R R FEIC O W TSR
LIS TR0, BRI TIEAAI ORI D 2 b,

BIEH O Z B £ 2 72 5 2T FRCIRBMEIRO & Do TR ZIRE (AR ORE) 12
B DWBFEARMEZZBICANTZEETH, RTIEICEL Y TOREOET 2T Z LIk
DRI TIE, EImIcxd 5 Furom O 2 /ey~ & TiER,

SRR OIRIRD RN R AVTZG A IIE, AR O/NRISH T 2BHRHME LT, & Fef
e Al K DREITEN. FHICIRFIEE ORI EE B EICAND Z L,

ERNeXY 7 mnk A3RAPICBITT 5, ABNCLDRIEROMEZBE 2 T, KA L
HIERP ORFUIERTH D,

4.7 BYEDEILZS L UEBORIEICITT 2L

K512 BB E OGRS KL O O BEIC H 72 - L, AR IR FAEEEZ LS U 2

TNBBHZLITHONWT, BEEEARETZ L,

4.8. EIEA

ARPE
- A D ENE RIE, ABEEY) DHEIN WD, BEEEDO Z &L HIuE, i
RAERREOEEEZSIEFEZITZIELHD, WITNHIGEFILEIC XL Y Al TH 5,

- Fo, BUTREIREEICER T 2ZEANBAT L 03 H D, THIFHBKFEHETH S,
cENTIEH DA, MIEOMBRE R I IO IZE 208 5 MBEN 2 S N - BEa121T.
EHICAFNC LA 1EEEZTIET A2 6, 20X 5 RO E TS VT EEENTH 5
ZELHY . LA XK o TEBEFLERR K OB A 2 Btk Ol L 72 1R EE R D
EBLOBRAEFENERHTL22L00D (F441ESH) |

Ohd

Oh}
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LG, MR L BACRE, MR, 2O U7CAERiEER. A EECR FE 2 ia R kI &
DIHKT D,

KE-HIEEE

cBREE. B, KB EITHIEOGAEINE T OFIRE~DEMN, BEOMA, =9 LI RE
IR, WEEPIEIC X VIR S,

< HIPAME R 2 38 X O BIE N B S ST\ b,

s FEEOMEIE 772 UIRER IR K v T 5,

cEDLOTENRESIMAHBIORT 4 —T VR« Vg v Y EGERE 2 & O KRFMER S,
SEARAR HUIE

c B OEHMEORBUERIEN BT L2203 H 5 (F44HBH)

MHIEEIESE

R\ O R OMREIREE LRI L, I CEITEOR TR L UOFEHZ 72679 (5 4418
2/3%) ]

D EREE
ENICOHERRE SN TEY | mEEEREEE W7oy 7/EEELT e YY) £
FOEERPRAZLND Z R D (F44HBH) |

I & EE

BIARNCERIERA NG S TWD (44 HSH) |

2, FAERNRMEEM, BERERE, HIERI KO ERO A ESS &K O/ M E 72 £
D MRS WS ST 5,

FIRPERNL T 4 ) AEREIZRILVT 4 U AEDBVERIE, 73— 2-6-U -l /K3 KIH
EREICAMERL AN EME SN TV D,

b g
B, O FEV, G HERE

ONSIZ %9 1A
D7 T ADFEANITHETR AN O, HHfE, MRS, KRR LUV R A ST
W5,

p==-]

ok
O}

:I'_
NT AT ISR (BISMIICEVERATR)

\

E

=
=3

RICHT H1ER
B MRS L OSE SR ORHDPWE STV D,

=281 SN

4.9. BEKRS

BEREIC & LEREEBIE

- B 5B =25mg/kg

- PR, RS DMAEER. KU U AME, RER, EEREES LOYRE, O
BIMITMERAE ERB L OVMEIRIZED Z LR H 5,

EF TN EHER

A
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ERERIIRER G OERICHERT L b0 L Bbiv. BEHIZH G, HHERKE. HERZR
BN E Vol BEE LD L,

Fr BRI, EMlE TOTYT B RADIEROEZEL TH D,
EIEPHREE

5.
5.1, ENZHREFHE
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Quensyl®
200 mg film-coated tablets
Active substance: Hydroxychloroquine sulphate

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

1 film-coated tablet contains 200 mg hydroxychloroquine sulphate (equivalent to 155 mg
hydroxychloroquine base)

Excipient with known effect: Contains lactose (see section 4.4).
For a complete list of excipients see section 6.1.

3. PHARMACEUTICAL FORM

White, biconvex film-coated tablets with facet and an imprint, on one side ‘200°, on the other side
‘HCQ’.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

- Rheumatoid arthritis,

- Juvenile idiopathic arthritis (in combination with other therapies),

- Systemic lupus erythematosus,

- Malaria prophylaxis and therapy of all four human pathogenic types of malaria except
chloroquine-resistant Plasmodium strains (see also section 4.4).
It is necessary to remember that the resistance frequency has a diverse geographical distribution.

4.2  Posology and method of administration

Posology
Note

All dose data refer to the amount of hydroxychloroquine sulphate, and not to the amount of
hydroxychloroquine base. The dose should be chosen on the base of kilogram bodyweight and, in case
of overweight, should not be based on the current but the ideal weight. If the dosage is calculated
based on the actual body weight an overdosages may occur in overweight patiens.

Patients with impaired renal or hepatic function may require a dose adjustment.

Paediatric Population

The minimum effective dose should be employed and should not exceed 6.5 mg/kg/day based on body
weight (ideal body weight in case of overweight, respectively). The 200 mg tablet is not suitable for use
in children with an body weight of less than 35 kg.
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The following dosage guidelines apply, depending on the therapeutic indication:

Rheumatoid arthritis (chronic polyarthritis), systemic lupus erythematosus
Adults receive an initial dosage of 1 film-coated tablet 2 to 3 times daily (400-600 mg/day).
The maintenance dose is 1 film-coated tablet 1 to 2 times daily (200-400 mg/day):

Weight (kg) Quensyl,
Film-coated tablet(s) per day
30-49 1
50 - 64 1; 2 on every other day
ab 65 2

Children from 6 years (> 35 kg) are given 5 — 6.5 mg/kg bodyweight or 400 mg daily, the smaller
amount in each case.

Malaria prophylaxis
The preventive treatment should be begun as follows two weeks before the journey to the malaria
region:

Adults receive 2 film-coated tablets (400 mg) (equivalent to 6.5 mg/kg bodyweight) once per week,
on the same day of the week each time.

Children from 6 years (> 35 kg) receive 6.5 mg/kg bodyweight once per week, on the same day of the
week each time. However, the individual dose should not exceed 400 mg, irrespective of bodyweight.

If this is not possible, the following dosage can be recommended:

Adults receive 2 film-coated tablets (400 mg) per day on 2 consecutive days at the beginning of the
journey, then 2 film-coated tablets (400 mg) once per week (same day of the week!), equivalent to 6.5
mg/kg bodyweight once per week.

Children from 6 years (> 35 kg) receive 6.5 mg/kg bodyweight at the beginning of the journey on 2
consecutive days, then 6.5 mg/kg bodyweight once per week (same day of the week!).
Single dose not in excess of 400 mg.

The preventive treatment must be continued during the trip and should be continued for further 8
weeks after leaving the malaria region.

Malaria therapy

Adults:

The total dose of hydroxychloroquine sulphate for the treatment of malaria caused by chloroquine-
sensitive Plasmodia is 2000-2400 mg (equivalent to 33.3 - 40 mg/kg bodyweight).

This dose should be administered orally in divided doses over 3 to 4 days. The following dosing
scheme is recommended:

Adults receive an initial dose of 4 film-coated tablets (800 mg), then after 6 to 8 hours 2 film-coated
tablets (400 mg), and 2 film-coated tablets (400 mg) on each of the following 2 days. This is
equivalent to a total of 2 g hydroxychloroquine sulphate.

The dosage can also be calculated on the basis of bodyweight, as in the case of children (see below).
Children:

Children from 6 years (> 35 kg) receive a total dose of 32 mg/kg bodyweight, but not more than 2 g
hydroxychloroquine sulphate, divided over 3 days:
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1st dose: 13 mg/kg BW (but not more than 800 mg per single dose).

2nd dose: 6.5 mg/kg BW (but not more than 400 mg per single dose), 6 hours after the 1st dose.
3rd dose: 6.5 mg/kg BW (but not more than 400 mg per single dose), 18 hours after the 2nd dose.
4th dose: 6.5 mg/kg BW (but not more than 400 mg per single dose), 24 hours after the 3rd dose.

Method of administration
If possible, the film-coated tablets should be taken with meals, unchewed with a sufficient amount of
liquid.

Children from 6 years (= 35 kg) should not be treated with Quensyl for more than 6 months.
This preparation should not be used for long-term malaria prophylaxis in children.

4.3 Contraindications

Quensyl must not be used

- in patients with hypersensitivity to the active substance, 4-aminoquinolines or one of the
excipients,

- in patients with pre-existing retinopathy or maculopathy (e.g. limitations of visual fields,

- in patients with glucose-6-phosphate dehydrogenase deficiency (haemolytic anaemia, favism),

- in patients with diseases of the haematopoietic system,

- in patients with myasthenia gravis,

- during pregnancy (exception: malaria indication, see sections 4.4 and 4.6),

- during lactation,

- in children below 6 years of age (< 35 kg).

4.4 Special warnings and precautions for use

Quensyl should be used only after careful consideration of the benefit-risk ratio in patients
- with a history of gastrointestinal, neurological or haematological disease,

- with hypersensitivity to quinine,

- with pre-existing psoriasis,

- with porphyria,

- with epilepsy,

- with renal or hepatic disease (dose reduction should be considered),

- with concomitant use of potentially nephro- or hepatotoxic drug products

- who are pregnant (indication: malaria).

In view of the possible undesirable effects on the eye, ophthalmological control examinations
(including ophthalmoscopy and fundus oculi for e.g. visual acuity, color-vision, visual field,
eyeground) of both eyes should be carried out before beginning prolonged therapy and at least every 3
months during this therapy. Such an examination must be individually adapted, particularly to those
patients who take a dose of more than 6.5 mg/kg bodyweight (the dosage calculation should be based
on the ideal weight in case of overweight, see section 4.2), have renal insufficiency, whose cumulative
dose is more than 200 g, elderly patients, or patients whose visual acuity is impaired. Treatment must
be discontinued immediately at the first signs of retinopathy (impairment of visual acuity, loss of red
vision). In such a case the patients should also be closely observed for possible progression of the
impairment after discontinuation of therapy since the existing retinal changes and visual disturbances
may progress even after discontinuation (see also section 4.8).

The risk of retinopathy is largely dose-related. The risk is small with daily doses of up to 6.5 mg/kg

body weight (based on the ideal weight in case of overweight). Exceeding the recommended daily
dose sharply increase the risk of retinal toxicity.
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Cases of cardiomyopathy resulting in cardiac failure have been reported in patients treated with
Quensyl. Clinical monitoring for signs and symptoms of cardiomyopathy is advised and Quensyl
should be discontinued if cardiomyopathy develops. Chronic toxicity should be considered when
conduction disorders (bundle branch block / atrio-ventricular heart block) as well as biventricular
hypertrophy are diagnosed.

A complete blood count must be performed before the beginning of continuous therapy and at
intervals of 2 months. Quensyl should be discontinued if changes in the blood count develop.

Hydroxychloroquine has been shown to cause severe hypoglycaemia including loss of consciousness
that could be life threatening in patients treated with and without antidiabetic medications. Patients
treated with hydroxychloroquine should be warned about the risk of hypoglycaemia and the associated
clinical signs and symptoms. Patients presenting with clinical symptoms suggestive of hypoglycaemia
during treatment with hydroxychloroquine should have their blood glucose level checked and
treatment reviewed as necessary.

Patients with epilepsy must be consistently monitored during Quensyl therapy.
Suicidal behaviour has been reported in very rare cases in patients treated with hydroxchloroquine.

In certain geographical areas with known resistance to chloroquine Quensyl may and should be
combined with other antimalarial agents.

During long-term therapy the patients should be examined regularly for skeletal muscle and tendon
reflex function. In cases of weakness the treatment should be discontinued.

Hydroxychloroquine has a cumulative effect, and it takes several weeks for the therapeutic effects to
become apparent in the treatment of rheumatoid arthritis and systemic lupus erythematosus, while
minor side effects can occur at a relatively early stage. The treatment success can be evaluated at the
earliest after 4 to 12 weeks. Should there not be an objective improvement in the condition within six
months, the preparation should be discontinued.

Malaria: Hydoxychloroquine is not effective against chloroquine-resistant P. falciparum, and is not
effective against exo-erythrocytic forms of P vivax, P ovale and P malariae and therefore will neither
prevent infection due to theses organisms when given prophylactically, nor prevent relapse of
infection due to these organismes.

As young children are particularly sensitive to the toxic effects of 4-aminoquinolones patients should
be warned to always keep this drug product out of the reach of children.

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

4.5 Interaction with other medicinal products and other forms of interaction

The concomitant administration of Quensyl with the following medicinal products increases the risk of
side effects:

On account of the possibility of an increased incidence of side effects, if possible other so-called
disease-modifying therapeutic agents should not be used during therapy with Quensy].

With the additional administration of phenylbutazone the probability of the development of exfoliative
dermatitis increases.
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Quensyl must not be taken together with hepatotoxic substances (caution also with alcohol in large
amounts) or MAO inhibitors.

Combination with probenecid or indometacin increases the risk of sensitisation and retinopathy.

Myopathies or cardiomyopathies may be potentiated by concomitant administration of corticosteroid
derivatives.

Combination with aminoglycosides may result in increased neuromuscular blockade.
Combination with pyrimethamine/sulphadoxine considerably increases the risk of cutaneous reactions.

Halofantrine prolongs the QT interval and should not be administered with other drugs that have the
potential to induce cardiac arrhythmias, including hydroxychloroquine. Also, there may be an
increased risk of inducing ventricular arrhythmias if hydroxychloroquine is used concomitantly with
other arrhythmogenic drugs, such as amiodarone and moxifloxacin.

An increased plasma ciclosporin level was reported when ciclosporin and hydroxychloroquine were co-
administered.

Hydroxychloroquine can lower the convulsive threshold. Co-administration of hydroxychloroquine with
other antimalarials such as mefloquine or other drugs known to lower the convulsion threshold (e.g.
Bupropion) may increase the risk of convulsions. Also, the activity of antiepileptic drugs might be
impaired if co-administered with hydroxychloroquine.

If given concomitantly, the effect of Quensyl or the other medicinal product may be influenced:
The effects of folic acid antagonists (methotrexate) are potentiated by Quensyl.

Co-medication with digoxin can lead to an increased digoxin plasma level and thus make glycoside
intoxication possible. During combination therapy the plasma level of digoxin must therefore be

monitored closely.

As hydroxychloroquine may enhance the effect of a hypoglycaemic treatment, a decrease in doses of
insulin or other antidiabetic drugs may be required.

The absorption of ampicillin may be reduced by concomitant administration of Quensyl.
If administered concomitantly with neostigmine or pyridostigmine their effect may be attenuated.

Antacids can reduce the absorption of Quensyl, hence there should be an interval of 4 hours between
administration of antacids and Quensy].

Cimetidine can delay the excretion of Quensyl.

There is a theoretical risk of inhibition of intra-cellular a-galactosidase activity when
hydroxychloroquine is co-administered with agalsidase9.

The following interactions have been observed on treatment with the structurally related substance
chloroquine phosphate, and therefore cannot be ruled out for Quensyl:
An acute dystonic reaction was observed after metronidazole.

Penicillamine can increase the risk of severe haematological and/or renal side effects as well as skin
reactions.
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In a single-dose interaction study, chloroquine has been reported to reduce the bioavailability of
praziquantel8. It is not known if there is a similar effect when hydroxychloroquine and praziquantel are
coadministered. Per extrapolation, due to the similarities in structure and pharmacokinetic parameters
between hydroxychloroquine and chloroquine, a similar effect may be expected for hydroxychloroquine.

Antibody formation may be reduced when vaccinating against rabies with the HDC vaccine
(intramuscular rabies prophylaxis is recommended). An effect on routine vaccinations (tetanus,
diphtheria, measles, poliomyelitis, typhus and tuberculosis) has not been observed.

4.6 Fertility, Pregnancy and lactation

Contraception
Effective contraception must be practised for the duration of therapy and for at least three months after

the end of therapy for all indications.

Pregnancy
Experience with the use of hydroxychloroquine during pregnancy is limited. In animal studies the

structurally related substance chloroquine phosphate has shown reproduction toxicity in association with
high maternal exposition (see section 5.3).

Rheumatoid arthritis (chronic polyarthritis), systemic lupus erythematosus:
Pregnancy must be excluded before the beginning of therapy with hydroxychloroquine. Quensyl must
not be used during pregnancy.

Malaria prophylaxis and therapy
Quensyl may be used in all states of pregnancy for infection prophylaxis and treatment of malaria
considering the benefit-risk ratio, as the malaria infection itself causes foetal damage.

Lactation
Hydroxychloroquine passes into breast milk (approximately 2-4 %). By now, no harmful effects to the
breast-fed infant have been reported.

Rheumatoid arthritis (chronic polyarthritis), systemic lupus erythematosus:
Due to the long plasma half-life time and the high daily hydroxychloroquine doses, accumulation in the
breast-fed infant must be expected. Quensyl must not be used during lactation.

Malaria prophylaxis and therapy

A decision must be made on whether to stop breast-feeding or treatment with Quensyl, taking into
account the benefit of breast-feeding for the infant and the benefit of prophylaxis or treatment for the
mother. The amounts of hydroxychloroquine taken by breast milk are insufficient to guarantee effective
malaria prophylaxis for the breast-fed infant.

Fertility
There are no data on the effect of hydroxychloroquine on human fertility. In rats, the structurally related
substance chloroquine phosphate a negative impact on fertility has been shown (see section 5.3).

4.7 Effects on ability to drive and use machines

Even when used as directed, this medicine may alter reaction capacity and vision as a result of central
nervous side effects (headache, drowsiness, dizziness, confusion states, visual disturbances) to such a
degree that the ability to drive or operate machines is adversely affected. This applies particularly at

the beginning of treatment and in conjunction with alcohol or tranquillizers.

4.8 Undesirable effects
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The assessment of undesirable effects is based on the following frequencies:
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)

Not known (the frequency cannot be calculated from the available data)

The majority of the undesirable effects observed after taking Quensyl are dose-dependent. They occur
particularly with plasma concentrations above 250 pg/l.

The following undesirable effects were observed:

Blood and lymphatic system disorders

Not known:  bone-marrow depression, anaemia, thrombocytopenia, leucopenia, agranulocytosis,
pancytopenia and aplastic anaemia
Acquired methaemoglobinaemia and eosinophilia, including that which involves
eosinophilic infiltration of the tissue (mainly the lungs), have been observed very
rarely on treatment with chloroquine phosphate. Due to the structural similarity, the
onset of these undesirable effects with Quensyl cannot be ruled out.

Immune system disorders
Not known:  Urticaria, angioedema and bronchospasm

Metabolism and nutrition disorders

Common: decreased appetite

Not known:  hypoglycaemia (see section 4.4)
Quensyl may exacerbate porphyria.

Psychiatric disorders

Common: Affect lability
Uncommon: Sleep disturbances or somnolence, nervousness, confusional states, or paraesthesia,
Not known:  outbreak of psychosis. Also, suicidal behaviour occured.

Nervous system disorders

Common: Headache
Uncommon: Dizziness
Not known: Convulsions

Eye disorders

Common: Blurring of vision as a result of a disturbance of accommodation, dose-dependent and
reversible.

Uncommon: Retinopathies with altered pigmentation and scotomata may occur in rare cases. The
early form appears to be reversible after discontinuation of hydroxychloroquine. In
cases of advanced retinopathy there is a risk of progression, even after discontinuation
of therapy. Patients with retinal changes may initially be symptomless or they may
display partial visual field losses or defects of the paracentral or pericentral ring type,
which may also occur temporarily, and abnormal colour vision.

Corneal changes including oedema and corneal opacity have been reported. They are
either symptomless or may cause disturbances such as haloes, blurring of vision or
photophobia. They may be transient or are reversible after discontinuation of Quensyl.

50



Particularly in cases of long-term treatment, irreversible retinopathies with an effect on
colour vision as the earliest symptom may occur; later, pigmentations, losses of visual
field, scintillating scotomata and loss of vision may also occur.

However, the incidence of retinopathies caused by Quensyl is dependent on the daily
dose. When the daily dose (6.5 mg/kg bodyweight or less in long-term therapy and

normal renal function) is strictly adhered to, retinal changes have been observed rarely.

Not known:  Cases of maculopathies and macular degeneration have been reported and may be
irreversible.

Ear and labyrinth disorders
Uncommon:  vertigo, tinnitus
Not known:  deafness.

Cardiac and vascular disorders

Not known:  Cardiomyopathy which may result in cardiac failure (see section 4.4). ECG-changes
(like depression of the T-wave on the ECG) may occur during therapy with
Quensyl.Chronic toxicity is to be suspected in cases of conduction disorders (bundle
branch block/AV Block) and also in biventricular hypertrophy. The symptoms may
regress after discontinuing Quensyl.
Cardiovascular reactions (e.g. blood pressure drop) have been reported on treatment
with the structurally related substance chloroquine phosphate, and cannot be excluded
for Quensyl due to the structural similarity.

Gastrointestinal disorders

Very common: gastric pain, nausea,

Common: flatulence, diarrhoea with weight loss, and vomiting. These symptoms usually
disappear immediately after a dose reduction or discontinuation of Quensyl.

Hepatobiliary disorders

Uncommon: hepatic damage or an increase in pre-existing hepatic damage (changes in liver
enzyme and bilirubin levels),

Not known:  fulminant hepatic failure.

Skin and subcutaneous tissue disordersr

Common: rashes, pruritus

Uncommon: pigment disturbances affecting skin, mucosa and hair (dark discolouration of skin
exposed to light, discolouration of the oral mucous membranes, bleaching or greying
of the hair) or hair loss occur which usually resolve readily on stopping treatment.

Not known:  Bullous eruptions including erythema multiforme, toxic epidermal necrolysis, Stevens-
Johnson syndrome and exfoliative dermatitis, Drug Rash with Eosinophilia and
Systemic Symptoms (DRESS syndrome), photosensitivity and acute generalised
exanthematous pustulosis (AGEP) can occur, which must be differentiated from
psoriasis. It can occur together with fever and hyperleucocytosis. The outcome after
discontinuation of the drug is generally favourable.
Further, in rare cases exacerbation of porphyria cutanea tarda with porphyrinuria or
exacerbation of psoriasis can occur. Very rarely,

Musculoskeletal and connective tissue disorders

Uncommon:  Sensorymotor disorders

Not known:  Myopathies of the skeletal musculature or neuromyopathy leading to progressive
weakness and atrophy of the proximal muscle groups. These myopathies may resolve
after discontinuation of Quensyl, but sometimes it may take a few months.
Depression of tendon reflexes and abnormal conduction disturbances.
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Renal and urinary disorders
Reversible phospholipidosis (increased accumulation of intracellular phospholipids) including renal
phospholipidosis has also been observed very rarely during long-term treatment with the structurally

related substance chloroquine phosphate. Because of the structural similarity the occurrence of such an

undesirable effect cannot be excluded. In this case, an existing limited renal function may deteriorate
further.

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

Bundesinstitut fiir Arzneimittel und Medizinprodukte
Abt. Pharmakovigilanz

Kurt-Georg-Kiesinger-Allee 3

D-53175 Bonn

Website: www.bfarm.de

49 Overdose

Symptoms of intoxication

Symptoms of a severe overdose of hydroxychloroquine in the prodromal stage are headache, visual
disturbances, convulsions , hypokalaemia, cardiac arrhythmias and cardiac conduction disturbances
(including QT prolongation, torsade de pointe, ventricular tachycardia and ventricular fibrillation)
and cardiovascular collapse. A fall in blood pressure may develop as well as a shock state, with loss
of consciousness and convulsions. Respiratory and cardiac arrest may suddenly occur and may be
fatal. As these effects may appear shortly after overdose, immediate medical attention is required.

A severe overdose with 2 to 5 g in may result in death within 1 to 3 hours as a result of a paralytic
effect on the heart, circulation and respiration. Overdosage with 4-aminoquinolines is dangerous
particularly in infants, as little as 1-2 g having proved fatal.

Therapy of intoxications
No specific antidote is known.

The stomach should be emptied immediately by means of induced vomiting or gastric lavage. If the
overdose was ingested within the last 30 minutes, activated charcoal (in a dose of at least five times
that of the overdose) administered by gastric tube, followed by gastric lavage, may reduce further
absorption. Respiratory and circulatory support (adrenaline) must be be instituted as necessary.

The convulsions must be suppressed by means of benzodiazepines (diazepam), phenobarbital, if
necessary by peripheral muscle relaxants, in ventilated patients. Parenterally administered diazepam
may reduce the chloroquine-induced cardiotoxicity.

Haemodialysis is not appropriate as treatment. Any pronounced hypokalaemia must be corrected.

Once the acute phase has subsided and the patient remains symptom-free, close monitoring is
necessary for at least 6 hours.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: remedy for malaria/ aminoquinoline, ATC-Code: PO1B A02
Hydroxychloroquine belongs to the group of 4-aminoquinolines, which are suitable for malaria
prophylaxis and malaria treatment.

The antimalarial effect of hydroxychloroquine is explained among other things by the binding of 4-
aminoquinolines to porphyrin, leading to destruction or inhibition of asexual forms (schizonts) of
non-resistant Plasmodia in the erythrocytes and disturbances of the development of sexual forms
(gametocytes) in Plasmodium ovale, Plasmodium vivax, Plasmodium malariae and immature forms
of Plasmodium falciparum.

During long-term treatment, hydroxychloroquine can modify the course of rheumatoid arthritis and
bring it into remission. In most experimental animal models of inflammation hydroxychloroquine
displays no effect.

The antirheumatic effect might occur by means of an immunosuppressive effect e.g. through
inhibition of complement and antigen-antibody reaction.

In addition, its effect in systemic lupus erythematosus has been confirmed.
5.2 Pharmacokinetic properties

After oral administration hydroxychloroquine is rapidly and almost completely absorbed, and is
distributed in the tissues in different concentrations. The peak blood levels are reached after 4 hours.
The volume of distribution is large. In whole blood the major part of the hydroxychloroquine is
bound to the cellular elements. The proportion found in the plasma is approx. 50 % bound to plasma
proteins. Hydroxychloroquine accumulates in blood cells and other organs. In the heart, lung,
kidneys and liver more than 10 times the plasma concentration is found, in parenchymatous cells 100
to 500 times, and in pigmented cells up to 1000 times.

Excretion from the deep compartments takes place only slowly. The half-life, calculated on the basis
of a multi-compartment system, is 30 to 60 days.

Hydroxychloroquine is essentially broken down into two active metabolites. The principal
metabolite is desethylhydroxychloroquine.

For malaria prophylaxis plasma levels above 9.6 ug/l (30 nmol/l), i.e. about 12.8 to 32 pg/l are
necessary. For malaria therapy plasma levels of 96 to 192 ug/l are required.

Excretion takes place mainly via the faeces and only to a lesser degree via the kidneys. About 60 %
of the material excreted with the urine consists of the unchanged substance.

5.3 Preclinical safety data

There are no regular studies available on chronic toxicity. There is no information with regard to
carcinogenicity. A mutagenic potential could not be excluded.

The structurally related substance chloroquine phosphate crosses the placenta and accumulates in rat
and monkey adrenal cortex and retina. In rats, high maternal doses of chloroquin have shown to be
fetotoxic and caused anophthalmia and microphthalmia. Chloroquine was shown to decrease
testosterone secretion, reduce testis and epididymis weight and lead to abnormal sperm cells.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Lactose-monohydrate, Povidone (MW: appr. 25 000) , maize starch, magnesium stearate (Ph. Eur.)
[vegetable], hypromellose, macrogol (4000), titanium dioxide (E 171).

6.2 Incompatibilities

Not applicable.

6.3  Shelf-life

3 years.

6.4  Special precautions for storage
No special precautions for storage.

6.5 Nature and contents of container
PVC-Aluminium blister packs.

Packs with

30  film-coated tablets

100 film-coated tablets

6.6 Special precautions for disposal
No special instructions.

7. MARKETING AUTHORISATION HOLDER
Sanofi-Aventis Deutschland GmbH
65926 Frankfurt am Main

Postal address:

Postfach 80 08 60

65908 Frankfurt am Main

Telephone:(0180) 222 20 10
Telefax: (0180) 22220 11

E-Mail: medinfo.de@sanofi.com
8. MARKETING AUTHORISATION NUMBER

6584604.00.00
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Date of first authorisation: 08.07.1996
Date of last renewal: 10.07.2013

10. DATE OF REVISION OF THE TEXT
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11. PRESCRIPTION STATUS / LEGAL CATEGORY

Prescription-only medicine.
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RESUME DES CARACTERISTIQUES DU PRODUIT
1. DENOMINATION DU MEDICAMENT
PLAQUENIL 200 mg, comprimé pelliculé

2. COMPOSITION QUALITATIVE ET QUANTITATIVE

Sulfate d'hydroXyChlOrOQUINE ...........cooiiiiiiiiiiie e

Pour un comprimé pelliculé.
Pour la liste compléte des excipients, voir rubrique 6.1.
3. FORME PHARMACEUTIQUE
Comprimé pelliculé.
4. DONNEES CLINIQUES
4.1. Indications thérapeutiques
Traitement symptomatique d'action lente de la polyarthrite rhumatoide.
Lupus érythémateux discoide.
Lupus érythémateux subaigu.

Traitement d'appoint ou prévention des rechutes des lupus systémiques.
Prévention des lucites.

4.2. Posologie et mode d'administration

Mode d'administration

Voie orale.
Les comprimés sont a prendre aprés la fin des repas.

Durée d'administration

Elle peut se prolonger pendant plusieurs mois.
Posologie
Réservé a l'adulte et a I'enfant a partir de 6 ans.

Traitement de la polyarthrite rhumatoide:

¢ Chez l'adulte:
2 a 3 comprimeés par jour en traitement d'attaque, en 2 ou 3 prises.
1 a 2 comprimés par jour en traitement d'entretien, en 1 ou 2 prises.

¢ Chez I'enfant:
10 a 20 mg/kg et par jour pendant une durée minimale de 6 mois.
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Lupus érythémateux discoide ou subaigu:

Initialement 1 & 2 comprimés par jour (200 a 400 mg/jour) jusqu'a disparition des lésions, pouvant étre
augmentée a 3 comprimés (600 mg) par jour, en cas de non-réponse aprés 1 a 2 mois.

La posologie est réduite progressivement, aprés obtention de la rémission, & 100 mg par jour pendant
plusieurs mois, voire 200 a 300 mg par semaine sur plusieurs années.

Prévention des rechutes de lupus systémique:

Une posologie quotidienne en hydroxychloroquine inférieure a 7 mg/kg de poids idéal est en général
suffisante.

Prévention des lucites:

2 a 3 comprimés (soit 400 a 600 mg d'hydroxychloroquine) par jour a débuter 7 jours avant le début
de I'exposition solaire, puis a poursuivre pendant les 15 premiers jours.

4.3. Contre-indications

Ce médicament est contre-indiqué dans les cas suivants:

e retinopathies,

e hypersensibilité a la chloroquine ou a I'hydroxychloroquine ou a I'un des autres constituants de ce
médicament,

e allaitement (voir rubrique 4.6),

e enfant de moins de 6 ans en raison de la forme pharmaceutique non adaptée avant cet age.

4.4. Mises en garde spéciales et précautions d'emploi

Mises en garde

Chez les patients atteints d'affections rhumatologiques ou dermatologiques traités au long cours par
des doses élevées d'hydroxychloroquine, une rétinopathie peut survenir.

Afin de dépister les complications rétiniennes liées a I'utilisation de ce médicament, qui peut
exceptionnellement mener a une maculopathie irréversible, il conviendra de rechercher une anomalie
ophtalmologique avant le début ou dans les premiéres semaines du traitement chez les patients pour
lesquels un traitement au long cours est envisagé.

Cette recherche d'une anomalie ophtalmologique peut étre effectuée par un questionnaire ciblé sur les
troubles visuels et une évaluation de l'acuité visuelle par lecture de textes et de caractéres de
différentes tailles avec chaque ceil séparément.

Le caractere dose dépendant des effets indésirables oculaires ayant été établi, il conviendra de
rechercher la dose minimale efficace.

En cours de traitement, les modalités et la fréquence de surveillance ophtalmologique sont a définir en
fonction de:

e La dose quotidienne prescrite:

Les doses d'hydroxychloroquine inférieures a 6,5 mg/kg/j sont considérées comme les doses a faible
risque chez les patients présentant un poids idéal. Les taux d'hydroxychloroquine retrouvés dans le
tissu adipeux étant tres faibles, le poids absolu ne devra pas étre utilisé dans la détermination de la
dose a administrer chez les patients obéses.
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e La durée du traitement:
Aux doses inférieures a 6,5 mg/kg/j, le risque de perte permanente de I'acuité visuelle est considéré
comme faible pendant les 10 premiéres années de traitement,

e La présence de facteurs de risque supplémentaires comme I'age du patient supérieur a 65 ans,
l'insuffisance rénale chronique, I'existence éventuelle d'une atteinte oculaire préalable.

Chez les patients avec une acuité visuelle normale, traités par des doses d'hydroxychloroquine
considérées comme des doses a faible risque et sans autre facteur de risque préalable, un suivi
clinique peut étre effectué une fois par an (questionnaire, évaluation de l'acuité visuelle).

Chez les patients ayant une anomalie ophtalmologique préexistante ou un autre facteur de risque, un
suivi ophtalmologique adapté plus rapproché peut étre effectué.

Si une perturbation visuelle se produit (acuité visuelle, vision des couleurs ...), le médicament devra
étre immédiatement interrompu et le patient suivi attentivement en raison d'une aggravation possible
de I'anomalie. Des modifications rétiniennes (et des perturbations visuelles) peuvent progresser méme
apres l'arrét du traitement.

La survenue en début de traitement d'un érythéme généralisé fébrile associé a des pustules doit faire
suspecter une pustulose exanthématique généralisée (voir rubrique 4.8); elle impose l'arrét du
traitement et contre-indique toute nouvelle administration.

Des neuromyopathies ont été rapportées. Elles peuvent étre réversibles mais la récupération peut
prendre plusieurs mois. Lors de la survenue de tels effets, le traitement par Plaquenil doit étre arrété
immédiatement (voir rubrique 4.8).

Bien que la toxicité hématologique soit rare, il est recommandé de pratiquer une surveillance réguliére
de 'hémogramme et d'arréter le traitement en cas d'anomalies de celui-ci.

De rares cas d'agranulocytose, d'aplasie médullaire (nécessitant une surveillance réguliere de
I'hémogramme) et de cardiomyopathies ont été rapportés. Lors de la survenue de tels effets, le
traitement par Plaguenil doit étre arrété immédiatement (voir rubrique 4.8).

Ce médicament contient du lactose. Son utilisation est déconseillée chez les patients présentant une
intolérance au galactose, un déficit en lactase de Lapp ou un syndrome de malabsorption du glucose
et du galactose (maladies héréditaires rares).

Précautions d'emploi

Utilisation prudente de I'hydroxychloroquine en cas d'insuffisance hépatique ou rénale (adapter la
posologie), de psoriasis (aggravation des lésions).

Chez les sujets atteints de porphyrie intermittente, la prise d'hydroxychloroquine peut déclencher la
survenue d'une crise aigué.

L’hydroxychloroquine appartient a la classe des amino-4-quinoléines. D’autres médicaments de cette
classe ont entrainé une hémolyse aigué chez les sujets porteurs d’'un déficit enzymatique en G6PD.

Bien qu’aucun cas d’hémolyse n’ait été rapporté a cette substance, par principe, sa prescription chez
ces personnes doit prendre en compte ce risque et le recours a une alternative thérapeutique, si elle
existe, est recommandé. Si la prescription de ce médicament est nécessaire, la survenue d’une
hémolyse éventuelle devra étre dépistée.
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4.5. Interactions avec d'autres médicaments et autres formes d'interactions

Associations faisant I'objet de précautions d’emploi

+ ciclosporine

Risque d’augmentation des concentrations sanguines de ciclosporine et de la créatininémie.

Dosage des concentrations sanguines de ciclosporine, contréle de la fonction rénale et adaptation de
la posologie pendant I'association et aprés I'arrét de I’hydroxychloroquine.

+ hormones thyroidiennes

Risque d’hypothyroidie clinique chez les patients substitués par hormones thyroidiennes.

Surveillance des concentrations sériques de T3 et de T4 et adaptation, si besoin, de la posologie de
’hormone thyroidienne pendant le traitement par I'hydroxychloroquine et aprés son arrét.

+ topiques gastro-intestinaux, antiacides et charbon

Diminution de I'absorption digestive de I'hydroxychloroquine.

Prendre les topiques gastro-intestinaux et antiacides a distance de I'hydroxychloroquine (plus de 2
heures, si possible).

Associations a prendre en compte

+ cimétidine
Ralentissement de I'élimination de I'hydroxychloroquine et risque de surdosage.

+ autres médicaments abaissant le seuil épileptogéne
Risque accru de convulsions.

4.6. Grossesse et allaitement
Grossesse
Les données animales ne permettent pas de conclure.

Chez I'hnomme, I'hydroxychloroquine passe le placenta, la concentration dans le sang feetal est
similaire a la concentration sanguine maternelle. Les données cliniques ne mettent pas en évidence
d'effet malformatif ou foetotoxique particulier, mais sont encore limitées a ce jour.

Compte tenu du bénéfice thérapeutique dans des pathologies trés particulieres (connectivites) mais
en raison de son profil d'effets indésirables, notamment ophtalmologiques, I'utilisation de
I'nydrochloroquine n'est envisageable pendant la grossesse que dans les situations ou l'arrét du
traitement expose la femme enceinte a une poussée évolutive de sa pathologie.

En cas de traitement prolongé pendant la grossesse, tenir compte pour le suivi de I'enfant, du profil
d'effets indésirables de I'hydroxychloroquine, notamment ophtalmologiques.

Allaitement

L'hydroxychloroquine passe dans le lait maternel. Compte tenu de la nature de ses effets indésirables,
I'allaitement est contre-indiqué en cas de traitement par ce médicament.

4.7. Effets sur I'aptitude a conduire des véhicules et a utiliser des machines

L'attention est attirée, notamment chez les conducteurs de véhicules et les utilisateurs de machines,
sur les risques de troubles de I'accommodation attachés a I'emploi de ce produit.
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4.8. Effets indésirables

Effets oculaires

o Des modifications au niveau de la cornée (cedéme, déplts cornéens) ont été rapportées. Soit
elles sont asymptomatiques, soit elles provoquent des perturbations telles que des halos ou une
photophobie. Elles sont réversibles a I'arrét du traitement.

e Une vision floue due a des troubles de I'accommodation peut également survenir. Elle est dose
dépendante.

e Rarement rétinopathies avec des anomalies de la pigmentation rétinienne et amputation du
champ visuel imposant l'arrét immédiat du traitement. Ces atteintes rétiniennes peuvent étre
asymptomatiques au début ou peuvent se manifester par la survenue de scotomes a type
d'anneau paracentral et péricentral ou des scotomes temporaux et de visions anormales des
couleurs (voir rubrique 4.4).

Effets gastro-intestinaux

Nausées, vomissements, diarrhées, anorexie, douleur abdominale. Ces symptdmes disparaissent
généralement dés la réduction de la dose ou a l'arrét du traitement.

Effets cutanéo-mugueux

e Prurit, éruption cutanée, modification ardoisée de la pigmentation de la peau ou des muqueuses,
décoloration des cheveux. Ces anomalies disparaissent généralement aprés l'arrét du traitement.

¢ Quelques cas de dermite exfoliative et d'alopécie ont été rapportés.

o Possible aggravation d'un psoriasis qui régresse a l'arrét du traitement.

o Des éruptions bulleuses incluant de trés rares cas d'érythéme polymorphe et de syndrome de
Stevens-Johnson, et une photosensibilité.

e Une pustulose exanthématique aigué généralisée peut survenir (voir rubrique 4.4).

Effets neuro-musculaires

Neuropathies surtout motrice conduisant a une faiblesse progressive et a une atrophie des groupes
de muscles proximaux (voir rubrique 4.4).

Effets cardiovasculaires

Une cardiomyopathie a été rarement rapportée, elle peut se traduire par des troubles de la conduction
(bloc de branche / bloc auriculo-ventriculaire) ou une hypertrophie ventriculaire (voir rubrique 4.4).

Effets hématologigues

Des cas exceptionnels d'aplasie médullaire ont été rapportés (voir rubrique 4.4).

Des désordres hématologiques tels que des anémies, des anémies aplasiques, des agranulocytoses,
des leuconeutropénies et des thrombocytopénies ont été rapportés.

Possibilité de crise aigué de porphyrie chez les sujets atteints de porphyrie intermittente ou
d'hémolyse aigué chez les porteurs d'un déficit en glucose-6-phosphate-déshydrogénase.

Effets ototoxiqgues

Acouphénes, vertiges, exceptionnels cas de surdité.
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Effets sur le SNC

Peu fréquemment, des céphalées, une nervosité, des psychoses et des convulsions ont été rapportés
avec cette classe de médicament.

Effets hépatiques

Augmentation des transaminases (exceptionnellement hépatite fulminante).

Effets sur le systéme immunitaire

Des cas d'urticaire, d’angicedéme et de bronchospasme ont été rapportés.
4.9. Surdosage

Signes clinigues d'un surdosage

e doses absorbées = 25 mg/kg,

e céphalées, troubles visuels, collapsus cardiovasculaire, hypokaliémie, troubles du rythme,
troubles de la conduction et convulsions, rapidement suivis d'un arrét respiratoire et cardiaque
brutal.

Conduite a tenir

Ces effets peuvent apparaitre tres vite aprés ingestion d'une dose massive, la prise en charge devra
étre rapide: lavage gastrique, charbon activé, réanimation symptomatique.

Le traitement spécifique est le diazépam par voie parentérale en milieu spécialisé.
5. PROPRIETES PHARMACOLOGIQUES

5.1. Propriétés pharmacodynamiques

AUTRES MEDICAMENTS DES DESORDRES MUSCULO-SQUELETTIQUES
(M: appareil locomoteur)

(D: dermatologie)

La substitution du groupe hydroxyéthyl au groupement éthyl sur la chaine latérale de la 4-amino-
quinoléine lui confére une action anti-inflammatoire et antalgique.

L'effet antalgique peut apparaitre rapidement. L'action sur les signes articulaires est en général
retardée.

Un ralentissement de la vitesse de sédimentation peut étre observé.
5.2. Propriétés pharmacocinétiques

résorption rapide par le tractus digestif,

taux plasmatique maximal en 1 a 2 heures, durable par liaison aux protéines plasmatiques,
tropismes hépatique et rénal,

métabolisation par alkylation et glycuroconjugaison,

élimination rénale lente.
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5.3. Données de sécurité préclinique

Sans objet.

6. DONNEES PHARMACEUTIQUES

6.1. Liste des excipients

Lactose monohydraté, povidone, amidon de mais, stéarate de magnésium.
Pelliculage:

Hypromellose, macrogol 4000, dioxyde de titane (E171), lactose monohydraté.
6.2. Incompatibilités

Sans objet.

6.3. Durée de conservation

3 ans.

6.4. Précautions particuliéres de conservation

Pas de précautions particulieres de conservation.

6.5. Nature et contenu de I'emballage extérieur

30 comprimés sous plaquettes thermoformées (PVC/Aluminium).

6.6. Précautions particulieres d’élimination et de manipulation

Pas d'exigences particuliéres.

7. TITULAIRE DE L’AUTORISATION DE MISE SUR LE MARCHE

SANOFI-AVENTIS FRANCE
1-13, boulevard Romain Rolland
75014 Paris

8. NUMERO(S) D’AUTORISATION DE MISE SUR LE MARCHE

o 364 414-6: 30 comprimés sous plaquettes thermoformées (PVC/Aluminium).

9. DATE DE PREMIERE AUTORISATION/DE RENOUVELLEMENT DE L’AUTORISATION
[a compléter par le titulaire]

10. DATE DE MISE A JOUR DU TEXTE

Janvier 2010/V1_IAM

11. DOSIMETRIE

Sans objet.
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12. INSTRUCTIONS POUR LA PREPARATION DES RADIOPHARMACEUTIQUES

Sans objet.

CONDITIONS DE PRESCRIPTION ET DE DELIVRANCE
Médicament non soumis a prescription médicale.
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PLAQUENIL®
HYDROXYCHLOROQUINE SULFATE, USP

WARNING
PHYSICIANS SHOULD COMPLETELY FAMILIARIZE THEMSELVES WITH THE
COMPLETE CONTENTS OF THIS LEAFLET BEFORE PRESCRIBING
HYDROXYCHLOROQUINE.

DESCRIPTION
Hydroxychloroquine sulfate is a colorless crystalline solid, soluble in water to at least 20 percent;
chemically the drug is 2-[[4-[(7-Chloro-4-quinolyl) amino]pentyl] ethylamino] ethanol sulfate

(1:1).

PLAQUENIL (hydroxychloroquine sulfate) tablets contain 200 mg hydroxychloroquine sulfate,
equivalent to 155 mg base, and are for oral administration.

Inactive Ingredients: Dibasic Calcium Phosphate, Hydroxypropyl Methylcellulose, Magnesium
Stearate, Polyethylene glycol 400, Polysorbate 80, Corn Starch, Titanium Dioxide.

ACTIONS
The drug possesses antimalarial actions and also exerts a beneficial effect in lupus erythematosus
(chronic discoid or systemic) and acute or chronic rheumatoid arthritis. The precise mechanism
of action is not known.

INDICATIONS
PLAQUENIL is indicated for the suppressive treatment and treatment of acute attacks of malaria
due to Plasmodium vivax, P. malariae, P. ovale, and susceptible strains of P. falciparum. It is
also indicated for the treatment of discoid and systemic lupus erythematosus, and rheumatoid
arthritis.

CONTRAINDICATIONS
Use of this drug is contraindicated (1) in the presence of retinal or visual field changes
attributable to any 4-aminoquinoline compound, (2) in patients with known hypersensitivity to 4-
aminoquinoline compounds, and (3) for long-term therapy in children.

WARNINGS, General
PLAQUENIL is not effective against chloroquine-resistant strains of P. falciparum.

Before starting a long-term treatment, both eyes should be carefully examined for visual
acuity, central visual field, and color vision. Examination should also include fundoscopy.
These examinations should be repeated at least annually. Retinal toxicity is largely dose-
related.
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The risk of retinal damage is small with daily doses of up to 6.5 mg/kg body weight. Exceeding
the recommended daily dose sharply increases the risk of retinal toxicity. This examination
should be more frequent and adapted to the patient in the following situations:

- daily dosage exceeding 6.5 mg/kg ideal body weight. Absolute body weight used as a guide to
dosage could result in an overdosage in the obese;

- renal insufficiency;

- cumulative dose more than 200 g;

- elderly;

- impaired visual acuity.

If any visual disturbance occurs (visual acuity, color vision), the drug should be immediately
discontinued and the patient closely observed for possible progression of the abnormality.
Retinal changes (and visual disturbances) may progress even after cessation of the therapy. (see
ADVERSE REACTIONS).

Suicidal behavior has been reported in very rare cases in patients treated with
hydroxychloroquine.

Children are especially sensitive to the 4-aminoquinoline compounds. A number of fatalities
have been reported following the accidental ingestion of chloroquine, sometimes in relatively
small doses (0.75 g or 1 g in one 3-year-old child). Patients should be strongly warned to keep
these drugs out of the reach of children.

Use of PLAQUENIL in patients with psoriasis may precipitate a severe attack of psoriasis.
When used in patients with porphyria the condition may be exacerbated. The preparation should
not be used in these conditions unless in the judgment of the physician the benefit to the patient
outweighs the possible hazard.

Usage in Pregnancy—Usage of this drug during pregnancy should be avoided except in the
suppression or treatment of malaria when in the judgment of the physician the benefit outweighs
the possible hazard. It should be noted that radioactively-tagged chloroquine administered
intravenously to pregnant, pigmented CBA mice passed rapidly across the placenta. It
accumulated selectively in the melanin structures of the fetal eyes and was retained in the ocular
tissues for five months after the drug had been eliminated from the rest of the body.

PRECAUTIONS, General
Antimalarial compounds should be used with caution in patients with hepatic disease or
alcoholism or in conjunction with known hepatotoxic drugs.

Periodic blood cell counts should be made if patients are given prolonged therapy. If any severe
blood disorder appears which is not attributable to the disease under treatment, discontinuation of

the drug should be considered. The drug should be administered with caution in patients having
G-6-PD (glucose-6-phosphate dehydrogenase) deficiency.

ADVERSE REACTIONS
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Psychiatric disorders: Nervousness, emotional lability, psychosis, suicidal behavior.

Nervous system disorders: Dizziness, headache, and convulsions have been reported with this
class of drugs.

Eye disorders: Retinopathy with changes in pigmentation and visual field defects have been
reported. In its early form, it appears reversible on discontinuation of hydroxychloroquine. If
allowed to develop, there may be a risk of progression even after treatment withdrawal. Cases of
maculopathies and macular degeneration have been reported and may be irreversible.

Skin and subcutaneous tissue disorders: Bullous eruptions including very rare cases of
Erythema multiforme, Stevens-Johnson syndrome, toxic epidermal necrolysis, photosensitivity,
and exfoliative dermatitis have been reported.

OVERDOSAGE
The 4-aminoquinoline compounds are very rapidly and completely absorbed after ingestion, and
in accidental overdosage, or rarely with lower doses in hypersensitive patients, toxic symptoms
may occur within 30 minutes. The symptoms of overdosage may include headache, drowsiness,
visual disturbances, cardiovascular collapse, convulsions, hypokalemia, rhythm and conduction
disorders including QT prolongation, torsade de pointe, ventricular tachycardia and ventricular
fibrillation, followed by sudden potentially fatal respiratory and cardiac arrest. Immediate
medical attention is required, as these effects may appear shortly after the overdose. Treatment is
symptomatic and must be prompt with immediate evacuation of the stomach by emesis (at home,
before transportation to the hospital) or gastric lavage until the stomach is completely emptied.
If finely powdered, activated charcoal is introduced by the stomach tube, after lavage, and within
30 minutes after ingestion of the tablets, it may inhibit further intestinal absorption of the drug.
To be effective, the dose of activated charcoal should be at least five times the estimated dose of
hydroxychloroquine ingested. Convulsions, if present, should be controlled before attempting
gastric lavage. If due to cerebral stimulation, cautious administration of an ultrashort-acting
barbiturate may be tried but, if due to anoxia, it should be corrected by oxygen administration,
artificial respiration or, in shock with hypotension, by vasopressor therapy. Because of the
importance of supporting respiration, tracheal intubation or tracheostomy, followed by gastric
lavage, may also be necessary. Exchange transfusions have been used to reduce the level of 4-
aminoquinoline drug in the blood.

A patient who survives the acute phase and is asymptomatic should be closely observed for at
least six hours. Fluids may be forced, and sufficient ammonium chloride (8 g daily in divided
doses for adults) may be administered for a few days to acidify the urine to help promote urinary
excretion in cases of both overdosage and sensitivity.

MALARIA

Actions
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Like chloroquine phosphate, USP, PLAQUENIL is highly active against the erythrocytic forms
of P. vivax and P. malariae and most strains of P. falciparum (but not the gametocytes of P.
falciparum).

PLAQUENIL does not prevent relapses in patients with P. vivax or P. malariae malaria because
it is not effective against exo-erythrocytic forms of the parasite, nor will it prevent P. vivax or P.
malariae infection when administered as a prophylactic. It is highly effective as a suppressive
agent in patients with P. vivax or P. malariae malaria, in terminating acute attacks, and
significantly lengthening the interval between treatment and relapse. In patients with P.
falciparum malaria, it abolishes the acute attack and effects complete cure of the infection, unless
due to a resistant strain of P. falciparum.

Indications
PLAQUENIL is indicated for the treatment of acute attacks and suppression of malaria.

Warnings
In recent years, it has been found that certain strains of P. falciparum have become resistant to 4-
aminoquinoline compounds (including hydroxychloroquine) as shown by the fact that normally
adequate doses have failed to prevent or cure clinical malaria or parasitemia. Treatment with
quinine or other specific forms of therapy is therefore advised for patients infected with a
resistant strain of parasites.

Before starting a long-term treatment, both eyes should be carefully examined for visual
acuity, central visual field and color vision. Examination should also include fundoscopy.
These examinations should be repeated at least annually. Retinal toxicity is largely dose-
related.

The risk of retinal damages is small with daily doses of up to 6.5 mg/kg body weight. Exceeding
the recommended daily dose sharply increases the risk of retinal toxicity. This examination
should be more frequent and adapted to the patient in the following situations:

- daily dosage exceeding 6.5 mg/kg ideal body weight. Absolute body weight used as a guide to
dosage could result in an overdosage in the obese;

- renal insufficiency;

- cumulative dose more than 200 g;

- elderly;

- impaired visual acuity.

If any visual disturbance occurs (visual acuity, color vision), the drug should be immediately
discontinued and the patient closely observed for possible progression of the abnormality.
Retinal changes (and visual disturbances) may progress even after cessation of the therapy. (see
ADVERSE REACTIONS).

Suicidal behavior has been reported in very rare cases in patients treated with
hydroxychloroquine.
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Adverse Reactions
Following the administration in doses adequate for the treatment of an acute malarial attack, mild
and transient headache, dizziness, and gastrointestinal complaints (diarrhea, anorexia, nausea,
abdominal cramps and, on rare occasions, vomiting) may occur. Cardiomyopathy has been
rarely reported with high daily dosages of hydroxychloroquine.

Psychiatric disorders: Nervousness, emotional lability, psychosis, suicidal behavior.

Nervous system disorders: Dizziness, headache, and convulsions have been reported with this
class of drugs.

Eye disorders: Retinopathy with changes in pigmentation and visual field defects have been
reported. In its early form, it appears reversible on discontinuation of hydroxychloroquine. If
allowed to develop, there may be a risk of progression even after treatment withdrawal. Cases of
maculopathies and macular degeneration have been reported and may be irreversible.

Skin and subcutaneous tissue disorders: Bullous eruptions including very rare cases of
Erythema multiforme, Stevens-Johnson syndrome, toxic epidermal necrolysis, photosensitivity
and exfoliative dermatitis have been reported.

Dosage and Administration
One tablet of 200 mg of hydroxychloroquine sulfate is equivalent to 155 mg base.

Malaria: Suppression— In adults, 400 mg (=310 mg base) on exactly the same day of each
week. In infants and children, the weekly suppressive dosage is 5 mg, calculated as base, per kg
of body weight, but should not exceed the adult dose regardless of weight.

If circumstances permit, suppressive therapy should begin two weeks prior to exposure.
However, failing this, in adults an initial double (loading) dose of 800 mg (=620 mg base), or in
children 10 mg base/kg may be taken in two divided doses, six hours apart. The suppressive
therapy should be continued for eight weeks after leaving the endemic area.

Treatment of the acute attack— In adults, an initial dose of 800 mg (= 620 mg base) followed by
400 mg (=310 mg base) in six to eight hours and 400 mg (=310 mg base) on each of two
consecutive days (total 2 g hydroxychloroquine sulfate or 1.55 g base). An alternative method,
employing a single dose of 800 mg (=620 mg base), has also proved effective.

The dosage for adults may also be calculated on the basis of body weight; this method is
preferred for infants and children. A total dose representing 25 mg of base per kg of body
weight is administered in three days, as follows:

First dose: 10 mg base per kg (but not exceeding a single dose of 620 mg base).

Second dose: 5 mg base per kg (but not exceeding a single dose of 310 mg base) 6 hours after
first dose.
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Third dose: 5 mg base per kg 18 hours after second dose.
Fourth dose: 5 mg base per kg 24 hours after third dose.

For radical cure of vivax and malariae malaria concomitant therapy with an 8-aminoquinoline
compound is necessary.

LUPUS ERYTHEMATOSUS AND
RHEUMATOID ARTHRITIS

Indications
PLAQUENIL is useful in patients with the following disorders who have not responded
satisfactorily to drugs with less potential for serious side effects: lupus erythematosus (chronic
discoid and systemic) and acute or chronic rheumatoid arthritis.

Warnings
PHYSICIANS SHOULD COMPLETELY FAMILIARIZE THEMSELVES WITH THE
COMPLETE CONTENTS OF THIS LEAFLET BEFORE PRESCRIBING PLAQUENIL.

Irreversible retinal damage has been observed in some patients who had received long-term or
high-dosage 4-aminoquinoline therapy for discoid and systemic lupus erythematosus, or
rheumatoid arthritis.

When prolonged therapy with any Antimalarial compound is contemplated, initial (base line) and
periodic (every three months) ophthalmologic examinations (including visual acuity, expert slit-
lamp, funduscopic, and visual field tests) should be performed.

If there is any indication of abnormality in the visual acuity, visual field, color vision, or retinal
macular areas (such as pigmentary changes, loss of foveal reflex), or any visual symptoms (such
as light flashes and streaks) which are not fully explainable by difficulties of accommodation or
corneal opacities, the drug should be discontinued immediately and the patient closely observed
for possible progression. Retinal changes (and visual disturbances) may progress even after
cessation of therapy (see ADVERSE REACTIONS).

Retinal toxicity is largely dose-related. The risk of retinal damages is small with daily doses of
up to 6.5 mg/kg body weight. Exceeding the recommended daily dose sharply increases the risk
of retinal toxicity. This examination should be more frequent and adapted to the patient in the
following situations:

- daily dosage exceeding 6.5 mg/kg ideal body weight. Absolute body weight used as a guide to
dosage could result in an overdosage in the obese;

- renal insufficiency;

- cumulative dose more than 200 g;

- elderly;

- impaired visual acuity.
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All patients on long-term therapy with this preparation should be questioned and examined
periodically, including the testing of knee and ankle reflexes, to detect any evidence of muscular
weakness. If weakness occurs, discontinue the drug.

In the treatment of rheumatoid arthritis, if objective improvement (such as reduced joint
swelling, increased mobility) does not occur within six months, the drug should be discontinued.
Safe use of the drug in the treatment of juvenile arthritis has not been established.

Suicidal behavior has been reported in very rare cases in patients treated with
hydroxychloroquine.

Precautions
Dermatologic reactions to PLAQUENIL may occur and, therefore, proper care should be
exercised when it is administered to any patient receiving a drug with a significant tendency to
produce dermatitis.

The methods recommended for early diagnosis of “chloroquine retinopathy” consist of (1)
funduscopic examination of the macula for fine pigmentary disturbances or loss of the foveal
reflex and (2) examination of the central visual field with a small red test object for pericentral or
paracentral scotoma or determination of retinal thresholds to red. Any unexplained visual
symptoms, such as light flashes or streaks, should also be regarded with suspicion as possible
manifestations of retinopathy.

If serious toxic symptoms occur from overdosage or sensitivity, it has been suggested that
ammonium chloride (8 g daily in divided doses for adults) be administered orally three or four
days a week for several months after therapy has been stopped, as acidification of the urine
increases renal excretion of the 4-aminoquinoline compounds by 20 to 90 percent. However,
caution must be exercised in patients with impaired renal function and/or metabolic acidosis.

Adverse Reactions
Not all of the following reactions have been observed with every 4-aminoquinoline compound
during long-term therapy, but they have been reported with one or more and should be borne in
mind when drugs of this class are administered. Adverse effects with different compounds vary
in type and frequency.

CNS Reactions: Irritability, nervousness, emotional changes, nightmares, psychosis, headache,
dizziness, vertigo, tinnitus, nystagmus, nerve deafness, convulsions, ataxia and suicidal behavior.

Neuromuscular Reactions: Skeletal muscle palsies or skeletal muscle myopathy or
neuromyopathy leading to progressive weakness and atrophy of proximal muscle groups which
may be associated with mild sensory changes, depression of tendon reflexes and abnormal nerve
conduction.

Ocular Reactions:
A. Ciliary body: Disturbance of accommodation with symptoms of blurred vision. This reaction
is dose-related and reversible with cessation of therapy.
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B. Cornea: Transient edema, punctate to lineal opacities, decreased corneal sensitivity. The
corneal changes, with or without accompanying symptoms (blurred vision, halos around lights,
photophobia), are fairly common, but reversible. Corneal deposits may appear as early as three
weeks following initiation of therapy.

The incidence of corneal changes and visual side effects appears to be considerably lower with
hydroxychloroquine than with chloroquine.

C. Retina: Macula: Edema, atrophy, abnormal pigmentation (mild pigment stippling to a
“bull’s-eye” appearance), loss of foveal reflex, increased macular recovery time following
exposure to a bright light (photo-stress test), elevated retinal threshold to red light in macular,
paramacular, and peripheral retinal areas. Cases of maculopathies and macular degeneration have
been reported and may be irreversible.

Other fundus changes include optic disc pallor and atrophy, attenuation of retinal arterioles, fine
granular pigmentary disturbances in the peripheral retina and prominent choroidal patterns in
advanced stage.

D. Visual field defects: Pericentral or paracentral scotoma, central scotoma with decreased visual
acuity, rarely field constriction, abnormal color vision.

The most common visual symptoms attributed to the retinopathy are: reading and seeing
difficulties (words, letters, or parts of objects missing), photophobia, blurred distance vision,
missing or blacked out areas in the central or peripheral visual field, light flashes and streaks.

Retinopathy appears to be dose related and has occurred within several months (rarely) to several
years of daily therapy; a small number of cases have been reported several years after
antimalarial drug therapy was discontinued. It has not been noted during prolonged use of
weekly doses of the 4-aminoquinoline compounds for suppression of malaria.

Patients with retinal changes may have visual symptoms or may be asymptomatic (with or
without visual field changes). Rarely scotomatous vision or field defects may occur without
obvious retinal change.

Retinopathy may progress even after the drug is discontinued. In a number of patients, early
retinopathy (macular pigmentation sometimes with central field defects) diminished or regressed
completely after therapy was discontinued. If allowed to develop, there may be a risk of
progression even after treatment withdrawal. Paracentral scotoma to red targets (sometimes
called “premaculopathy”) is indicative of early retinal dysfunction which is usually reversible
with cessation of therapy.

A small number of cases of retinal changes have been reported as occurring in patients who

received only hydroxychloroquine. These usually consisted of alteration in retinal pigmentation
which was detected on periodic ophthalmologic examination; visual field defects were also
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present in some instances. A case of delayed retinopathy has been reported with loss of vision
starting one year after administration of hydroxychloroquine had been discontinued.

Dermatologic Reactions: Bleaching of hair, alopecia, pruritus, skin and mucosal pigmentation,
photosensitivity, and skin eruptions (urticarial, morbilliform, lichenoid, maculopapular, purpuric,
erythema multiforme, erythema annulare centrifugum, Stevens-Johnson syndrome, toxic
epidermal necrolysis, acute generalized exanthematous pustulosis, and exfoliative dermatitis).

Hematologic Reactions: Various blood dyscrasias such as aplastic anemia, agranulocytosis,
leukopenia, anemia, thrombocytopenia (hemolysis in individuals with glucose-6-phosphate
dehydrogenase (G-6-PD) deficiency).

Gastrointestinal Reactions: Anorexia, nausea, vomiting, diarrhea, and abdominal cramps.
Isolated cases of abnormal liver function and fulminant hepatic failure.

Allergic Reactions: Urticaria, angioedema, and bronchospasm have been reported.

Miscellaneous Reactions: Weight loss, lassitude, exacerbation or precipitation of porphyria and
nonlight-sensitive psoriasis.

Cardiomyopathy has been rarely reported with high daily dosages of hydroxychloroquine.

Dosage and Administration
One tablet of hydroxychloroquine sulfate, 200 mg, is equivalent to 155 mg base.

Lupus erythematosus—Initially, the average adult dose is 400 mg (=310 mg base) once or twice
daily. This may be continued for several weeks or months, depending on the response of the
patient. For prolonged maintenance therapy, a smaller dose, from 200 mg to 400 mg (=155 mg
to 310 mg base) daily will frequently suffice.

The incidence of retinopathy has been reported to be higher when this maintenance dose is
exceeded.

Rheumatoid arthritis—The compound is cumulative in action and will require several weeks to
exert its beneficial therapeutic effects, whereas minor side effects may occur relatively early.
Several months of therapy may be required before maximum effects can be obtained. If
objective improvement (such as reduced joint swelling, increased mobility) does not occur
within six months, the drug should be discontinued. Safe use of the drug in the treatment of
juvenile rheumatoid arthritis has not been established.

Initial dosage—In adults, from 400 mg to 600 mg (=310 mg to 465 mg base) daily, each dose to
be taken with a meal or a glass of milk. In a small percentage of patients, troublesome side
effects may require temporary reduction of the initial dosage. Later (usually from five to ten
days), the dose may gradually be increased to the optimum response level, often without return
of side effects.
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Maintenance dosage—When a good response is obtained (usually in four to twelve weeks), the
dosage is reduced by 50 percent and continued at a usual maintenance level of 200 mg to 400 mg
(=155 mg to 310 mg base) daily, each dose to be taken with a meal or a glass of milk. The
incidence of retinopathy has been reported to be higher when this maintenance dose is exceeded.

Should a relapse occur after medication is withdrawn, therapy may be resumed or continued on
an intermittent schedule if there are no ocular contraindications.

Corticosteroids and salicylates may be used in conjunction with this compound, and they can
generally be decreased gradually in dosage or eliminated after the drug has been used for several
weeks. When gradual reduction of steroid dosage is indicated, it may be done by reducing every
four to five days the dose of cortisone by no more than from 5 mg to 15 mg; of hydrocortisone
from 5 mg to 10 mg; of prednisolone and prednisone from 1 mg to 2.5 mg; of
methylprednisolone and triamcinolone from 1 mg to 2 mg; and of dexamethasone from 0.25 mg
to 0.5 mg.

HOW SUPPLIED
PLAQUENIL tablets are white, to off-white, film coated tablets imprinted “PLAQUENIL” on
one face in black ink. Each tablet contains 200 mg hydroxychloroquine sulfate (equivalent to
155 mg base). Bottles of 100 tablets (NDC24987-562-10 &
24987-562-20 ).

Dispense in a tight, light-resistant container as defined in the USP/NF.

Store at room temperature up to 30° C (86° F).

COVIS
Distributed by

Covis Pharmaceuticals, Inc.
Cary, NC 27511Revised May 2013
©2013 Covis Pharmaceuticals Inc. All rights reserved.
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CL/F (L/hr) 17.547.9 19.846.9 25.646.1 ﬁi")ﬂ[ﬁii%ﬁ{ﬁ%
2. B (SHELABERRARCA) (€335
t e rnnfregnkblicssoamnde Frnk .
1. 3EHEH

v an AN ESHFII AL AT A T E Y T 413K 70%
Tholm VI,

3. oA OVEBERERRA)
bERkaxvsuoudrob MUEX T EARE O M
BT N7 I UREARITENEN K 52% K UK 40% ThH 7= 9,

4.
ERefirendF i iz AT e Rexvr/mafx Kk
WTFAZF LI aax ARE S, EBICERT AT LY
oo sz, InboREICIEZ r e oL
Y CYP2C8 K T} CYP3A4 DRIV RIBR S 7=,

LV erFeXrrnaxFr izt 7~ h—FT AET LT
& % MRL/Ipr ~ 7 A O K JERER % 9l L 7= 7,

@ ebreXrrsmax it s~ =T RAET LT
H% NZBIW F1 < 7 R TRV TILE PR OV R EH &
T Y,

2. {EHRF
ERaxysueXrofFc) s~ h—T A, &5z
T b—FT AT EITIF, FIZY Y Y —LAN~DE R
XFrruaXrOERIZED pH OB ZES Y Y Y —
LNOFE 2 OFREDOIHINBILG L TV E LD LHEREN D,




(BRI ST 2 EIEFHMER]

— gt FeX oo om X B (Hydroxychloroguine Sulfate)
1£%4 : 2-[{(4RS)-4-[(7-Chloroquinolin-4-yl)amino]pentyl}(ethyl)
amino]ethanol monosulfate

SF3 : CigHasCIN;OH,SO,

SFE : 433.95

#EEX
cl y N

o ‘ D

= =

HN : N/\/OH *H2504
H CHy L\
CH3 .
KOG IMER

% R pa~HEAROHMEKETH D,
AEIIAKICETRT L, ZaaRvh, =¥ ) —)V LY
ITF =TI E A ERIT R,
AT Z7EIRTHY, FEEEIEen,

B $9240C

[A&EREH]
FEHG Y 27 EHEE AR ED L, WYNCERT S Z &,

(2 %]
84 £ [14 f& (PTP) x6]

[EZ K]

1) Tett S.E., et al.: Br J Clin Pharmacol, 27(6), 771, 1989
[PLQ0018]

2) Tett S.E., etal.: J Pharm Sci, 81(2), 155, 1992 [PLQ0022]

3) McLachlan A.J., etal.: BrJ Clin Pharmacol, 36(5), 405, 1993

[PLQ0023]
4) McLachlan A.J., etal.: Eur J Clin Pharmacol, 44(5), 481,
1993 [PLQ0029]
5) Tett .S.E, et al.: BrJ Clin Pharmacol, 26(3), 303, 1988
[PLQ0026]
6) FEPNE Rk [E N 5 AR AR [PLQ—01]
7) Shimomatsu T., et al. :J Invest Dermatol, 133, S34, 2013
[PLQO011]
8) Gomez-Guzman M., et al.:Hypertension, 64(2), 330, 2014
[PLQO163]

[akEEk %)

W 7 4 St

a— Lt — T YHRE

T163-1488  HAUHLHTAE X PG BT1E — T H20%2%5
7 U — & A ¥ 10120-109-905 FAX (03) 6301-3010

[ ERFTEE D KA XI(TE TR UER]
HEHR5E
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2. FIXE () O THEXIIHR] . TRERUVAE] OFRERL

2.1 TohREXIIZE] (F¥)

Bi=Y 7~ =T A, &HMET) T~ b—=F2

[R e AR

g7~ k=7 A (CLE) Lt@2WishimHAANERE (2H5METY T~ h—F X [SLE] OA&Hf
DEMEZM b)) I LT, & Fafdv 7 ook UhigE (HCQ) & LT 200~400 mg (FRAE(AHEH
IZBWT 6.5mglkg #E 2 7e\) & 1 H LERO#SE L ENSIAERE (EFC12368 7llR) DAk

FAOWTERE LT,

CLE »EJEREIIX T DA

o TERHMHEATHD [R—ATA B (Visit2) &iGBRIRE L% 16 1 T CLASIFEIM: A =
T O] IZOWT, HCQRETD CLASIHTEEIMEZ =27 (CEIE R HERZE) 13, X=X T4
VT 135+80, HF51% 16 A T8I9E60 THY, XN—RT7 A4 U NHDOE{LEIX-4.6164 T
Mt FIICA B2 /R Stz (p<0.0001, XD H 5 tRE) . ZIREECEEE L7z Placebo

BEDN—2 T A b OZLRIE-32545 Th ) HCQEEL D b/ & Ao 7=,

o JREHRATHIZEBIC X A FEEPILHEIZ OV T, HCQ BEDIRBRIEE: 544 16 T [ LA

FoWERE DOEIE1E59.4% (41169 4) Th o7,

o MR RIT 5 BE D Global assessment |2V T, HCQ HED VAR 574 16 T [tk
UL EOWERE OFIE1E 21.4% (15/704) ThH 0., [ L) U EoERE OFIE1E 72.9%

(51/704) Th o7,

o FEFRABICZHIRN 7L QOL FEA N E T %5 Skindex29 (22T, HCQ BEDIRBRHK I 5% 16
To g% (Emotions) | . etk (Symptoms) | . [#§#E (Functioning) | &Y &4 (Total) |
AT DR—AT A D OELEDOEIX, £, -10.18, -6.88, 551 K N-7.43 T
B, TRTOHT TV —TRN—=RAT A VI THEICHED Lz (p<0.0001, p=0.0020,

p=0.0023 (X p<0.0001, XI5DH 5 tHE)

o JUERAEOHRIHIE., KEREICET 5 BE O Global assessment } TF Skindex29 D - A&
’J WCEYR U= O RSIR 28 12 B4 A E Rl Global assessment (22T, HCQ BEDIEERIER: H1% 16
HTo [th#E] DL EOYRE OEE1X51.4% (36/704) THO ., [ Lk#E L EoOyERE

DENE1L 78.6% (55/7044) T -7,
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FRERIREHEIE B2 DWW T, S IREEICERE L7 Placebo B C o B &5 28 ST E T IC & 2 Hp g
TE. FEHRAICET % B3 O Global assessment & OV &R 2812 B3 % EHRTi D Global assessment
DI 5% 16 T 1868 ) LU EOYBRE OFIGIE, 22, 30.4%, 13.0%K% U 8.7%,
FZ IR 25\ B9 % 3 @ Global assessment & OV 5 25 (2 B9~ % [ Aifi > Global assessment T,
DLtk UL EOHBRE OFIGIE, TN 478% K N56.5%TH Y . RHEEEOLETH
H—B L TCHCQBEA Flalo 7=, £7-. Skindex29 (28T, [EEH (Emotions) | . [JEIR
(Symptoms) | . [#&AE (Functioning) | & O THRE (Total) | A7 DRX—RAF A4 b
DAL EOFHMEIL, ThEn, 576, -4.35, -3.02 %430 TH Y., HCQREE Flal- 7=,

SLE O2 R K O B RAERICR 3 2 B3t

HCQEETHONR—R T A L H% 16 IS CTO RAPIDI G A a7 %D & 5 t iE Tt
2 L7245 R, RAPID3 G 5T A 2 7 OfaH FRIC A BRI /R &z (p=0.0088) . 7z, [
PERIZ X DA UIBEEIOF A KON TFEREBOBEIZL HEIELE | O VAS 2 27 Tt
FHNCA BRI EnTe (ms, p=0.0048 ; HJEE, p=0.0291) .

HCQ Bt COBEIR VAS A 2 T _—A T A T 4.07+2.24 5% 16 I 4T 2.96+2.31,
R—=2 T4 NS DOEAEIT-111+248 ThoT-, BERIHBOEE XGOS 5 tHRE THER L
72 pfE1% 0.0060 T v . $EEEL VAS Z 17 DR AN BRI R ST,

B 5-1% 16 WRFA D HCQ BETD BILAG @ [—f 5 fEtk) o7 Y — 3580 1 BRELL Bk
B LTHBRE ORIGIX57.1% (474) | 2 BPELL Ldes U gliire oFIG13 14.3% (U7 44)
THY ., FBEERIER ODT 3V —434E0 1 Bk DL EokdE U= OB 413 42.1% (16/38
4) . 2 BEBELL g U iBRE OEIA 11 5.3% (2/384) TH o7z, Placebo BETIX, %
BEIER) RO TR ERERIAER) OO T Y —5F0 1 B FUGE LI g ofla 13z
ZH50.0% (124) K1Ur40.0% (4/104) THH ., WTNOEREE = AR —x 2 MZBWT
b 2 BRELL BGE LR E TR b o 7z,

Fe 99 25 LIAL o fiE iR 2 B3 % [ Fifi © Global assessment |22 T, # 5-9% 16 28 1T 5 HCQ
HTo TdE) ULED D L) ULOgERE ORIGIE, ZhE 474% K% 0 684% TH
. Placebo #t (ZiLZ4u, 36.4%KTN54.5%) % ElRl-7-,

SLE O BIEEME DGR Th D 0JE PRI/ T A —4 (T dsDNA HUA, #ifk C3, #fifk C4) I
DT, HCQ BETOR G-I DAL 2 31 L 75 R. HL dsDNA HUA CIx# 5/ TOH 5
REAIE A DI o Tohy, F 5% 16 MIRE R OHfifAR C3 L UM C4 DAy ORI, W
THHER—=RT A EL Y EAEMZ7R L TEY | SLE ORBIEBIMEME MEMICH D 2 &2
RSN, £, lx OBERE Z L OFRGIETFINT A—ZITONT S, SEERIFAS D I
RPN~ (%) BALNTBH B Sz,
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UboZ Lint, 27 vA FEIGEH,FEOFH T TRl 2 DIEBEIERERZE 2 A+ 5 H AN CLE &

# (SLE &fFoFEAE D220 (2% LT, HCQ & L T 200~400 mg (EEAE{AHEEIZ 33V T 6.5 mg/kg
ZEBZ 72\ 1 H LEEGREO 16 [ T CLE DR REHRZ & Of SLE O— i 25 fitk & OB #-%
SERIZ T 2 AME RS S 7= ([Module 2.5.4.9.1))

R

2t

CREREE16 BHE T (CEERY)

R 5% 16 @£ ToO _EERMICEIT 5 TEAE DR IR, HCQ RE 74.0% (57/774) .
Placebo #f 73.1% (19/26 1) . 1RBAZE & DRIRFIR G E TE 720 TEAE OFEBL=|T, HCQ B
24.7% (19/774) . Placebo #£ 19.2% (5/26 41) Th o7z, FBME N E N o 7= TEAE (GEHLE
5%0LL 1) 1%, HCQRET, [&mAEaze) . (TR . [80F) KO T58E] | Placebo #£ T,
FEnReEse) . 980 RO TRE K% Thorz, HCQRET Placebo i L ¥ 5%LL EI&HIAH
DS mEoT2 TEAELE, TR RO [3#Z] ThoTz,

IRBREE 54 16 B E TO —EERIICED 57z TEAE DS PRER OHEETHY | &
FED TEAE IX, HCQBED 32 ) 14 T, HEHILZOBRBIEMICEE R TEAE & L THE S
A, IRBREE L ORIEBIRITA VD L fWr S, BESkf&ICBIiE L7-, Placebo #ETIE [
A VAV ERGERG) N 1A EE TEAE & LTl sh (EEEIZFEE) | IRBRIEE 0N
FRAMRITIE L &l S, [BIE SR ST,

TEBRRER G455 HF T

TRy 5.1% 55 H 2 F1F 5 TEAE 1%, HCQ/HCQ F¥ 97.4% (75/77 4) . Placebo/HCQ £ 92.3%
(24126 4) IRERIK & DK BRI RE TE 720 TEAE DR (X, HCQ/HCQ ¥ 32.5% (25/77
4,) . Placebo/HCQ £f 34.6% (9/26 4) Td -7z, FEMEENE - 7= TEAE GEBLIE 5%L) )
%, HCQMHCQ R Tix M&mHgase) . [RF . ) o &Sk o TEUW) o T
PR . DFRZE) . TEefbMER@ 2 TsRiE) . TEIBR) . TR | (13892 | T8
w8V Td o7, Placebo/HCQ RETI M&MEEEZ | . T8I . R . K
WXk . Ao o) o TN THEEARK) | TRl . [RUERLEE) | T4
NS AL . THEEEMED EV) | T EREORE] KON HEY | Thol,

D BT TEAE D DNRFEE R O EETH Y | @O TEAE (X, HCQHCQ BT _EHEMK
HNCHREBL L7z T35 1412, BHERPICIHEL L7z [IiRERE MRS |« THESM D
W RO THERSRERE ) & LA ThoTo,  [IRERFEMERIIEIE ) © 14 ITEE R TEAE & L
T ST TEBRIE & ORI RBICRITEE U & S TR 5 IR ISR L 72 23 4B E (BE
WRRBHNEIREE) ko7, THEERED E V) HIRERIE L ORREBERILEE S, [EHE L 52
W E CIEBRIEOR G 2k U7, [HFHRERE ) IXIRBIE & OREBGENSH Ll S, Ik
B SK Py 5o 174 2 [E14E L7-, Placebo/HCQ BTk, HERMICEED (27 1 —T v R« V3
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Y UEGRE) RO TIFEERE B BB LACRD N, AT 4 —T RV a Y Ui
Bt IXEE L TEAE & L CHE S, 1RBREE L ORERRAA 0 &l v, IR G-
L% EIE Uiz, THFEESR A 13RI & O RERRILEE S 4L, I L 52 i £ TIRBRIE
DG ZMkGE Lo, S HIC HCQMHCQ BECTHERMIC MBS 24, [ FiEmE KO
M) NEEZR TEAE & L Ol S (FEEIIPERE) o MRk (TR E O
RBARA 0 LHlr S 722 HCQ e -2 HikE3cmliE Uiz,  [E83E) 24 130653E &
DO EFEAFRIZIE L &l S L7223, HCQ OG- Hikd T ALE  (f5 A\ T BT & #ahfy K O
7E N TR BIER @A) 12 X 0 BHEAMER Sz, [ IR RIE ) 1 3R5REE & O REBIRIT
I E S 4L, B8 L 52 8 F TIRBRIE O 52 fkfe L 7=, Placebo/HCQ #£Cix, HEMRMIC IE
B 1A 0NEE/Z TEAE & LTSN (BIEEIXFEE) 23, 3K & oRERBRILE
S, HCQ D 5% kP I ALE  (f RBRE SE#% 5 RIEEE B 0 7lF) 12 X 0 (B8 A3 feR
i,

e EFC12368 il TIZIETHIITFR D e o7z,

o [RREFEICESET S TEAE & LCIE, SOCHIT MRMES | | [EYYER X O A B | T TER
IRIRAE ] TUT 5 FHLD O LA, IRRER 5% 55 1 £ TO2HH T HCQMHCQ A TlX 14
4 (1914) . Placebo/HCQ BETIE 44 (5F) 1T biviz, 1RERIE L OREBMEN G E TX
R S e FRIE, HCQMCQ FECHEMMICI B L TR | TRIRK) | T
ARFEIEZERE) ROt TR FIRFEEY) . 2o 56, TR | TREBER) ROV TRy 7Rzl
W) i XEE SR ST, AERERDEIC iR ST THENRISIREEAE ) 13, RFERE~ D BT A
LN TE LT AR COIRBIET RICET 2 RN EE S b B 5k L 2 a2 DR
B EIREOHIM 2 SR LTc, 0%, 1RBRIER 5% 52 1 £ CIRBRIEOF 525k S 7o 35
GOETRO R T2,

o [HIRMET — & KO A Z LA OV TPCSA &Il SN E N SN0k U T
ZTOMEEITIKLS . ZNOBLDERMVERIIBEN EE 2 b,

o JREAIKPE 5% 55 M F£ TIZ HCQ/HCQ FEDHEERF 12 A HAV7- TEAE OFRBIBEEIZ O\ T, 4
i, PEBI, SLE A0FOAEE, BHERE, HCQREG &R EAHRKNE LT To 72V 7 7 v — 7@t
FERNBIL, BICHRICERD H D AEIT A B D> T2,

PLEX Y, HARANCLE &% (SLE &ffofA A7) 12k LT, HCQ & LT 200~400mg (#
FUAHEIZIB VT 6.5mg/kg 2B 2 720 1 H 1[R[ HRFo 55 B £ ToZeM 4 et L=/ R . HCQ »
BRI RFTH-7= ([Module 2.5.5.8.1]) .

HIHEIC VT (R SR & DZRITOVT)
CLE /22T

Property of the Sanofi group - strictly confidential Page 4
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EWNEE ARG (EFC12368 3XBR) (X, THEMEERA 2 AT 5 CLE L 2rS /=i (SLE &0F
DR WA DIRN) ZXIGUCTEM S i, FNMEDRIT R RER Th D R RKOMHTHRER (FAS) 96
2 ONFIL, FFIERICES Wity (gL ET) CiXEMkE=Y 7~ ~h—7 A (CCLE)
75 85.4%, RWTEMEE= ) 57~ h—F A (ACLE) 7" 18.8%, fiZttiE=Y 5~ r—5 A (SCLE)
WBINThHoTz, EHIT, HHWRE DEIGN LD 572 CCLEIZDOWTEIBORIZ S W55 (E
B Ete) T, BHEMASR=Y 7~ h—F A (CDLE) 7’ 844% & bM<, W CHEMETY
7~ h—7 A (Chilblain LE) 7% 9.4%, #{EME=Y 7~ h—7 A (LE profundus) 7% 8.3%. AEEMETY
7~ h—7 A (Hypertrophic LE) 73 2.1% fElRM:= VY 7~ K —7 & (LE tumidus) 7% 2.1% C & - 7= ([Module
25.4.42]) .

ZDXHiT, £ OWBRE S CDLE Z#F & L7z CCLE THho72hy, TS OfFEITH 5 ACLE K
NSCLE., & 5\ MX CDLE LIS D 292 DHICd % Chilblain LE, LE profundus. Hypertrophic LE & O LE
tumidus & BERIZHLAA AL DB ALT-,

HCQRED 724 (FAS) ZXIZRIZ#E G4 16 B AUZH51) D CLASHEEIWEARA 27 OR—RF A ik

DI ZAEHE L U= A REDER Sy EEHIEMT Tld. CCLE X U CCLE o> KR4y % 5 % CDLE A 38 iE
L T DR EMIZB W T CLASHEEINEA 2 7 OX—R T 1 5 O FHFIICA B2l 23R &
A7z (p<0.0001, *FISD & D tHRE) o & OO OB DR O A3 4EH T & CLASIHEEPE R
a7 OWPHRES NIz, ([Module 25.4.7.1]) .

WM T, AANX, CLE BEOKE /% L5 CDLE (DLE) (ZIRGT, fEx Ol FZo
RNZ I B HRBRICE S ERRZIE DG, CLE &fFICx L TAS HnbivTng, EEIC, 77~
A TOARFND R RN T D IGIE & LT, DLE PIAMC, SCLEZ2 XD LE BRETHEL AL DK
JEIER D —2>TH D IEBEIE D THHRRD SN TN D, £io, EHERNLRBEESIRIRTA RTA T
HAKIOMERIX CLE 2% L THESE S LT 5, T7205H, CLED—#Tdh 5 DLE (ZxF L T O AHRBHFE
ERET 52 L1, EEBEOER=—X%2l=T b0 Tide | HiiceRRBE~EEZ £ L S8 25 6k
NhbEbE2bNTE, LEENn-T, ZIKF'fﬁ%é‘ X CLE X9 AuIGEZ et 95 2 & & LTz,

728, CLE LW ORBAIZOWTIE @Y OFEWERH Y | SLE IZx L TEHEREZ RS = 7~
f—F ALV BEHRTHEMATS FBZF%BE%ﬁ@i )< h—F A (cutaneous-limited LE) | &9k
#OFWHE, VT~ =T AOEEIERD DVIEZ I Vo L HEEREAT LY T~ b—FT A
EVSTEERTHATDIRROMEN RS D (DA, KEEIREZ AT 5 SLE 3 CLE &\ 5 EH
B END)AMARNNT Y T~ b —F 2D IR & (SR 5348 L 72 Gilliam 53 %8 (CCLE, SCLE,
ACLE) NEK R ENTEY ., ZOHAD CLEIIAZDHEN ST TH 5, EWNHIFHRER T, <45
WERE A [CLE L2 Sh- AAANEBEE (SLE OO EL L) | LIEFOEWT TH D
CLE #48E L7728, CTDIZHBWTH A[FEZR[R Y CLE ZJAF DOV G TR L T\ 5,

—J, AOEFEMZOMTIE=Y 7~ b= ZADOHFITEH L TR OE T OFEm2H 0 . Hlx 13
SLE [ I ERITIHRREZ IR L= W4 TH 5 DIZk LT, SCLE=X° CCLE (3% 2 % FRIZ L=/ -

WA TH DT, TOMAERBRBRNPEREE - TEY . HEROELIEBIN TS, ENOKER
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EDZ%ILCLE #RFOFERTHHA L CWDHZ &, £/, SLE Lxftb L THAT 235G CLE 138k3%
DERLERDZLEEFBL T, RMNCERTTELTWD BREIIZE] TORE) T~ b—F
AIPRBEOBRTH D, 2HIERE R KERBEOT Y 7~ h—F A& LT, SLE &I1EXBIE LT
M L7z ([Module 2.5.6.3]) .

SLE /z2i T

E N IARRABRIL, TREMER IR ZA %2 A9 5 CLE L2l snizB#E (SLE APFoAEE D2
Ze RGN S v, A RWEDIRHT G LN T d D i R OfFFT R4 (FAS) 96 44 Tl SLE &0FF123
54 4 (56.3%) MAAIL Iz ([Module 2.5.4.4.2]) . ZOfER, Bk L7z X 512 SLE OEHIER K
OB RIEIRIC 8 LT, RIS RAPID3 I & 2 i3I O 74, BILAG (2 L 5 — R EH R, 5
B RIER L QAR X D B ERZE LIS OFEIRIZES -5 Global assessment (235U T, e gh SR iR
INTWD, LaL, ENFEIHERR TIX CLE L 2Bran-EE (SLE &fFfofaEAHble) 2%t
BT LToleh, RERZE %A LW SLEICBT 57 — & id7eu,

Loy U, BERPZIZ R FEIEIR O 612 X % SLE OMOER OIREIEICHE L7 < | AN e B8R E
RN A RT A TH SLEIZKIT 2 AFN O IR R OF A b FITHIE I TnD Z &
b, ZNUHLDOEMIZHL A TH D LE X, ENICKIT 2#IMES SLE &5%iE LTz,

72¥5. SLE BRI D i L O E s R LS DlifigsliEs (Bl 21X, v—7ABRRLE) 1Tk LT
1. SLE DIREHT A KT A > TH EEIREFEE N2 WV BRE ~OHIG OB RmHI TR Y . ENFIIHHE
MBI THRMEZ M L T e Z b IRRESUINRICEE T 2 H o E] [cagt
TV T~ b =T RAKRFNEHERT 25EICBN T, R OFE RS Ol bEE (kT 2 H %)
PEITMERE STV, | B L7z,

FL®
EINE AR (EFC12368 3Bk) DOANERMEN D, AFNL, =V T~ h—F ZAD K FHE K
BHMWT VT~ b =7 A2 O—REHIER K OB EHSRIER IS 5 AP R S 4L, BN TRl %
i ST EdRE L bR LB R TH oz, S HIT. BRI B & AHKI D BT 72 BAENED
MRS I, MBI ORI 2 ETERN SN TS HCQ DLEEDORER L L FE LRV L D TH o712,
UEXY, KB THAFD e 33z % [KE=Y 7~ h—T X, R F~< h—
TA] ERE LT,
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22 THZEZERUHE=ZE] ()

WHE., B Raedr7oaf o ffiEgfe LC200mg Xix400mg 2 1 A 1EIEHZICRD&ES T 5,

L IAOREREIT T o —ELEICL VRO ONAU TOHMBKREICESS HEL T 5,
ZIERFEOBBAAKRE (kg) = (HE (cm) —100) Xx0.85

BrEREOHMAAKRE (kg = (&K (cm) —100) x0.9
1. BRAR(REED 31kg LUk 46kg K O%4, 1 H 1[E 16 (200mg) =&k OBG3 5,

2. FRAB(KEEN 46 kg UL L 62 kg Riii04. 1 H 1[HE 18 (200mg) & 1 H 1[5 28 (400mg)
Z1IABEIIROBEET S,

3. FARAEY 62 kg LA EOBA. 1 H 1H 2488 (400mg) #EOEE1 25,

[Rx EAR AL

MEOHREICE LT, AAFNLT PT#EZGLEMR T, =V 7~ b—7F ATk 2 EFRA 7o Lt
Mg E UCHAAREN7Y 1 H6.5mgky #2722 (1 H 200~400mg) 73, MEEREEO U X7
IO TS WHESE 1L AR L LTS SN TV A2 | [ENFHEIERE (EFC12368 i) TH[A
BORREEZHRE L, BEMICIZ, AFIKROZ v S 3 5RICHRE S vz, FRICIEm SR
FCIEEEEYLTD TRESNTGRICRERG L 22NN H5H 2 L b BE L CEHAKREIZE S
BHBEOBRENAMESNTEY, ENSIHHRER CHHEEARE Y- 0HEE L, LTORETHER
B S (Module 25.4.2]) . 7o, BMABKEOREMICIT, BANIET 2 HEE LTHES
LB G 72t B TR Ch 5 7 a — I R IE 2 RIN L 72,

o HEAH{KHEEA 46 kg AT
- HCQ1#E (200mg) XIL77 &R 1L R

o FEAA(KE 46 kg UL L 62 kg A
- HCQ1#E (200mg) 2 8E (400mg) XL Z7EH 1§ 2 5E4 kR H CRlRH%

o HAE(AE 62kg LA E
- HCQ2#E (400mg) XIL7"7 &R 2L EHR

a 7O—hXEETRICED, BUEEBREOES  BEKE (kg) = (K (cm) -100) x 0.9, ZHEHBREDIGE -
HIBAKE (kg) = (K (cm) -100) x 0.85
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ZORER, =) T~ b—T AOKEFHREIT T H8ESR E LT, CLASI O FZRHEE Th 5 [
— AT A VR L IRBRIERE 1% 16 I AU TO CLASIHEEME R 27 DL ICBW TREHFINICEE R
WD NHERR S 3L, ZHREE S L CRRE L7z Placebo BEICLERTH K0 KEWVBAZIENE S, I 51T,
FeIEIRAS R ZE B . IRBRETEE A SUXIRER 0 PR AT K OEBRE 12 X 2 FBR A OFHic VW T, A
ROYGER PR S T2, F7o. SLE G OMEBRE 123617 2 IR ADS OFER (R RER K OFE
FESRIEMR) 126 LTh . FERNES RAPID3 I L 2 B DI 74+, BILAG IZ L 2 —ixaH etk fiEHs
SRIER 72 & D CLASIFHFE & (3T U 72 TR5R BT Al S TR5R 0 R Al B OEBR (2 & 2 B RS 248 A
SO LEJER OFHIICH T, IEDRESMER SN, S5, HAKEN-V O 1 HHE (5mgkg
Hii. 5mglkg LA E 6 mg/kg A, KON 6mglkg LA E) BINCERG L7fER. 97X CO M & T CLASIHEE)
P2 27 FREE (RAPID3) M OMEREIZEIT 5 VAS 2 a7 OB R S, XN—RAT7A b
DOELELHER CRERET R Do, ZTHHOREEMNS, EFC12368 kBRI 7= [F Ay 2 HELE
FEIZAANSLE K OCLE BEF I L TCH AR TH D Z LRS-, ZathiconTh, HAE
REM7-0 D1 HAE (5mglkg K. 5mg/kg PLE 6 mg/kg Kiifi. KON 6mglkg LA E) BINCHRRT L 724
F. AEM T TEAE BBRICRE RMET o7, 70, AR TR LBE SN DIRREE TH 2 Mk
JEDOWEIL 2 | OB EEROBENS b BAF R AR R ST,

PLEMNS, BAANZBWTEH, HCQ & LT 200~400mg (FRAR(AER|Z 3V T 6.5 mg/kg Z #2720 >)
Z1LALIEIBARNIBITZHE - HREE L TERYTHS EHBTL, RE L, B, REIOK/NA
JE)R200mg THDH Z Enh, HIEKESHZD 6.5 mg/kg ZH 2 7eWHEE 2528 IEKED TIRIEE L
T 3lkg Dft#ix [FELRUOHE] BT & & Lz,

Fo. AFIORIWER L LCHIBRENSEESND Z &, WRNCEYBIEICAEFTOREIIRD bl
WZ & ([Module 25.3.1.9]) 725, MAAOEMLETIIRF L —HMHICIRHT L Z L LanT0nD, &
TuA REIOHHZ TRE L LZEWNEIAHRER Tid, LEJBEICE W T, BB R VT O HNAH)
EEBLTRAOATEA RAINBICIRASND ZENZN2 EnD, IREa T T4 7 v A MR
L1 DICIRBREO L HITHBRZICHK — Lz, LoL, BOATaA FAIZFH LA2VWEELH Y, —
BICHIRG EHET D Z EIXEBERTOENSLIEZHELL ZENBXONTTD, BEBICHE LT,

72k, EWNFIERE (EFC12368 k) oAbzt FrX s na ko OREREY
FRE T A — & & BRI ST DIEIMCEB T D RHMEMEEMENE T A — & Z bl L7z & & CLF
1% 18.6 L/hr 1% L C 13.25L/hr, V/FIZ 903 L IC*f LT 810L, F7=. t1/2 i 33.6 HFfITx LT 42.4 I
e L ThHo72, 2D D, AANCLE O SLE BEICHMEABIF V) v~ FHE LA
FROHBEZ#EL Lo L EOB@RBEEITELL WD B0, AEANE BARANTRKE REYBERED
720 d D EHEE ST,
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3. BRfIXE (B) O MERLDFEFE] () ORERML

3.1 [Z4£]

1. ARAIOB G ARFNOL B OFHEICOWNTO+ 5728k E =) 7~ h—F ADIREREER
ZHOEMOS & T, AFRENEY LB SN D BFHICOVWTOARET D Z &,

2. AFNOBEIZEY | MBEEFEOERRIREFNBEHT L L03H 5, MEEEFICET LY 27
IHEITEAF L TRE 2D ERINTIR S0 55610 bR E FE B O ATREE D & < 72
Do TOT2D AHIOBGITER L Tid, MEFEE I L THoIcx s TS DIRFHE L ##EO b
EATHE R U OAFI G- BRARIAE DN AR G- I ESRICIRBR & 2 i+ 5 2 &, [[ER].
<HERUVAEZEICEEYTSIERLOIE>. 12, EEGERMITIE] KO 14 BHEA] OH

%]

[R EAR AL

1. TR EME#HEZA L., =V T~ h—F ZDIEERREZ b OEMIC XL DIRENMTON D L Ik
E LT,

2. WBEFEEIST 5 ) A7 ITHAEIEF L TRELS, TR TIRMEN D Z LI2XY
MEpEpEE IO RN E < 2 b, TO72), IRFEE ORI L FWNIHM L, @Y 2R 40E 25 U
5T LICRY | EEOERZPIT T2 0ORE LT,

32 [#E (ROBHEICEESLAWVWIE) ]

1. AR ORI LIsBoE O BEERE O & 2 B4

2. MERRE (7272 L. SLE fEREIXFR <) &2 WITHEBHED BEH XXZ 6 OREFER O H 5 B [F
ER & U CREIBE, BEBHE, HEAENMESINTBY, 2oL ) RBFICHRFTEonD
DIERPEST L2 0n3b b, . EERSE) | 2. EEGERMTE] KO 14 BHEA)
DIEZ ]

3. BmWANDIE [4-7 X/ % UV ALEWOmMAEINIEZERm W, [T INREADERE)
KO 19, BRALEDEE] OESHE]

[ ERR L]
1. AAlD CCDS ({B¥HEET —4% v —F) ZRICERE LT,
2. AFILE OZLCBE K2 L) MUE A RIET 2 Z ENME SN TEY . ZThb0BE T
BEAEIR O & 5 BF CIER DT 2 /iR S 5 Z L bk iE LT,
3. KAlaGte 47 X % U ACEMOEHEERNTAN IR U TSR SN2 L BERGE L
77
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33 <MEEXIIHRICEET H2FERALDFEFE>

1. [RREEER OB EETHIRESY 7~ h—F ABRFITK LT, AFNE, 272 A RED
SRR DN IRA A2 70558 AT HF ORI ANE L) TRV EIRIB I D 8l 5 2 B BT
HZ L,

2. Z2EMTY T~ h—F ZABFIIH LT, AR, FEIER, BEREORSTIER, fEHs-RIE
WREND DG ARG EBETHZ L,

[R% AR L]
1. RBWZREZEEIROADEETY 7~ b —F ABFIZH L TIE, HRPIEE LT, AT A
REDOIHFNDMEH S35 Z & BERIE LT,
2. M=) 7T~ b7 ZABFIIX LT, FANIZNOLDIERE AT HHEICB W TER O
ERDTEMNBRE LT,

3A4<AZERUHZICEET 2FRLDIE>

(1) AFN 5% ORI T IREITERNZ &b FREEICES S AANEZ KRG LI2EE. R
EHE TIIRER G L0 MIRESESORIEMNEIR ) 27 BmELWREEN D DD, £
RETIERS, FRICESESHEE SN LHAARE (TR) ICESRERZIRETHZ &,

[ [£E] . 2. EEGEXRKTE] LU 14 BIEA] OIESE]

R (KSR & 1E&SBEORER
L BE OLE
gk
(FRAR(RER)
136cm LL_E 154cm A
(BRAB(RER 31kg LA - 46kg Ais)
154cm LL_E 173cm A
(FEAEAER 46kg LA _F 62kg i)

ANEIES Sy

18€ (200mg)

18€ (200mg) & 2%E (400mg) # 1 HIX

173cm L | N

(FRAE{R T 62kg UL E) 2§ (400mg)
BHEREOSE

TR -

(BRAR(A ) 1 [FlfH&

134cm LA E 151cm A
(BEAHAEE 31kg LA | 46kg Ai)
151cm LA E 169cm i
(FRARIAEE 46kg UL L 62kg ATi)

1482 (200mg)

1% (200mg) & 2% (400mg) # 1 HEB &
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169cm KL
(BAR(AE 62kg LA F)

2 & (400mg)

(2) AAN TS S 2 ST IREEDORBY A7 R3"H 0 1 BIENEEE L LT 6.5mg/ky (BEFEAK
) AR D EHEEEEZSDIREEDORE Y A7 NEL D ENREESNTNDZ ENnD,
HEROHEZ BT 52 L,

[ AE AR L]
(1) AA OG- EITEERETIT L, BAKREICESEREL TBY, 7e—IRELETIIFRED
MRS THBERENTH SN Z Lo HRIES KGRI 2R T D 7oIlRE L,
() AN L HMEBEDIEAE Y 2 713 1 A OHELE & (6.5mg/kg/H (FEARAE) ) 2B 0 &m<
LEMESNTVD Z ENbRRE LT,

[ ERLDEE

1.1 BERE (ROBFIZIFERIZEET S L)

(1) F=—XBEEZ AT 5BE LERISO ) 22 BWE< 125 2L nib b, ]

Q) FAa—z-6- U RBARBER D b5 BE HEMEE - THINI D5, ]
(B) MAT 4V HEORE DERANET 52 L 8b 5, ]

() EREOBE [RUSERSNET S 2 L Bb 5, ]

(5) RFRSREREE B U RERE B [RIIIR PICREB RN Pt S, 2Rz 2 05
ZEMD, FXIIEHEREICEEND A2 LGEITMb e Faxs /oo U EEN EHT 50
REHENDH D, [EYEE] 0ESK]

(6) BHAMEE. fhikfEE. MEEEOHLEH [INODIERPEET LN H 5, |

(7) SLEMEEZATLEE [ [BR] kO 12, EXEGEXRHEE] OHSMR]

@) IREFEOUAZRNFZHTLES [ 12. EEGERWIRE] OHSM]

(9) EESUTEIRL TS et d oA [ 6. iHim, ER. BRILBF~ADOERS | OHSH]

[R% E AR

(1)~(6) AH|D> CCDS % HLIRE LT,

(7) SLEMBYEA AT 5 BE CIIMEEENELD U R BENWZ ENLRE LT,

(8) MRIEFEDV AZKFEAT LEETIITMEEENLAELD Y A7 BENZ ENORE LT,

) BETHD7 nux o ER CEGEMESCAFREREINRBEINTEY, EaEE - Ik
IRFMERFEBLT 5 AR E TE RN L bRE LT,
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2. EERERWER

(1) AFOFEEITEE L TiX, FANSmIROG ), Hofly, GR%2, KA, MR BERK
g, R, REHRAE (RES 2 7#RE, OCT OtTsliEst) mizEt) |
7 A b, ARREOCIRAREICLVEEICBIZS T2, Ricblzs TRET 25
Wi, e LRI IBIINL ORBMREL LT 52 &, /o, LFORBFITR LT
X, XosEECREEERT S L, [ T4 BMHEA] 0EBR]

- B 550 2000 % MR - MR
+ IR SRR o
RNWEED b % B

-

(2) SLEMABHEZ AT 5 HBEICOVTIE, AARGIC X 2 AN & et 2 M EICFHb L7z &
T, HHOFWGRZHE L, 57255613, KoHEEICIRBREZ T8, [ [#
=] . M. EERE) KO T4 BMEA) 0HESH]

(3) MREFREFOMRENZRRE IOV, IRFHREA (OCT MAS) TRENBOLNLD A
B L TR, K OBEBENCIRBIR A 2 F2 T 5 & L bIS, Kbkt o nl & 2 E I HWr
5T &,

(4) HHETRORREEORTEENRDO LN EAIE, BEblic&EE2dIE+5 2 &, MiE
DOEALSLCRRREE (IR G H LR OETTHHERH LD T, H52HIE L% b EREREL
Bz s, [ T4 BHEAR) omEEsRK]

(5) AANEIRMT 2 BHITH L, ARIMBED Y R 27 | ARIMAE O BRIR B - SER M O L5 7EIZ S
WTHITIA L7tk BEPEM L2 L 2R T 2 2 & AFIIRA IR I BEAE R 2
HONTHEITIE, RO R EECHKT 228, [ 14 BER) OEZM]

(6) EMHEEGTLHEIITESTERBRE, B RA, h 7 L7 —BRlEL
1792 &, BAREBALIGEIZKEGEZPIET S L,

(1) RHRGS 58 IITEHNICEE OMKFAIREZITV., REDRHLNIZHEICITRE
ko2 L, [ 14 BMERI 0HEZM]

(8) fRAAHIEE, FHEOHRR BT MRS H 6N ZLRH L DT, AEHEO R

FIER A O B OBESLmAT COEEFIIIERSES 2 &, [ 14 BHER) 0EZ
]

[R% E AR

(1) AAOEEGIZLY, HEBEFEOIREENRBR T2 ZLPMEINTND, 2o, IREFIZ
REH -2 B 2l T D 72O E LT,

(2) MABUEDBEITEERE L SNLTWD A, SLE HFYEIZ W CTHEARAIZE GICEKN L CEL L7 e
X U MAIE | X R HRE o Ram T O AR 7 32 0 | ERIRI A T ORI ATHE T,
SLE MEME (X fthod SLE fiEdk & b 2% & ARl i COGMHERITUR VA KT E D 15 2/WETH H
HIEERBETDLE, RFERIZELY SLE OFREZWET 5 2 L OfFRENERMEE EE 55
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BIIIAAN DO 215 %~ & TIER S BB BICAFIR G & D6 Rk & fEbR I 2 (B IS

LT, EDOAEZHWTRE LB LNORE L,

(3) ~(4) AANDOFGIZ LY | WEHEFEDIREENREIRT L ZEPMESNTND, ZD7DH, IRFE

EORB A BWN R L Y RMEZH LA LIk EEOERBAZ T -0 E LT,
(5)~(7) AT IR A% D BIE R 28 BLR I & OV KD CCDS % #:12

(8) AFlld> CCDS % HICF%E L7z,

3. tAE1ER
HHEEE (BtRICEETH L)
SN 40 5 BRAEAR - 518 71k BeFr « fEBRK
= S AKHFNEDOPEIC L W, P ITXR DIMFIEE | B R
T LA IELEOWRERDH DL, T H5G
Wi, MY ax s REZE=X—T 57
FEEICRET LI L,
A A AFE DI LY. 2 b ORERFHIED | HERIFIREEOGFH O
R Y MBERE TIEHDER S & DI D AIREMEN & 5 | LT, AKHK|D
: e T2, MBI UA v A UV SUTBERSIANR | 517 L v EEORM
HLOHLGROBMBLEE ST L L, AR T NnDhD,
BELGEAWIEER] OHESH]
AEEJR A DEMEAERE L ZTBZEANH D, IR NG|
TIAKFa
Tx vy %K
I aARY v AHNEDOPHIZEY, 7 a AR ol | ¥R
BENERLEZEOHRERD D,
P~V 7K AR AN T S8~ 7V 7 EZ T | AFNESEEMEA KT
A7aFx s % HEERDY RN ERTDHENH D, SEDLELEOHEDD D,
PLCADAZE AFNE O LY, FUTADAEDOIERD | i ARH
WIS 2 FREMED B D,
TV T IV AEI PO EERET L7 uax L OO0 | FEAH
Ckv., 7900 T EERRI SR
DK TTDEORERDHDL, D=, KA
EDPHIZBWTHRRIZT Z VB T D
W FIIRIHREZAR T S5 ATReER & 5,
FHNLL B —P AR EDOPINCE Y a-HF 7 b X —ED | BFAY]
TER DNk E5 95 fREMEDR B D,
[R% E AR L]
AFHK|D CCDS % H\ZFHE LTz,
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4. glfEH

[ PN BRI 5\ AR & 5 X7 101 filh 3L 411 (30.7%) (CAIVERT (BepRARA (N B %
ate) DI BTz, EARBWEMIL TR 1061 (9.9%) | F. haEtERIE K OB 4 3 61 (3.0%)
S Chot, KR

[ EARAL]
[EIPN CE i L 7o BRR AR B 2 SR I RE LT,

(1) EXLZEIERA

1)

2)

3)

4)

5)

6)

RFEE (MBIRGE. EBE. EHZEME (WIFhBEERED ) ) - - - W@EYE, HBUE, HK
MR HDLND Z LR DHDT, EMIICHIRSIRAESE 21TV, Mot oEk, —
RERNZFEBLT D5 PR LS 2 WOIFEIRES S OB R & WS T B RO b5 51
FEbICES A TIET S, [ (2] . <BERUVAEICEETZEALDEE> LD
2. EELRERVEE OHEBM]]

hEMRRIEFERMARE (Toxic Epidermal Necrolysis : TEN) (GEEFRE® ) | REKIERE
%% (Stevens-Johnson fE{%EE) (5%Kim) . SWHAM GEEREED ) | FIEE (RIS
BE%) GEEFRBE?Y) . ZRMHBBUEERE GEERHY ) | REARERSHERAE (38
ERED ) - - - hEtEREERIRIE, RIERIEIRIE R, SALBE, ALEUE (RIBLMER
JEAR) | RERAIMEBBUEEGERE, SRR MERBHEBRIEN D SN 2 ERH DD T, B
ATV, BENERD SN AICITE LIRS 2RI L, EYRAE AT Z L,

FEEING] (M/DRBAE. |EBABE. BOEREME. BEFRARMHEL (WS EEFRH
A ) e e fNBRAE, BEEERIERAE . [ ERAE, FAERBMEEMEN D bbb 2
ENHDHDOT, BEETDITITV, BENBEDONZGEEIITELICE G2 IR L, @Yl
WEE1TH Z &,

DAVE BEEAREY ) - - - DARICEY, BUENERREZ - ED0MIENRH Hbhd Z &R
HHDOT, BIEETZIATV., BENRBOONTGEIITELICHE G2 L, #7200
EITH 2k,

SANF— Z2—BIANRF— (WFTHREFEEFRHY) - - - 34T — =a—nIF
NF=NoLbLNDHZENHDHDT, BEELTHITITV, BEDED LNTHEITITE LI
BhHAEZHIEL, @MURREEITH Z &

Eif¥E GEEREY) - - - EbEE
AEIRDI A DT A id, MR fE 2 s

ELHEEOKMBEN DD Z END D, (RILEE
L., WY LE 21T 5 2,

i

>

[RR B AL
FEIN TSt L 72 B R R BRE & OARHI D CCDS OFt#l & HIZEE LT,
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5. B E~NDRE

ol TR i
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[ AE AR L]
AANIEICEE SPEH SN DHEAITH Y | milid TIE—fkICEEEST OAEBEEMET LTV D
TLREEBELTRELL,

6. iTim. Eim. RIABFAORE

(1) fEIR SRR LTV D Al REME D B D@ AN iE, AN - IRIEEED U 27 2453 2 "l fErk
WD Z & ak+mIZHi LB A S BT, 16 LR RMENERMEEL ERlD &Rl s
BN OREEGT D, Fo, IRATREZR MR ALK LTI, ASHIE G i dom ) 70 ehT:
ZITHOL0ETDH L, UHEROHKGICET L2 L TR, KA & b2
YE R OSEF2AE AR L TV A 7 m a0 Ok, BB E I AR DRI K T
BO ., KANCBWTHMEFEN - BRIEEE (HAERORERIEE) NRET 5 eI S E
TR, o, SfRABRICE VN T, RGO~ T AZ7 v u X OEREZ RN S L
felE, suaX IR AEOICEE L, U AR ORISR SEN TS 5
Ni-, F7=. HHEIXS » AMEE L, ]

() BABOWACEST D HEITRAL BT SEH L, [BEFaFssnafize b
HH~BITT 52 LR MESHTWD, 472 7% U Ak mtEEIZILIRiced LT
foidd TR MEDNE W2 E RN SN TV 5D, ]

[R%E AR L]
(1) AHAl D> CCDS Kk USEFE TOEMWIZ 1T 5 B nm M alin, A5 A ek &k OV A sl D plis &
FITRE LT,
(2) A#|D CCDS K OAHK & Gde 4-7 2 7 % 7 UV ALAW TIIILN T O BMERFHORZ N E O 2
EMORE LT,

7. NRE~ADEKRE

IR AR, B, LRI 6 AR OS2 LIS LTy, (SR
W) [4-T7 2% U ALEMOFMEERICEZ RSV, [BR] KO 19 @ALEDE
Bl DHEZH]

[ EARAL
INHDOEMBE NG E LEEERRBRIIFEREINTE O, AFZ2ET04- T /% ) AbEWT
WEFLS IR DR B O R ERN @SN E P BRRE LT,
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Bl - ERK

R GRS S AR TR, SRR LML, e, R0 Y U AMER 5T
(ORI K0 BRI E L WD H 5 QT MIfRIER., hLH— R+ K« R7 2 b, LM
. DEME R 8o U X MRIERE k‘“Ca‘bo Izo ZNHDIERITIBERGZ T ICHbDbND
ZENRHLHDOT, BENRBDO LML, EBICEIRLELITH Z L, ¥, HHE T

4-7 2 )% ) U L ALEM O E&ﬁiﬁ fERTCTHY . 1~29 THLEIEHNTH D Z ERWME I
TW5b,

AMiE -

S 2 VITEREFIC LV EDICENED 2+ 20 2 &, BikFk, wEk506 30 7L
NICHE THREEORIK S FOEMER 2 &G UL, T EOWINZTIT 5 TaettEnr & 5.

DIEMEOEFINZIZ T T B RADREITHDL EORERH DL LG, T ENRLAOIERAE
g%ﬁﬂi‘jﬁé &o

VEIZS U, FERAHBI R O = v 7 xPiWE 2 FEfid 5 2 &,

[F% EARHL)
AFHK|D CCDS % KRR E LT,

BRALEDIE

HINRITEFC 4-T 2 ) % U ACEHOBIEO IR U TURZIENE W=D ARANT/NR
FOJENRWGINCRE TS L) BEICRET 2L, [ [BR] 0ESHKE]

[ EARAL
AF e gie 4-7 2 )% 7 V) ACEW CTIEIS IR CERMEIC T DS N EmWn 2 & R OARFK| D CCDS
%‘fﬂ \—Iﬂﬁi—’ L/f&_o

10. ZDMDFE

(1) AFA & DR FEEIRIIARI TH 5 2, M B W TARIRAAE CTARITEINIME STV 5,
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IRIEEINTWDZ EnD, AFNZEBWNTHBEEEEN BB T 2 RBIEIIEE TE R 0VA, K
%®#hﬁfﬁ%i%%éhfvﬁmo
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(== (A A4) 2-[{(4RS)-4-[(7-7 ma ) V) 2 -b-A )T 2 VXU FAHZTF VT R /]
& =) i
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2 INN
AL r-INN & LT, WHO Chronicle, Vol. 16, No. 3, 1962 (r-INN list 4), P106 (Z i S 1T 5,
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Cl N

AN

=
EwEX *H2S04

HN OH
N7
H YCH; k RUBEEMG

ZhekE - DR REIT)VFIF—TA, 25T TFIF—TR

BE. EFOFTH/O0O0FUFEEESE LT 200mg X(F400mg Z 1 A 1 ERBERICE
O&%59 %,

L. 1HOBREERFTO—ARXBELTERICTLYROONDUTOEBRKEICE IS
RELT %,

THEEEDEEERE (kg0 = (K (cm) —100) %x0.85
B - B BHBEEOEEAE (kg0 = (K (cm) —100) x0.9

1. BAEKES 31kg LA E 46kg RiEDHZE. 1B 1E 148 (200mg) #&OAKET S,

2. BIBIAE A 46kg LI E 62kg RiEDHE. 1L H 1[E 145 (200mg) & 1 H 1[E 2§
(400mg) # 1B&HEFITROKET 5,

.IEEAEEN kg LLEDBZE. 1H 1[H 248 (400mg) #ROKET 5,

BIEEFDIEE

Rix: ErFRFT Y 00X DREE
mR&ERUA

MES - e | BF: TS5 ZLEE200mg (LEEHRE FEFS /00X VREES L T200mg &
A)
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At
BPiE BRERR LDsg LDso
GEEREIEE. mg/kg) (FRERIEMRAE. mg/kg)
E4rV. S 1% 47 61
FEREMR 189 244
#0O 1958 2530
EEO®RE(CIEZ) VEEER V=,
FEME
BpiE BEER BE5E 5= R
B 514 (33 (FRERIR
g\ mg‘
mg/kg/H) mg/kg/H)
st Sy ka0, 31.6 41 XL (K- SR
21BH EWMBEOET. =
126.3 163
55
Sy k0. 8 10.3  31.0/10.3 HMARRLL
10 5E RS 16/8b 20.7/10.3P
24/8b 31.0/10.3P
4 %2 #0. 5 6.5 EMFRAL
90 AFS 10 12.9
20 25.8
BEMS(IMEEDIEEN LN =ORBEICHE LT,
a Non-GLP iRE&. EEDKRE(CIEZZ ) VEEZRA V=,
b &5 7~10B(X£E T8 mygky/B (BEEL LT 10.3 mg/kg/B) #ix5
ERNERREBRICEPVTAFIZ/E SN 1015 2961 (28.7%) IZEIER (E&EK
Bl{EF REEEEZSD) NROLNT-, ELEMERIETH 1041 (9.9%) . BERE. P54
RERUEELX K346 (3.0%0) ETh-ol-.
=1t 7 74X EHt
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FEIFBDRTEF

3.2 T—AXNITHREE
32SEE (B FOoX< v onxBiEEEtE. Chinoin 4t)
3.2.5.1 — % 1&E#R

3.2.5.1.1 &%
P =s EEZNIT | HEBREMR S e o 4EL BEME (FTEER
ARES) o RfEE | B6 HBRRIESH 2% | sEAM
3.2.5-1 |Nomenclature #HAEH | FHEER
3.2S.1.2 &
P =5 HERETE SoF e o e 4EL BEHME (FHTmER
ﬁ*‘l‘%"? *ZTLE = ‘:E\HFEﬁ ni%ﬁ%ﬁﬁiﬁflﬁ %g %%i&*ﬂ'
3.2.S-2 [Structure HAEH | FHEER
3.2.5.1.3 —fig4it
e 3 s ZEX L[ RBRER e gam o BEME [FmER
ﬁ*‘l‘%"? *ﬂTL ﬁ{{% g;qFEﬁ niﬁ%ﬁﬁiﬁfﬁ %%_.F %%fﬁﬂ
3.2.5-3 |General properties #HREH | FEEH
3.2.5.2 &
3.25.2.1 SlEEE
P =5 EEBXIE | HERER S e o b 4E S BEHME (FEEmER
ﬁ*‘l‘%"? *ﬂTL ﬁ{{% ;%HFEﬁ niﬁ%ﬁﬁiﬁflﬁ %% %%ﬁ*ﬂ-
3.2.S-4 [Manufacturer(s) #HREH | FEEH
32822 BEAZERUVIOLR -av bO—JL
e 3 s ZEXI [ RBRER e ega st 4o BEME [FmER
ﬁ*‘l’%"? *mL ﬁ{i% ;%HFEﬁ ni%ﬁ%fjﬁt’a_’:ﬁ %% %%ﬁ*q_
Description of
3.2.S-5 [manufacturing process h #HREH | FEEH
and process controls
3.2.523 EMHOEE
e 32 &o EBZXIE | REREE S EA T H- 4E BEME (FHEER
ﬁ*‘l’%"? *ﬂtL EEE% ,Hﬂﬁaﬁ ui%ﬁ%mﬁiﬁﬁ? %% %%ﬁ*ﬂ-
3.2.5-6 |Control of materials HREH | FHEEH
32S2A4BETRERVEESTHADER
e 322 . EEBXIE | REREE S EA R HE 4E BEHME (FHEmER
ﬁ*‘l’%"? *mL ﬁ{i% ,ﬁ.,HFaE] ui%ﬁ%ﬁﬁiﬁfﬁ %% %%ﬁ*ﬂ
azs7CmemCWm“m“ #HREH | FFHEEH
and intermediates
3.28.25 JO+RXR - NYF—L 3 /T RFHE
T =2 EEXL [ RBRER e egammt im BEMR [FEER
ﬁ*‘l’%"? *a:TLE EEE% Eﬁﬁsﬁ ui%ﬁ%ﬁﬁiﬁfﬁ %% %%ﬁ*q'
3258 Proces_s validation and/or wmaEe | SEae
evaluation
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3.2.5.2.6 A& TIENEEDZE

e 3 - EEXE | ABRER s EATE M- 1B BEME |FHMEER
ARES) o xfEE | #6 HBRRIESH 2% | sEAM
3.2.5-9 |/anufacturing process HREs |
evelopment
3.2.S5.3 45
3.2.5.3.1 BEZ DD FEDAER
e 3 e EENL [HBRER gt o BEMRE [FmER
ARES) e AfEE | 86 HRRIEBH 2% | s=AM
3.2.5-10| Elucidation of structure h HRES | SR
and other characteristics
3.2.5.3.2 Tty
e e 2 =2 EEXI [ HBRER e ga e BEMR [FEER
ﬁ*‘l’g"? *n:TLE EEE% ;a;qﬁgﬁ ui%ﬁ%ﬁﬁiﬁfﬁ %% §%§¥4
3.2.5-11|Impurities HREN | FHEER
32S4RENEE
3.2.5.4.1 B UVHBRE &
e e 2 =2 EEXI [ HBRER e ga e E BEMR [FEER
ﬁ*‘l’%"? *a:TL EEE% ,ﬁ,ﬁfaﬁ ui%ﬁ%ﬁﬁiﬁlzﬁ %% ;’;%ﬁ*q'
3.2.S-12Specification HREN | FHEER
3.2.5.4.2 REHE (DA E)
sy 3 &5 HERE st e oo 4E T B\EME |FHMEEN
ﬁ*‘l’%"? *Z!L gﬂﬁﬁ ui%ﬁ%mﬁiﬁ,:ﬁ %% %%ﬁ*q'
3.2.5-13|Analytical procedures #HREH | FHEEH
32543 HEHE (HHAEE) ONYT—3 v
sy 3 - EEXIT | ABRER St EA T 4B T \EME |FHMEEN
ARES e HEE | M ARRIRA 2% | sEEH
3.2.5-14|'dentification sulfate - #HRAEN | FHEER
validation
Related substance by s | =g co oy
3.2.8-15| )5/  validation HANEH | FHEEH
Errata for Related
3.2.S-16(substance by UPLC - ] HRER | FEEH
validation
Related substance by sy | =g s
32.5-17| 5/ - validation HREH | FmEH
3.2.5-1g|Residual solvent by GC - HREE | S
validation
3.2.5-19|Loss on Drying - validation - - HREH | FEEH
3.2.5-20|/\SSaY by UPLC - . . wHREE | S
validation
3.2.5-21|ASSa by HPLC - . . wmEE | S
validation
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3.2.8.4.4 0y ko

] 3 . EEXE | ABRER St Es 42 T PR (FTEEN
ARES) e xfEE | #6 HBRRIESH 2% | sEAM
3.2.S-22|Batch analyses HREH | FHEEH
32545 AR UHBAEZOR UM
F SHEATD e =k [ S0 o 325
AHES L okt bl RBREIEISHT lgs mARS
Justification of sy | =g s e
3.2.5-23 specification HREH | FEEH
3255 BRERIIFTENE _ P
AHES e oterd ol HRENS lgs AR
Reference standards or T
32.5-24| =~ i #HREN | FHEER
3.2.5.6 BHEXUIMEEFR
] 3 &8 EEHENIT | REBRER S Es b 48 T B (FHEEN
ARES) e REE | 86 HBRRIEBH 2% | sEAM
3.2.S-25|Container closure systems HREH | FEEH
3287 REM
32571 REMDF L HR UM
e =+ == n =+ | =@ E3'
AHES e ot ol HRES Rl AR
Stability summary and ey | 24 s
3.2.5-26| 120y s h mE | A
3.28.7.2 RRZE DR EMRBRITBEOERRUVER
s =+ == n ==+ | & A5
AHES e ot ol HREIS lgs AR
Registration post approval
3.2.S-27|stability protocol and h HREH | FHEEH
stability commitment
32873 REUT—4
ey 3 =0 EEXIT | HBRER st e oo 4E T B\EME |FHMEEN
ﬁ*‘l’g"? *z:TEE ﬁ{f% ,H,EFHE] uﬁ%ﬁ%}jﬁiﬁfﬁ %% %%ﬁ*i
3.2.5-28|Stress test - stability data h HREH | FEEH
(Hungary)
3.2.5-29|Stability data h HREN | FHEER
(Hungary)
3.2.P #H| (T34 =)LFE200 mg)
3.2.P.1 HHRUVLS
AHES i ot kel HBRIEHH Rl |man
Description and
3.2.P-1 [composition of the drug ‘ HREN | FHEER
product
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3.2.P.2 HAFFKOERE
3.2.p.2.1 WK
AHES B oterd Lol RBREIEISHT Rl AR
Components of the drug sy | =g
3292pm®d #HREN | FHEER
3.2.p.2.2 HHI
AHES B oterdl Lol HEREIESH Rl mARS
3.2.P-3 [Drug product HREH | FHEEH
3.2.P.23 HETEDRAREDER
[ =e EEHEXIT | HEBEER B b 4B S BEMS |FMEER
ARES) i HEE | H6 HEBRRIESH 2% | sEAM
Manufacturing process P
3.2.P-4 development #HREN | FHEER
3.2.P.2.4 BHEERUEER
= = ES S | S (S
aHES B8 ot Lol HBREIESH lgs AR
3.2.P-5 |Container closure system HREH | FEEH
3.2.P.2.5 MAEYFHER SN b H -
= =EA P | 2 0 3
ZHES B8 oterd ol HBREIEISH lgs AR
3.2.P-6 [Microbiological attributes #HREH | FEEH
3.2.P.26 BREBCERABORR HAELOBEEN
ey =+ == n ==+ | =@ 3
ZHES B8 ot ol HBREIESH lgs AR
3.2.P-7 [Compatibility HREH | FHEEH
32.P3 &iE
3.2.P.3.1 HEH
AHES B oterdl Lol HEREIESH Rl AR
3.2.P-8 [Manufacturer(s) HREH | FHEEH
3.2.P.3.2 HlEMA
[ =e EEHEXIT | REBEER B o b 4B S BEMS |FMEER
ARES) o HEE | B0 HBRRIESH 2% | s=AM
3.2.P-9 [Batch formula HREH | FHEEH
32P33HETIRERUVTIALR - bO—L
= =EAE P | S 0
ZHES B8 oterdl Lol HBREIEISH lgs AR
Description of
3.2.P-10|{manufacturing process ‘ HREN | FEER
and process controls
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iy 3 =5 EEXT | HEBER e o4 |EMES |FHMEEN.
ARES) e HfEE | #6 HBRRIESH 2% | sEAM
Controls of critical steps sy | =g s s
3.2,p-11|Contrels of critcal ‘ HOEY | FEES
32.P35 FO+XR - NYT— 3>/ FOL R
AHES i ot kel HBRIBHH Rl |man
Process validation and/or ey | =g s
3.2.P-12f i on HREH | FHEER
3.2.P.4 FMFIDEHE (Compendial)
3.2.P4.1 R R UHBRA X
e 4 5 =2 ZEX [ RBRER I BEMR [FmAR
ﬁ*‘l’%"? *a:TL EEE%— Eﬁﬁsﬁ ui%ﬁ%ﬁﬁiﬁfﬁ %% %%ﬁ*q'
3.2.P-13|Specification(s) HREN | FHEER
32.P.42 HERAE (HAEK)
4 5 =2 ZEXI [ RBRER I BEMR [FmAR
ARES) R EEE | #E HBRRIEBH 2% | sEAH
3.2.P-14|Analytical procedures HREN | FHEER
32PA43RBRAE (AR ONYT—ay
s 4] 37 & s EEXIT | ABREE st e o4 BEMES |FMEEN.
ARES) e HEE | 6 HBRRIBH 2% | sEAM
Validation of analytical sy | =g s s
3.2.p-15 procedures ‘ HRNEH | FTEE RN
32PAABERRUVABRLEDE LM
v 2 =2 ZEEXL [ RBREk A BEMR [FmAR
ARES e EEE | M ABRR IR 2% | sEEH
Justification of sy | =g s
3.2.P-16 specifications ‘ HREH | FHEEH
32P4ARMBIDEE (F/NFFA4KRTA + YS-1-7443)
3.2.P4.1 HERUHERAE
e o EEND | BRI A BRER [AMAR
ﬁ*‘l’%"? *n:TEE ﬁ{i% -ﬁ;qﬁ:ﬁ ui%ﬁ%ﬁﬁiﬁfﬁ %% %%ﬁ*i
3.2.P-17|Specification(s) HREN | FHEER
32.P.42 HERAE (DA EK) =
s 4] 37 . EENT | HEBEk e o 4B BEME |FHEEN
ARES) e xfEE | 0 HBRRIESH 2% | s=ak
3.2.P-18|Analytical procedures HREH | FHEEH
32PA3HEBRAEEX OFAR ONIT—LaY
= = [==) - =t |Z] =
AHES i ot k-l SRS AT Rl |man
Validation of analytical sy | =g s s
3.2.P-19 procedures HREH | FEEH
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32P44 HBRRUABRAEOZLH

iy e - EEXIT | HABRER st e ot 48 T BEMES |FHEEN.
ﬁ*‘l’%"? *mTEE ﬁﬁE% -:%qﬁ:ﬁ ui%ﬁ%ﬁﬁiﬁfﬁ %% %%ﬁ*i
Justification of o | s
3.2.P-20 specifications HREH | FEEH
3.2.P.4.5 & RIFEWIERD FHINH
v 2 s ZEX [ RBRER gt tm BEMR [EER
ARES) RE AfEE | #6 HBRRIEBH 2% | sEAM
Excipients of human or sy | =g s
32.p-21| origin HREH | FEEH
3.2.P.4.6 FFR R MF
v 5 2 =s ZEXI [ RBRER gt o BEMR [EER
ARES) o HfEE | H6 HBRRIESH 2% | sEAM
3.2.P-22|Novel excipients HREH | FHEEH
3.2.P.5 HHDEHE
3.2.P.5.1 MR UHERA &
v 2 = ZEX L[ RBRER e rgamt tm BEMR [mER
ARES) e HiEE | 46 HBRRIEBH 2% | sEAM
3.2.P-23|Specification #HREH | FEEH
3.2.P.5.2 HEEHE (DHAE)
v 2 =s ZEX [ RBRER gt o BEME [FmER
ﬁ*‘l’%"? *ZRL ﬁ{i% ;%HFEﬁ ni%ﬁ%fjﬁtﬁ,:ﬁ %% %%ﬁ*q_
Introduction to analytical e | =g s
3.2.P-24 procedures #HREH | FEEH
Characters - analytical T T
3.2.p-25 orocedures #HREH | FEEH
Organic nitrogenous base
3.2.P-26]identification- analytical ‘ #HREH | FHEEH
procedures
Identification HPLC - ey | = s
3.2.P-27 analytical procedures ‘ HREN | FHEER
Dissolution - analytical sy | =g s
3.2.p-28 orocedures HREH | FEEH
Assay - analytical sy | =g s
3.2.P-29 orocedures HREH | FEEH
32.P53 HMEBAEE (HHAE) ONYT—3a>
e 2 =s ZEXI [ RBRER A o BEMR [mER
ARES e AEE |6 HBRRIESH 2% | sEAM
Validation of analytical . a PRI [
3.2.P-30 procedures Identification ] Y/ AstIBIS HRAEN | FHEER
Validation of analytical N - JPUN [
32P31) O e Dicsolution M BRSBTS | dNEy | EEEN
Validation of analytical P S e 20 s
3.2.p-gp| vadaton of anah ‘ mEy | EmE
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3.2.P.5.4 Oy ko

aHES B ot bl HBREIEIS T Rl AR
3.2.P-33|Batch analyses HREH | FHEEH
3.2.P.5.5 Rt DEEtE _ e
aHES B okt bl HBRENS T lgs mARS
3.2.p-34 %‘;&f};g ization of e HmEs | EEER
3.2.P5.6 MR UHBRAENZ UMY _ _
aHES L ot bl HBREN ST lgs AR
3.2.P-35 g;jc'f'ffca;'tf’o”n?sf) HREE | B
3.2.P.6 BERXIIEEYE
AHES e ot ol HRE S AT flgs AR
3.2.p-36|roronce standards or HRAE | B
3.2.P.7 RBER VIR
AHES e ot ol HRE S AT lgs AR
3.2.P-37|Container closure system | #HREN | FHEER
32.P8 REM
32.P8.1 REMDF L HR UM
aHES e ot ol HRE S AT lgs AR
3.2.p-38 fg’;‘]‘(’jl'gsyi;‘g“mary AN tmEy | EmEy
3.2.p.82 RARORELHBHE DL VRN _
AHES B okt bl BRI lgs | EARS
Registration post-approval
3.2.P-39|stability protocol and ] HREH | FHEEN
stability commitment
32P83 REMT—% _ e
AHES E ot kel HREE Rl |man
3.2.P-40|Stability data ] Y/ A8 IS HREH | FHEEN
3.2.p-41 Z‘f;?;ﬁgaﬁ”pﬁf)‘cae”dcjré — BIIBREMNBTIS | #mEs | SEEs
3.2.P-42 5;:3;%;“'05‘&”08 ; ‘ - HNEN | EEN
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3.2.P-43

Related substance -
validation intermediate
precision

Y /74X E)NBIE

HREH

B A

3.2.A FDith
3.2.A1 BEMR B U EHE
ZLEHTL

3.2.A.2 SRR EMEYME O &£ T

BEHES

1=

EENIE
EEE

FERE N
HARE

AERR IS AT

1BEAMES
2%

ERlikp v
ZEEH

3.2.A-1

Adventitious agents safety
evaluation drug substance

HREH

B A

3.2.A-2

Adventitious agents safety
evaluation drug product

HRER

AR

3.2.A.3 xh0FE|
BLUERTL

32R BEBHEREH
BUEHLL

3.3 ZE XK
ZLEHGL
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42 ABR|ES

4.2.1 FEEHR
BHENLGL
4.2.2 EYEREHER
BHENLGL
4.2.3 HHHR
4.2.3.1 BREIKRE5HHHER
220 32 2 =0 EEXT | REBERk st EATE 4B T BEME |FHMEER
ﬁ*‘l’%"? *mL E{I% ,ﬁquEﬁ nﬁgﬁ%ﬁﬁiﬁ,’ﬁ %g %%fﬁ*’i}
ErFRXSo20RFUD . '
- o s | o< £ |Sterling-Winthrop Research - -
4.2.3.1-1 ;@&v&@x%ﬁmﬁ RE ﬁa nstitute. USA HMEH | sEEH
4.23.2 RIEHREEHHAR
220 9 3 . EEXIT | ABRER st Ea o1 T B\EME |FHEEN
ﬁ*‘l’g"? *WEE EEE% ,ﬁﬂﬁEﬁ nﬁ%ﬁ%ﬁﬁiﬁfﬁ %% §%i§*4
ErOxo00Xr 0 . i
I - £ | Sterling-Winthrop Research sl sl
2311 RERURERS B (K5 MH Stering-wint wmaEs | sEEy
Subchronic Oral Toxicity
Study in Rats with = ElE!
4.2.3.2-1|Hydroxychloroquine F - lA HREH | FEEH
Sulfate (Plaquenil Sulfate) =
(Win 1258-2)
4.2 3 3EnEMEHER
BHENLGL
4.2.3.4 BNARMERER
BHENLGL
4235 £ERLESHHER
4.2.35.1 ZMERVERE CONEARRELEICRET 55
iy e - EEXIT | HBRER st e o4 T w|EME |FHMEEN
ﬁ*‘l’g"? *z:TEE ﬁ{i% fi.,HFH'ﬂ uﬁ%ﬁ%#ﬁiﬁ,’ﬁ %% %%ﬁ*i
Two-litter study in albino . .
421315 rats medicated with ﬁﬁ ﬁ]t;:i':gvxlgrrw Research HREH | EEH
Plaquenil in the diet '
42352 ff - iR FEE(CRI T HEHER
. - EEXIT | HBRER st e o 48 T wEME |FHEEN
ﬁ*‘l’g"? mEE EEE% %qﬁsﬁ nﬁ%ﬁ%ﬁﬁiﬁfﬁ %% §%§*4
Oral Administration of
PLAQUENIL Sulfate g
422315 (WIN1258-2) to Pregnant |78 HEEE IStetrilntg Vl\jlgf:rop Research R P
New Zealand White I nstitute,
Rabbits
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42353 HARMRUHERDEE L RICBADKEEICRET 555
ZEEMGL

42354 FHERFRALHER
ZLEHTL

4.2.3.6 BRI ER
EZLEHEL

4.2.3.7 T DD E M ER
EZLEHEL

4.3 &k

EHES O ESE ik

Adeeko AO, Dada OA. Chloroquine excretion in semen following antimalarial-drug
4.3-1 |administration. Andrologia. 1994;26:165-6

Adeeko AO, Dada OA. Chloroquine reduces fertilizing capacity of epididyma sperm in rats. Afr
4.3-2 |J Med Med Sci. 1998; 27:63-4.

Aderounmu AF, Fleckenstein L. Pharmacokinetics of chloroquine diphosphate in the dog. J
4.3-3 |pharmacol Exp Ther. 1983; 226: 633-9

Aderounmu AF, Lindstrom B, Ekman L. The relationship of the pharmacokinetics of chloroquine
4.3-4 |to dose in the rabbit. J Pharm Pharmacol. 1987; 39: 234-5

Amabeoku GJ. Some behavioural effects of chloroquine in rats suggesting dopaminergic
4.3-5 |activation. Indian J Med Res. 1994:99:87-94

Ambroso JL, Harris C. Chloroguine embryotoxicity in the postimplantation rat conceptus in
4.3-6 |yitro. Teratology. 1993;48(3):213-26
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