)1)hhTEIL 25mg

)1)hhFEIL 75mg

)1)hh T+ 150mg
[CEAITHEM

FEHICHRHESN-BRICESIENRVABTOERIL. 77145 —
HBRARHRICHY FY, UZRBEAOELEFERDOBRHUNDOEFI BRI
FEMZFIATACLIITEFEA

74—
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1.6 BERXEEROSRRUVMERZORE
151 - ERXIIEROERE

FLHANY Y (% =— K : Cl-1008 % 72i% PD 0144723, {b%4 : (S)-3-(aminomethyl)
-5-methylhexanoic acid, 43 F& : 159.23) 1%, RARAT I /BOL- nA L BX Uy - 7 I /B
(GABA) DOREELULEHTH Y, BARFEEINY U AF ¥ INVORMBKT T2=y b TH
B0, 0E A L BRMETHEEST LAY TH S, WIMNIBWTERIEA, RTVWhAERB LT
HARRIER 2B %A & LTHRITLTHERE S, 201242 ABYE, R 120 OE L #ikicE
WTHASBRENTWS, A TIE 1998 £ LAFI O 1 MEEHR SRR L B L, FREBRMRE
WERMBL LEERNT Y v O ZVRREB L VCENEYRSHABROMREL b LI2 2010 F 4 A TH#
WHRBBHRE] 22088 - PR L L CEARZEER, fV ORRBIERERRERESICHEIARZ
&L LEERNT S ERANBRRE L OCEARRRSRBROBBLEMT 52 LI28Y, RF10
BIzTid TR REENER] 2206 - DR L TIARFE-FEEARFFBOARBEZREL
TW3, 4E, BEGFECHTEFLVIANY oS L OREMEEZ, BNT 7 BAKER
B% (V552 No.A0081208) 3L UEANENRERE (A% No.A0081209) (T VTHER L, THRHERS
JEREICRE S KR ORIEE - DREEEZ BN LT IARFE-PERARPFEITIZ L L LI

152 HKEOHE

BHERRIEIL, 28 ORI BMERR & AN FHICHARLBALOEREZ 8L T 2REFHD
WERTHY, SDLICHERBEREOSITEY - B, BIREE, BBET, TL& M5
-, GEfE - BAER, BBEREEREEEHFL TV,

1990 FE 21T KE Y 7 <F %4 (American College of Rheumatology : ACR) 2KV 7338 (2
HE¥E (1) 350 BmEESh, BERNAERDT I 0RERBEHCAV DTV HEF) | KR
#i1x, © 3 » AUEEETZEGERICH2EROBRERE By, A1y, b¥y (ELY
B), T¥E (EXYT) BIORSRE (SEHE, R, M, BEE) OFNTIERERALND
BAEIKBEEOKRE & EE], © 18 »FTOREICLZ2EFERE (94 kg DIEEICLY 18 »FTD
5 11 P EICERER U2 LB LHE) O2EHANOERIND,
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| 1 1990 £ ACR R FhyEiE H SE R 4

1. REEEICh 2B BORERHD Z &
E#  ERARICRTHAT A TIERO LN IHEI, KEHICh2EE L BT
o EXFIIHLNDER
o HBEFILHZLNDER
o | REHFIHLNLERE
o THHELHLNLDIER
o REPEROERE (SEME, AUMEER, MIHED D\ IZEEER)
AEHETH, BBIOBEEL, BARWMA (EXidaysy) oRBeArRy, BN B, TEH
DEF L H2T,
2. FBERZED, BAFOERRDIH 11 #FTICEBEEZRBODIZ L
EE:EEICLY, UTOEBA I8 #FTFD< &b 11 »FTNICEEIRERTED L
O o  REEE  BREERTEHHLES (ER)
%ﬁ o  THEHEE :C5—C7IiBITBEEMBOME (EA)
o {BWEH  LAGoOTER (EF)
o BRLH t RO E RO £ (ER)
o BIWE  BLMWEREESE, BAMLEOTER (ER)
o  HMULEEE  EEMG 2emiE(L (ER)

. BE® DHMRNCER Y L7 AEEER & U4y EI L7 BAMA (E4)
s KEET BTEREOCRE (ER)
s & : RGO RRIETE (ER)

BEIN4kg DEATERT I &, BRI VHBREN EE) 2F A58, TOERRE B &
M4 5, B3R R I2gHin,

CAEE, T2 o0HERWL LTV, BESRE LM 5. EHEIC DT SR 3 0 A Ll LR
L'C“&Wﬂ@fﬁ%ﬁl/\ % @ﬁ%ﬁ) &)[‘Qn'c% %ﬁﬁ%r‘ro) iﬂﬁg‘f‘&)éo

D 1990 4 ACR #33E (BB EMIZINZ, 20104E 5 HiZiX 18 # FTOERBAEZ LE L ¥ T,
B MBAE U T 5 F I 0% Bic il (SEEFREIE 4K [widespread pain index : WPI]) L,
BHEFTRIE DIER OBREIS U BEE (EROEEE [symptom severity : SS]) ZHAAbE

T2+ AR TEANLR T RO EEN ACR RORESNTWVWS (&2) 259 — DT
FIRWI R HE X, WPL S 7 BL B2 SS A 5 LA EEIX WPL A3 3~6 1D SS9 LA ETH Y, A7
&% 3y AL ERBEDERN R L, EHEOKRELE X LN A MOREBNRWGEITHRMED
FRIE L BWTEIN D, 1990 £ ACR 3 (W) EHIL, FEMOEREECIIEFHEREL, BK
RERCHEYAERELBIRT Z2ICIERBICHERTO 72, LL, —BBROPTOBWNIL 18 »
FTOEBRAEE TITONR2WVD, ITEoN TOEIIITON TWRVWRER H -7, ZDX D708
&, BHEFBREOBIIIEHRERICE SN TR SN Z 2 B8Eholz, ZOEEEHE X,
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LW PRI EYEIL 1990 £ ACR 4038 (W) E#IIRDLBZ LT, EEOERRAL%
ERBLI-BIOEENLDRIEREL L TACR L VIRBENTE,

3 2 2010 £ ACR iRH e T IR M B2

i

UTo3EE ZHl LI2BaI, BEFRIELZHT5

1. JREPEBIEE (WPD 237 SLEDDfEIROEEE (SS) 2% 5 LA EE 721k WPI A% 3~6 %> SS
Bk

2. Hp b3y AULRRECERNRENTWSZ L

3. EROEREEZ LN AMOBRBNRZN

"R
1) WPL:@E EBICEER DT OKERTHT S, MrFTICERRSH TN ? AL 0R
26 19 B OFEE

BH#, £ By (R, &7, £ B K LEER
BE, A BE R 87, A WA THE
EhE, & KBE, ZE R S
B, & KB, A R
R, A= BT, £
BT, A BT, A

2) SSDRHK:

TR, RRRERE, REER
BE1EEOLREIEROEBEEZUTOA S — LV CTiET 2 :
O=fRE 2 L
1= E 7 ITREORE, SHFICRE E 2 I3IWRREn
2=, FEMMRE, BECHRREEIIPSE CHEBICRE
3=EF . LHE, FHeny, AmEESTRIE
SRR EHFEREZERL, UTORT—/VTHET S : *
0=fERZZ L, 1=00%, 2=F%EHK, 3=%&%
SS DAEKE, 3R GEFRE, EEREARE, EAER) OEEELFHEERORE (HEE)
DEHTHD, BRI RA»D 2RE7225

RS L TOHMER - HRUE, BEEBEES, B, BE - LRES HOET, FE BR
JIEEER, LOhE/ B EY R, BB E, RRE, 5o, F, LERE, BOoO, R
BE, MR, B, BB, TR, ONER, €58 WW, L1/ —BR FKE W5, BB E
o, BoSelr, DEERIERSE WREHEE AL, K#, RER Sth, RKIEK, %2, BGRBUE,
IS, HINTERTV, BEBE, AR, PHRE, B IUBEMERE
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BRAEFDTRIE DR DIFA R 3 IR LTz, 1990 FEICRE Sz ACR 3 (W) EEOERH
REBHETHTIIRFIIRO LRI EDRAERL, TOBRIEL LI RFEAR LR TERF
THIEHEL, TuFa=7 (BRE) 2HIDHILEDRIBNEER  F7- s HE
A CREIIBRFICIVERY, SHBHICEATVS, ERLUSOERLE LT, SRR EDRK
rEEE, BEMERBR, BK, VoV UERRICEN L RIAT A, DR, R
BELEBONAFRDOLUNR ELREDORMEBROBRIER L BULZERRE T —A
7Y, SRRIERERTDBEE DR RNEFI)

R 3 REBHBEDOEEDRFE

1 FRHCRAITORE, BRBEO X S ITBLY

T & FIRFCARRZ2BREZ 5 (dysesthesia : RFBEE)

BN BT THEW [TuF 4 =7 (allodynia : ZFEE) ]

THFNEN 72 e o e d & THH A

WAHDBEAEES, FIBERVIETZ & TRADERETD

%EEES, |, B, BEORL, RE, BE, R NEOESRY, EFCRSES

TR, £HBERE, [o0HREE, BRCEFHDETREDEREHH S FHAH
GFRELHMBIE R EOEYO< v —V, |, GRREOEFFETLHRELRNZ BN

® N L~

(—HEE)

BAEHRIEIL, RIGRES RV ZDRMICEY BE L, B EAEESFRE (ADL), £FEDE (QOL)
NE L ET T 585582 ADL IZBH4 3 AFITIIT 5 2004 ELERLTESHRO) 13 1 EF D
RIB T, BRETRIAT & 1D REEED 2338 b N - BEHRIEREIL 484% Th 1, T0 5 5 272%
DEFITE L KERETERMET L7REE Thotr (£4), £/, QOL IZOWTH SF-36 12 &
HIREEEIED T IBHERRIE B I — R A B B W IREERRRIE TIZ2 W B R O LI KR
ERZDBELVELM QOL MEVIREBIZH -2 (ES),

R4 FHREFBEBEFOMETER (2004 F2EEFHE)

HWRETH (%)

EXE 17.2
EIEER 34.4
i x XFE 21.2
X 12.8
AR AERT 13.6
Blxy 0.8
N=268 (—EH%E)

CED MEEETR - R KE, XK, AEAERT, BlEY
¥2) #RETH  XE, BEEREARA, BlX)
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£5 H£FENE (QOL) SF-36
MRMERGTBIE HEOLEHRICEREERLDBE

it BE REBWED)  BEBRELL oo
) (n=90) (n=37) (n=49)
B {aE 34(22) 28 (23) 55 (25) 88 (7)
A EEEE (i) 18 (29) 14 (29) 46 (45) 96 (5)
B 26 (17) 17 (16) 33 (22) 80 (14)
SRR 38 (19) 20 (16) 42 (22) 72 (21)
Gy 42 (20) 40 (21) 57 (20) 69 (13)
TR 45 (29) 22 (20) 42(23) 93 (12)
AEREIERE () 59 (48) 49 (46) 61 (47 86 (23)
DORE 51 (17) 48 (18) 60 (16) 70 (9)
T (R — R

Fiz, BEAFBERRIC L IGERFECEEENERE (R6) TiL, BEOKERNX
F=UO~VIZHESN, AREERZEDZ LREETHD & SN TN HEFRI),

R 6 WRETREOCEEESEHE (EEHBEMRID

w57 | ACREBETEED 18 #FTOERAD 5 H 11 BT ETRAVH 52, BREEBICEKRR
HEERT SR,

44%

A7 =V | FROBRERBMITBEAHBIENRY, RIR, FEE, > oREFHE. BHEEEISRE, | 31%

BLWELRRRL, TRB~ORIE, BE - BEERR CEMRFB B LVESS
SEIZIEND, BAATOAEFIIRE,

o s BADOBENTHELZEHET, FLAYELEVREBICHRS, 800KEICLIEH
T, BREERCESETERLYES Y TERN,

e sy | BMLOWEREOREAR L LB, BRPEBOESE, n0BE, BORR, REBRERRLE
HIEERA TS, E@ED A EAEIIREE,

9.8%

9.1%

6.1%

RMERDRAE ORERENE, FiT, HPE, FHICKAME, BF R EOGENRATR, A£ELED
KEHRA LR EOLEHER 2 EHRE L O TN DR LANTR o TNRNESHE 9
TRHERS R IE DR AR B B M CRESITIIEA STV RNWHEEEIRIO) g oG 72
ENTNAHEFRID D D) J|rp b 2 2, FiRERER CREERZLET 5 BETORES (B
) N, BEGREICHIAREIIEREITREEX DN TVNAEFRIY 7 SFLF
REBRICBWURRARE, BREME, RLERLLOCHMREEDE (FTRAZ AP RE) BE -
DREDPRBOD BN TNG Z & HEFFRO D18 - [ m@ie ) & IETh 5 REFIE O PAEEEIE
X, BEGREOREBEABROEELRBM THS LT AWManTFSh TR eFR I 19 muer
FEAFICITERRBSLT 2T A =T BBREETHDHZ DY, FIREBIEOA =X L L —F
THEEZLND,

UEXy, PREEEREEROEELZAMT2EYIX, BHEGBEDCRRIIED THILEZ
B TV3,
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153 EH

IR RIS B HERDRIE D FRE L, BASBEMEIUC X - TThh, BREIL 1.7% (2005
FEERFE) Thoz85m202)  BEopid1:48 LM TORERNIEL, EHOMIT 50 %
RIZE—I783HD, FHEMIIS1SE169HEBEIN TS,

KEICBIT ABHEFRIEDARRIL 1~ 2%B5582 ) vy BARICEIT AR OFE/EER &
FETH D, £, BHETOEBRRIL, IFF T 33%E5F B M (S ry=— Fr<
—27, AT z—F, £ FYT) TiL 0.66~10.5%F%%82) 26 2D 8 zpihoFE (AFv=, 7
SON, NUTFF 4a, Mra) Tid 1.4~44%8%389) 30 3D 32 pagan T3, RER

MM%KﬁOT%ML,w~wﬁ?mawm&éﬁ,m~wﬁTM1wkﬁ%éhfmé%i
#23)

154 GABROBIK

TRHERRIE DIARICIZRBIE DI, EBRE, LERIENAV b 5355
FRMEMDRIEIX, IREEPADRETE, TR, BREERENCEAEDO QOL IXELLEESNL, BE
AEEDREICTIRETHIICHEADLLT, AT, BREFHBEICT L TEREEZREL T
BEANIZR, L LRBLIHERAT aA FHEBEREER, 1503 [ZBRRHIS > (TCA), &
Rt F=VBRVAKREER (SSRI), tu b=+ JAT7 FLF U U BRYVIALBER
(SNRD 1, i CTADAZE, TITHEEBIHIRMARIEEA] (/42 haey) 2 ERERSTHY
BAIVTW A ERIRD 39 - gl Y 7<= F24 (EULAR) |Z3B1F D HEFRIEDIRBETA FT 4 3%
WD) o1k, BEACZEERBRICLVAPEIER SR TOBESLINY Y, hFw =),
TIMNITFY Y, AFHEF L, TanFtFr, AT Y7 T, moclobemide, pirlindole,
febek by, Z77IFV—ARPHREIRLTVS, ZnbHDH 5, 2011 6 ABRE, WTh
DO EE T2 I3 HUI CREFIRIEICST T 2 &KB 2 TG L TV 2 5ANL, KESTERREIh TS
VIRY v, TaaXeFrBIOINF VT IV 3HORTH D,
EERIEICOWTIRR Y A —F 7, F#, Kk, =7 vt s R, 34, Kk C@ROESNR
%b6n1w6WﬂW®“ Fiz, DERETIE, BATERIESREFEECOAVLND X

2Ry, HHBREDOHRIE &banfwé%m’&

K%fi,ﬁﬁ%@ﬁﬁ#i%w%mm,W%%ﬁﬁﬁﬁﬁf%é LB, BEIIY U=
FR, BRAR, B, RAR, M7V =v s REERER RS L L, BELRERE
21 BTG B IVRVRBLASRRY VTN 858 40) | =~ e SRR IE 12 B B EE A
BEY, BEFRESAEZEROPTORNLTEBRTIRETHL Z LBBRKEICHRE SN T
& o p3BEIRO) 4D A TIX A RN BIERE 2RI _EERERBREERL, Ht
FURAERRTHERNINELERL, BEFREBRROEHME 25 L5 REACHT 5 =—2A05H
Vo TR RIRINDE, KFICKIT HHEFFIERE I L TED»OBRECANDZ DT
& ZERNOBHARBEFEIN TS,
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155 FHRERORE
1551 EBEZFHNSELS I TEH

T LAY I ILEOMENERENE Th By-7 2/ BiE (GABA) OFEFEDOUNE DT
b5 (1), TVHNY L OEBERITARCF U EEULTRY, BRICEE L7 BE M
BRRIZBWT, BMEFEI LY T LAF ¥ RNV DY 7=y b EBBEMICEA L, 1T
FRZBIFDBAINY T LAOTAZET &, FEEEHEHRECEDE OREZIHT 5 Z & 23,
TEAERABFELEEZ LN TS (M2), LAY UidtEE L GABA IZEEIT 523, GABA
(GABA,, GABAg, XU Y UTEE V) ZTRIKIHESET, GABA ORH GABA BV iAZHA~
DOAEMZERIZZR, 51T, NMDA, AMPA, T4 =R, 7V Vo SREREOKERE
M7 2 B NCEMEBEEI N Y AT X RV, T RITUAF YRV, 7074 RF
¥R, AV TEF ¥ FVHERTBHT (IR F U ERL) OB BIEER RN
ERFER STV 5,

K1 FLAN) OEER

Normal Neuron

pregabalin
23 3 -5 @ s
Subunit : ; i =25 Subunit

Channel

ER : BEOBREESRROREELTRT, PR - BEEHERIERICEE LTV 2RE (REERRCEDE BRI
BHERTWAIRE) Z7d, AR : TLHINY VOEREFETR T, TLVANY VIIBAERTFEEA VLT LF % RN Dasd
PTa=y MIREE L, BRIV T T RCBT D INV T AORAZET SE, Sy I vBEOREEGRIZEME DR
HEemHTsZLicky, EREAZREETLIEELLNTND,

TLHNY AT S ORKERIRET N Th D HEEREET v FPFED 21T, 7T
=7 (BEE) 2BET 22 E0ERINTWS (2622 2), £, 17 75=V2ERAER
BTy bBIOGSA~) VEBRBRBEE T v MIBWTYH, T LAY TBERE QKSR RBEST
BOMEI RO SN TN BEF AR EFREEBERE SEET7 y hBLOY T2 &
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A P R N-AF)N-D-T AT XU BOFENESIC L 2BEEHT v FTHT VI VY OHERE
VERDSHERR ST B BHIRD)

MHERVRIEICR LT LAY X, PIRMEEE (EREREMOPIREEE R EORE RS
HDENITOREIZL VERINZBEL (BRIE) ShEMRRICBWT, JAVFIVE, 37
AH VAP, ANY b= VBEFEERTS K (CGRP) 72 & OREMEMRISZEYE OBk % il
TAHRZELILLY, FhE, ZRoz—n BT RBELERIETAZLICLY, ERIEREZRE
EisitExbh T3,

1552 HREKAROREE
15521 4SEHER

BMERIEICR LT, KEBIUBRIN TR 7R ExtBE Lz 5 #B (1ABR No.1008-105,
A0081056, A0081059, A0081077, A0081100) AfThiTz, T b d 5 H 4 FEX (JA5R No.1008-105,
A0081056, A0081077, A0081100) 1%, 8~14 M (1~2 BEOHEEHIZSie) DO EITL Y AA|
DEMEEZRIELZHRBRTHY, 1 BB (BBR No.A0081059) IIBIROFHEEEFMT 27200
T MUIBEPLERBRTH o7,

8~14 @5 D7 T L A3 RAER 4 BB TIX, &5 2757 HlICRRERRE Sh, 5B VA
NY U BRFE SN DIE2068 51T > 72,8~ 14 BRI 5D 7T & R AR 4 B OWRE 1T
FI90% B ZMETH Y, FEIFERIT S0, BRYIMOEHEIIN 8~10FER ThH o7, Fiz, ~—
ARG A REOTEEIFARA 2T (0~10 O 11 BEFEFEM) OFBEIX 6.65~7.1 ThHoTo, A
DUVNTIE, 745 No.A0081056 33 K TN A0081077 TiX, T _THOF LAY & (300 mg/H, 450 mg/
A, 600mg/H) T, ¥5k No.1008-105 35 L TN A0081100 TIZF LAY > 450 mg/B T, FHhEh
7RI T AMEAICERZREBVIRNBEBD b, 7238, A5 No.A0081100 (Z&MN L 728
BED 103% (76 ) 137 VTHE @&E, 1 F) OE#ITHok, TEFMER ThHHEK
SR D EERE A 2 TITRWT, 7T ERBICH L TREFNICE B RWEDRIED am_
UANRY V450 my BEECIE, &Mk (TO7, B, FRmEkK, A—R T VT/AFE) 0
VB RERIFEAT DFER, WO T b FIRRICIEDRAVRE S iz,

T v H MEIBRP LB (1A% No.A0081059) TiX, IEEREAICT LAY 123 1051 Bl &
Eh, “EERIICIZ 279 BN 7 LAY 8, 287 Bl 7 T R R3S STz, 188k No.A0081059
Tid 6 BRIDHEERYIFIZ 300 mg/H, 450 mg/H, 600 mg/H DB TEBEOUENRD b
BEE, —_EERMTTI7EREREITVINY L OWThNCED () TR E kG LB R,
FEMEER Th AIBERGNHET S E TORME (BAHD VAS EE IR EEEMIC X 5E
ROHBHZESL) IZBWT, LRV 07 7RI TAREOICEERDRBTBD N
7

BHEBIEIC OWTT LAY X, KETIEEEZEEICTEEIN, 2007 F 6 AR TY)
D THHERBE T 58 (B - AR :300mg/ A £7/-13450mg/H % 1 A 2 BEICH T TRE)
ERAE LT, 728, ERINTIX 2008 4 3 AICHHERREDBEIGBIMDBFELZIT o723, 2009 £ 4
A 23 BIZERMNEZE S EET (European Medicines Agency : EMA) DOFRM [E R FHIZE S % (CHMP)
LV, FVINY COBMETRIERE TR 74 v b« VR OBREND, BREMIZD
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WCERREZHEE LRV &V D BAESHIRO 4D asti Xz, 7238, BRINIZ IS CIIBME R R iE O
NEREZBEHE LT, IATSTTy, FandFbFroRnEARBELTo208, BEVWTRG
FAREHIR L2V &V D REEERE 9 0 At ad (1.6.1 AEICEIT 3 EERRIRER).,

15522 EARRER

AIZBIT BT VINY o ORFIZ 1998 GE L D BtE Lz, "V ANY o OFREE MR okt
T BRCKDOBESVERSRIL (1.6.1 AAEIZRIT 2ERRMSR) 2ZEL, RKMIZBNTTLHA
Vv R EERRIGRE L UCHBET 5 2 & 25 L, AREENEED © 5 bR
BEFEERBICOVWTE, ITHREBEMEELARE LEEAT Y vy V78R (BR
No.A0081120) B X CENE#BKR 5B (55 No.A0081121) DEUEE b & 1T THAIRES % k& |
W2t 27K % 2010 47 4 AIZEUE LTz, eV ORRIRMERMEHREFICE O OBRERS L LcE
WNEERRBR (7T 2R BEEBR | 1B No.A0081163, EHIF G5B : 185k No.A0081164) D&
AR SN RS ER AR T DR B E 2, 2010 42 10 AT TRIEMEMREE MR )
DEIEEZTE L, PHRMEREEMEREIC OV T, 200E BF BB EXRERESRE
i (PMDA) & HEBNE 2170, me o0
THERLWNCAEBLEET, 2o.$ Ao bDEHEERERREEZNR L L-EHEXRAR (5
BR No.A0081107) I X UHFREHEERKR, MEPHRER, SREE(WERRBEENRE LIZE
WNEMBERBR (1558 No.A0081252) #FEM L, 20124 3 A AR EE—HMEEARBELIT-
7o

BRAERRTRIEIZ DV T, 2008 £ 1 AIZ NPO IEANBHERIRIER D2 XV BEFBEEEELF
FHEEHRE L UBHSEIC 7L H Y OBMEREEICN T2 RAROEZEENR M Sh, R
BB DE 15 BIRAREME ARERSSHICT, BARICBONTL T LHANY v OBMEGREIC S
TRRRILLETONIRETH B EofRNHSE, Bhick Ty, ZOEHFEZIT,
BERIERE T L, WRERIRY BEHIC LAY U ERHRT S Z L IIER EEENSAKE T
HD LWL, RMIBT BT LAY OB T 5% 2 EHE L,

20, E B2 PMDA & SEBIE 21TV,

LRITHEEEER (1561 58),

EN7 7 2R RRAR (185 No.A0081208) DRERT VA 1%, EN/ CHRMEFRIEICKT 5
2, BEBIONERENELIL TR Z &, AMETIIRETREER X O RESHERICR L
TEL DBRKRBRBRPER S, TN VOEHER L OREESHERINTVWE Z 2 ]E

IZ2oWTC, BhER

ED MRBEEAREIL, MROBREIMICLY, REED D VIR RERREEEERICIEIND,
PFIZER CONFIDENTIAL
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Z, KEBLOMNOAGERFICH O ONTREGREBRE LR L LESNEE 3BT 7 vR%
RSB (BB No.A0081056, A0081077, A0081100) 2BEZ L7, £7-, BEHHRERR (bR
No.A0081209) i, YRR 74 5 A 24 AT OIEEE 592 SERERFEREEN BN TRVER
X LREIB OB EPEE SN2 HEZREMROIBRER IR\ TREME BT 2 DI L ERE
Bl L B EHRICOWVWT] 2BEL, EITOT 7 R5TREABR (A5 No.A0081208) #5%ET Lz
WBRE ZXIRIC, L HNY O S3BEEBREROZESEZRET S LA TERMNE LTEHEL
770

2008 42 11 A 20 HIZIZEN T 7 &A% FEER (JA5R No.A0081208) 1 L VENEHR SRR (18
BR No.A0081209) DIEBREZ|H L, LAY U OBMEFREIHT HEEARAR (R
No.A0081208, A0081209) % i L 7=,

156 EREKRARICHT LIHE
ENICBWT, BMEFHBEICTT 2RREORBICETI2RMYREZIIREE LT F
YRIFFELR, LL, BHEMRRECRT 2REBESCE T EIENS CRETHD Z &
1o, METEBENTT VN COBKRRESEI, ENICBIT2RREER L OREBRG
B RL, MEHEEECTEZYBOMEICESWTHELED T, '
LATFZ, PMDA & OXHEBIE DHEANERB L UOBIE0ENER L,

1.5.6.1 —*Esiz <20.¢ lﬁ .EI)
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EREBHERE

GVTF=y e JUTTUAN 60 mL/S U EOBRECBIT AARFOEREHBAEL, 75~150mg1 A 2@, i
% 50~100mg 1 H 3 [& (150~300mg/H) TH 5, 75mgl H 2@ £/ 50mg1 A 3E (150 mgR) »6H 5%
WA 5, AOHBIUEEMIZE LT 1 BRI 300 mg/B £ THEETE 5, AFIXEICEEZN LTt
ENnBi), BEECKT L-EETCIIAESRET S,

AF 300 mg/ B % 2~4 WS L THH0REEENE B LRV BBV TRE, KEREICIMLIONEZE
B4z, 300 mg 1 A 2EEZ15200 mg 1 B 3E (600 mg/B) £ TCORENTERETH B, BIERSHERKER
T, BEAZEHBLTAREPRLEENF NI 05, 300 mg/H % EEZAEOREX 300 mg/ BRFIZHZ b
BRERBEMRELNRVEBEICRS,

TADARDREEEZETIRABE XS L LI2ABER
HORBEEETIRABEIZHT H0HBEELE LT, &AL 150~600 mg/H OFEH THZMEIRD LT
3, FHOTaT7 7 A MIEHEBLOZEME LARKRENTHHZ LBRENTWS, BEIX 1 B 2EER
X1 B3IECHEILTITS, —HARANC, 1 BREEL L C150 mgH (75 mg1 B2EE~iX50mg 1 B 3E) L
TOroHREZHBETIIENREE LY, BEILORIGBIUOEEHEIZGE LT 600 mg/HETHEHETHZERT
&5,

AENIFICEBES L CHE SN A7, BEENMET LZBE~RET2858XRERHATT 5,
AEOHERRAFOBBEIZRIETERIC OV T, ERITIRFTER TV,

HARF U ERATOBREILR T ARBFOHRABEEL LTORRICOWVTIE, HEHTRERIC X 51T
STV, Lo T, HRRUVFUHRROEFOHIERBICEL TR TE R,

RRHERRIRIE DIBR

BHERRBIE ISR 2 ABI DHER FH 213 300~450 mg/ B TH B, REIX 75 mg 1 H 2E (150 mg/A) HEET
%, BEER L OBRFEIECTIBBLAIZ 150 mg 1 B 2E (300 mg/B) IZHEEBETE 5, 300 mg/ A5 T+
SRPENRBDOLNRVEFIIHLTE, &5612225mgl A2E 450 mgR) ETHETE S, 600 mgHRE
ERETARBREER SN2, 600 mg/HOMEIZLARRT 4 v MIBRDONT, BEELEN-T, BI1ER
BRAEBEENThT-ZE0b, 450 mg/B % LEABOHREIIHRINZV, AFIZZICBREEN LTHtEh
B0, BEEMETLESRE (V7P F=2 - 7T T RPB 60mL/43ERR ~BET5861, HEZHEE
LC#HET S,

EHEEEEETOIRE

AENZOWTIE, BMERPAEREN TECBREZA L THEE 220, BEENMET LEZRE CIIRAE
PHRETS, BEEREZ?ETAIBRECEBIIHERER, /v T F=r 27U TR (Clen) KESHWTR
1OERETEMT D, ZOFRZFIATHIZIE, ZOBEFO Cler (BAL: ml/4y) 2HETILNERD S, Z0H
EE (mL/43) 1%, D Cockeroft and Gault DR &M > CTHiEZ L7 F =2 (mg/dl) EBENSRDBZERT
&5,

[140- F#s &) 1x FE (kg (MEDBAIFTZNIZ 085 2R L
72x [iEZ L7 F=> {mgdL) 3)

CLcr=

Bt - AEOHEIZEH LBV, EXL2BHEEEZET58EF (Cler 260 mL/4y) Ixt U THHEIN LM 1 BH
SBIGENEICSLTREINTVS, XK1 2R LU TEBEICI Y AEERET S,

(B : EELRBEEEZETIERESEHEBERESE (Cler 260 mL/4Y) 2L TARIC L 2BREITOHADOH
WEREE TV 150 mg/ A TH D, LizhoT, ZVTF= 2T 5 AN 50 mL/iy OE#EEKTA
FHIZH LTI, L FANY 5mgBE 1 B2EERIZ] B3IEZHBEILTRET S, )

MBENT 22T TNLEETIE, BEEICSCE 1 BREORELZT Y130, BHERAICITETO 1 BAEICN
ZTARMOBNBERCHAAREEZERT S K188 , '
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#=1. BEEEICESSIUIANY CHBRE

TJVTF= .
7 ”(ZL;)V A FLHAY 1 BRE (mgh) * 13 5 8K
(mL/43)
>60 150 300 450 600 BID £ /=% TID
30-60 75 150 225 300 BID $7-1% TID
15-30 25-50 75 100-150 150 QD ¥721% BID
<15 25 25-50 50-75 75 QD

MEEF % OBHRES (mg) |
25mg QD 5 BE: 25 mg 7213 50 mg DEEH KRS
25-50 mg QD #5884 50 mg £ 721X 75 mg DEEFH TR S
50-75 mg QD ¥ 5-BHF: 75 mg £721L 100 mg O EEIHFER S
75 mg QD 5 BE: 100 mg 721X 150 mg D EEH KRS
TID=1RA 3E;BID=1A2HE;QD=1H 1,
*R1AAE (mgB) 2REEHRCTHRTZEICE-TIELEZYORE (mg) BKRES,
T WG, BMAREERETHD,
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1.6.2 KERMCEAXE
BX AR
1 INDICATIONS AND USAGE 1. ZheE - DR EEHE
LYRICA is indicated for:

1.1 Management of neuropathic pain associated with diabetic peripheral
neuropathy

1.2 Management of postherpetic neuralgia

1.3 Adjunctive therapy for adult patients with partial onset seizures

1.4 Management of fibromyalgia

AR D%hEE - Zh s

1.1 BERRHEER R E I O MR E AR

12 FHREZHRERR

1.3 TADPARDRIELETHRABEERSR L LR BE
1.4 BHEFRBIEDOIRE

2 DOSAGE AND ADMINISTRATION
LYRICA is given orally with or without food.
When discontinuing LYRICA, taper gradually over a minimum of 1 week.

2. M- HE

FANIRATR LORBRICID LT, BOEE535,

AR OFREZPILTHHEITIE, KIETH 1 BELL LT T2 ICEE
LThrbHiEd 3,

2.1 Neuropathic pain associated with diabetic peripheral neuropathy

The maximum recommended dose of LYRICA is 100 mg three times a day
(300 mg/day) in patients with creatinine clearance of at least 60 mL/min. Begin
dosing at 50 mg three times a day (150 mg/day). The dose may be increased to
300 mg/day within 1 week based on efficacy and tolerability. Because LYRICA
is eliminated primarily by renal excretion, adjust dose in patients with reduced
renal function [see Dosage and Administration (2.5)].

Although LYRICA was also studied at 600 mg/day, there is no evidence that this
dose confers additional significant benefit and this dose was less well tolerated.
In view of the dose-dependent adverse reactions, treatment with doses above
300 mg/day is not recommended [see Adverse Reactions (6.1)].

2.1 FERRHERAE MR E IR O MRREEE A

JVTF= e 7 UT T AN60 mL/sy Pl EDBEICBIT AABOEE
HeSRH B, 100 mg 1H3[E (300 mg/H) TH 5, 50 mg 1H3E (150
mg/H) PoREEERBETH, AR LRSI U RN
300 mg/ HE CHETE 5, AFIEZCBREZN LCH SN2, B
BEDIKT L-BECIIHERZHE TS AL - HE 25) K],
AF| 600 mg/A DFEEBLRBBRI NN, FEBINAEBMEL RTEE
Wizie <, FEAFEERF L EIE LRV, AREENLREIER22E
LT, 300 mg/H% LEIZAEOREIZEND b\ [BIfEF (6.1) %
2H]

2.2 Postherpetic neuralgia

The recommended dose of LYRICA is 75 to 150 mg two times a day, or 50 to
100 mg three times a day (150 to 300 mg/day) in patients with creatinine
clearance of at least 60 mL/min. Begin dosing at 75 mg two times a day, or 50
mg three times a day (150 mg/day). The dose may be increased to 300 mg/day
within 1 week based on efficacy and tolerability. Because LYRICA is eliminated
primarily by renal excretion, adjust the dose in patients with reduced renal
function [see Dosage and Administration (2.5)].

Patients who do not experience sufficient pain relief following 2 to 4 weeks of
treatment with 300 mg/day, and who are able to tolerate LYRICA, may be
treated with up to 300 mg two times a day, or 200 mg three times a day (600

2.2 HRIEZ R R

JVTF=y - VT T UANR60 mL/Sy L EDBEICEITBARAOKE
WA R, 75~150 mg 1H2[E, F721X50~100 mg 1H3[E (150~300
mg/B) THD, 75 mg 1H2[EE1E50 mg 1H3E (150 mg/H) 2o
HE%BAT 3, AR L ORAMITE U THERLINIZ300 mg/A £ T
HETED, AAITZCRBEN LTSNS0, BH#IEEDIERTL
BETIIRELRETS [Hit - HE 05 #2HK],

AF| 300 mg/ B % 2~4 BERE L Lo RKEERN S LRV EBE
ZoWTiE, AFREICHL5ND Z & 25802, 300 mg 1 B 2EE~
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mg/day). In view of the dose-dependent adverse reactions and the higher rate of
treatment discontinuation due to adverse reactions, reserve dosing above 300
mg/day for those patients who have on-going pain and are tolerating 300 mg
daily [see Adverse Reactions (6.1)].

X200 mg 1 H 3[El (600 mg/H) ETHOHRENFRETH S, BHWERARH
BERFNT, BHWERAZEB E TARGPFERE/FNZ L5, 300 mg/H
z EFEIZD HEDOKR ST 300 mg/H R EICt 2 b 2 BEEEMNIE L
RWBEIRD [BIFEA (6.1) 28] .

2.3 Adjunctive therapy for adult patients with partial onset seizures
LYRICA at doses of 150 to 600 mg/day has been shown to be effective as
adjunctive therapy in the treatment of partial onset seizures in adults. Both the
efficacy and adverse event profiles of LYRICA have been shown to be dose-
related. Administer the total daily dose in two or three divided doses. In general,
it is recommended that patients be started on a total daily dose no greater than
150 mg/day (75 mg two times a day, or 50 mg three times.a day). Based on
individual patient response and tolerability, the dose may be increased to a
maximum dose of 600 mg/day.

Because LYRICA is eliminated primarily by renal excretion, adjust the dose in
patients with reduced renal function [see Dosage and Administration (2.5)].

The effect of dose escalation rate on the tolerability of LYRICA has not been
formally studied.

The efficacy of add-on LYRICA in patients taking gabapentin has not been
evaluated in controlled trials. Consequently, dosing recommendations for the use
of LYRICA with gabapentin cannot be offered.

23 TADNAROGRIEEETHRABEERSR L L-fRER
WaRIEERTHMABEICKT H0HHBEEL LT, &AL 150~600
mg/ A OFRETHEDERRD DN TCWD, KEIDOT 27 7 A VidE Sk
BLUOZEME L HBERENTHIZEBRENTVWS, BEX 1 H 2
BlEZIZ 1 B3IENZABILTITY, — BRI, 1 BEREEE LT 150 mg/
H (75mgl H2EIEIXS50mg 1 B 3E) UTFhoEE2BIETHZ L
DEELY, BEZEORIEB IUORAEMEITE T T 600 mg/H £ THEE
THEILENTES,

AFNIECEREZ N U CHEt S A 20, BHERENMET Li-BE~%E
T 5% iﬁg%ﬁ?Té[ﬁﬁ HE (035) #2H],
}ﬂ%@iﬁi4ﬁ>$ﬁu0) BEMICRIETEEIZONTIL, ERIZIIHRETE
TR,

HARF U 2RATOBEIBT 5AFORAEREEE LTOPRIC
DWTIL, ERRERBRIC L 25 Z21T > TRy, Ledso T, IR
RUFUHRAROARFOWRHARICHE LU QIR TERN,

2.4 Management of Fibromyalgia

The recommended dose of LYRICA for fibromyalgia is 300 to 450 mg/day.
Begin dosing at 75 mg two times a day (150 mg/day). The dose may be
increased to 150 mg two times a day (300 mg/day) within 1 week based on
efficacy and tolerability. Patients who do not experience sufficient benefit with
300 mg/day may be further increased to 225 mg two times a day (450 mg/day).
Although LYRICA was also studied at 600 mg/day, there is no evidence that this
dose confers additional benefit and this dose was less well tolerated. In view of
the dose-dependent adverse reactions, treatment with doses above 450 mg/day is
not recommended [see Adverse Reactions (6.1)]. Because LYRICA is eliminated
primarily by renal excretion, adjust the dose in patients with reduced renal
function [see Dosage and Administration (2.5)].

2.4 BRHERTIRIE DRI

BRAERS RIS B ABIOHELR FH 81X 300~450 mg/B TH B, 75 mg 1
H2ME (150 mg/B) LT 5, ARSI ORAEIISE LT 1EM
PANIZ 150 mg 1 B 28] (300 mg/H) ITHEETEZ 5, 300 mg/H 5T+
SIRHEPRD BIRWEFICR LTk, 512225 mg 1 B 2E (450
mg/A) ETCHETES, 600 mg ARG 2MRETT 2RBRNEM I iz
23, 600 mg/H DEEEIZE DR T 4 v MIRDLILT, BEMELEL-
7o BHWERABSHBIKGEN TH-oZ &5, 450 my/ A % LEIZ BO#KRE
R IR [BIFEA (6.1) &3], AFNTEICERAE T L CHEtE
INB7eH, BERENMETLERE V7 F=r T IUT T AR
60mL/5y K — BHEEEELFT28E 22R) ~R5T25613H
BERAELCRETD [HE-HE 05) 2281,
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2.5 Patients with Renal Impairment

In view of dose-dependent adverse reactions and since LYRICA is eliminated
primarily by renal excretion, adjust the dose in patients with reduced renal
function. Base the dose adjustment in patients with renal impairment on
creatinine clearance (CLcr), as indicated in Table 1. To use this dosing table, an
estimate of the patient's CLcr in mL/min is needed. CLcr in mL/min may be
estimated from serum creatinine (mg/dL) determination using the Cockcroft and
Gault equation:

140 - ( axs) X we t(
CLC [ T ] )gh kg) {x 0.85for female patients)
72 % serurm creatinine {rgfdL)

Next, refer to the Dosage and Administration section to determine the
recommended total daily dose based on indication, for a patient with normal
renal function (CLcr >60 ml/min). Then refer to Table 1 to determine the
corresponding renal adjusted dose.

(For example: A patient initiating LYRICA therapy for postherpetic neuralgia
with normal renal function (CLcr 260 mL/min), receives a total daily dose of
150 mg/day pregabalin. Therefore, a renal impaired patient with a CLcr of 50
mL/min would receive a total daily dose of 75 mg/day pregabalin administered
in two or three divided doses.)

For patients undergoing hemodialysis, adjust the pregabalin daily dose based on
renal function. In addition to the daily dose adjustment, administer a
supplemental dose immediately following every 4-hour hemodialysis treatment
(see Table 1).

2.5 BREREELZF T AL
FANZOWTiIE, BIERSAERKTFH CTEICEBEZN LTt sh s 2
Lo, BEEMET LEBAE CIIAEZHE TS, BHEEELHAT
HBECRBTIHEREX. JVT7F=r 7T TR (Cler) I2H
SWTR 1 DOEFETERT D, ZOREFIHT I, ZD0BED Cler
(BAZ : mL/4y) 2HEETILERDH D, Z OHEEE (mL//\) ;t WD
Cockeroft and Gault DX A& H > CTMiFEZ L7 F=> (mg/dl) EEMEH» S
ROBHENTE D,
[140 - & (GR) 1x HE (kg
72x MFEZ VT F=> (mg/dL)

(EHEDBEEITZNIC085%F L
)

CLer=

R AEBOEICREH LB, EEREBELET3H8%E (Cle
>60 mL/4y) uﬁbf?ﬁ@%éﬂé?ﬁ’*“lﬁ&ﬁ% ITESEIC G D TRES R

T3, R1ZRLUTEHEICL Y AEZFAET 3,

(. TEF 2 BHWEEEE T 58 REBHMREEE (Cler 60 mL/4%y)
Zxt L CARNC K ATREEZIT O BAOBRBAEIXT VA RY 2150 mg/H
Thb, LENRST, ZVLTF= « 7 U T 5 AR50 mL/4yOBHERE
BETEHEIZHLTIE, v A2NY 275 mg/B #1B2EE 72131 B3EIZ S
BLTEET D)

MEENZZ T TNBEETIE, BEESCZIBHEORAELITS
WE, BT EM B IZIZZF01H ARSI AR OBER ICH RS
FEETD (R1SH),
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Table 1. Pregabalin Dosage Adjustment Based on Renal Function #E1. BESREICE S S UITANY BT
Creatinine Clearance Total Pregabalin Daily Dose AN TVHNY) CRIBHE (mg/H) * 5 EEK
(CLer) (mg/day) * Dose Regimen V77 A
(mL/min) (CLer)  (mlL/
>60 150 | 300 | 450 | 600 BID or TID 53)
30-60 75 | 150 | 225 | 300 BID or TID > 60 150 | 300 450 600 | BID¥7IITID
15-30 25-50 | 75 [100-150] 150 QD or BID 2222 25755 - 150 225 300 BI};);;“ETD
<15 25 |25-50| 50-75 | 75 QD - - » 100-130 150 QD= /= HBID
- - - T <15 25 25-50 50-75 75 QD
Supplementary dosage following hemodialysis (mg) MEETEOBTEEL (mg) |
Patients on the 25 mg QD regimen: take one supplemental dose of 25 mg or 50 mg 25 mg QDI E BE: 25 mgE 721350 mg® HEIH T 5
Patients on the 25-50 mg QD regimen: take one supplemental dose of 50 mg or 75 mg 25-50 mg QD#5- A5 50 mg ¥ 771375 mgD HEIH R R 5
Patients on the 50—75 mg QD regimen: take one supplemental dose of 75 mg or 100 mg 50-75 mg QD 5. B3 75 mgFE /213100 mgd E B i 5
Patients on the 75 mg QD regimen: take one supplemental dose of 100 mg or 150 mg 75 mg QD#¢ 58848 100 mgF 713150 mgD HEIHEHR 5

TID= Three divided doses; BID = Two divided doses; QD = Single daily dose.

* Total daily dose (mg/day) should be divided as indicated by dose regimen to provide
mg/dose.
' Supplementary dose is a single additional dose.

TID=1H3[E]; BID=1R2[E; QD =1H 1=,
* RBIBAE (myH) 2REERCHRTZECL-TIEHEZY OBEE (mg) MRH
%)O

t OB, BB REERETH S,

2.6 Oral Solution Concentration and Dispensing

The oral solution is 20 mg pregabalin per milliliter (mL) and prescriptions
should be written in milligrams (mg). The pharmacist will calculate the
applicable dose in mL for dispensing (e.g., 150 mg equals 7.5 mL oral solution).

2.6 ROBERIOEER L UGRR

BOWAILZ 1 mL P27V ANRY 220 mg 2EHT 5, AHREOBAIT
mg AL, EFEIIFHUEC mL B CHE RS EYEHT S
(i : 150 mg IR AEA 7.5 mL IZHE T 5)

3 DOSAGE FORMS AND STRENGTHS
Capsules: 25 mg, 50 mg, 75 mg, 100 mg, 150 mg, 200 mg, 225 mg, and 300 mg
Oral Solution: 20 mg/mL

[see Description (11) and How Supplied/Storage and Handling (16)].

3HE-EE

J 7 &V 25 mg, 50 mg., 75 mg, 100 mg, 150 mg. 200 mg, 225 mg. 300 mg
& N#EHA: 20 mg/mL

[RERG - (11) L BERTEREATIE S D B FE (16) 28] .

4 CONTRAINDICATIONS

LYRICA is contraindicated in patients with known hypersensitivity to
pregabalin or any of its components. Angioedema and hypersensitivity reactions
have occurred in patients receiving pregabalin therapy.

4. BT

TVHNY VEIDIARBIORES X VIRBUEDBERE DO H 5 BF, nE
IR L OGBIESUSH T LAY AR EZ T T BEICREL L,

5 WARNINGS AND PRECAUTIONS

5.1 Angioedema

There have been postmarketing reports of angioedema in patients during initial
and chronic treatment with LYRICA. Specific symptoms included swelling of

5 BERBIOMEALOER
5.1 MmERE
AFNZ & B HENRERE E 3R BRI TIERENRDO R0
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the face, mouth (tongue, lips, and gums), and neck (throat and larynx). There
were reports of life-threatening angioedema with respiratory compromise
requiring emergency treatment. Discontinue LYRICA immediately in patients
with these symptoms. '

Exercise caution when prescribing LYRICA to patients who have had a previous
episode of angioedema.In addition, patients who are taking other drugs
associated with angioedema (e.g., angiotensin converting enzyme inhibitors
[ACE-inhibitors]) may be at increased risk of developing angioedema.

HIRBHRERD 5, BFEMRERE LI, Bl 0 (&, 0EBLWY
W) BIOEH (MEERR L OWREE) OERR EN DD, MRIEEED
ETLZBEICBVT, BAMABNMKEL SRI-AEMITHID S LS
EL|MEIN TS, ZTHODERNPED SNEEAIL. BEHIZAFD
BEEHIET5H T L,
MERBEOBEE2ETAREFIR L AR AT AR RERETS -
Eo b, MEREE OBEBEEIRENTWBME [(F: 7o P45
U UEHEERILER (ACE FEXK)] ZRAL WA EE TR, nE
BEZRIETDHY A NEED,

5.2 Hypersensitivity

There have been postmarketing reports of hypersensitivity in patients shortly
after initiation of treatment with LYRICA. Adverse reactions included skin
redness, blisters, hives, rash, dyspnea, and wheezing. Discontinue LYRICA
immediately in patients with these symptoms.

5.2 \BEUE
AN £ B IREBRAE R IGBEBENRD bz L OFRBERER H 5,
BIFER & LTk, RERR, KB, ERB, B2, HREZS X OWE
REBRDHD, ZTNDOERPED ONZEAIE. EbIcARIORE 2 &
5L,

5.3 Withdrawal of Antiepileptic Drugs (AEDs)

As with all AEDs, withdraw LYRICA gradually to minimize the potential of
increased seizure frequency in patients with seizure disorders. If LYRICA is
discontinued, taper the drug gradually over a minimum of 1 week.

53 HLTADPAZE (AEDs) DOHIE

ETORTANAELFRIC, AFIERRELETHEREITBVTHE
VESERE LR OATEEM 2 R/ NBRIZT B 720k 2 21kt 5, A#l%Z Dk
T 525 RIETH AR EZ T CTiha ICBET 3,

5.4 Suicidal Behavior and Ideation

Antiepileptic drugs (AEDs), including LYRICA, increase the risk of suicidal
thoughts or behavior in patients taking these drugs for any indication. Monitor
patients treated with any AED for any indication for the emergence or worsening
of depression, suicidal thoughts or behavior, and/or any unusual changes in
mood or behavior.

Pooled analyses of 199 placebo-controlled clinical trials (mono- and adjunctive
therapy) of 11 different AEDs showed that patients randomized to one of the
AEDs had approximately twice the risk (adjusted Relative Risk 1.8, 95% CI:1.2,
2.7) of suicidal thinking or behavior compared to patients randomized to
placebo.In these trials, which had a median treatment duration of 12 weeks, the
estimated incidence rate of suicidal behavior or ideation among 27,863 AED-
treated patients was 0.43%, compared to 0.24% among 16,029 placebo-treated
patients, representing an increase of approximately one case of suicidal thinking
or behavior for every 530 patients treated.There were four suicides in drug-

54 BRITABIVEFESE

AHEZ LR TAPARI. VT OBEGEZTE LTRATIEES L H
BREBELLIBRITHOV AT ZEREED, ITALARKEZFERTS
LEE VWTHhOEISIZHT2RATH, Do, BREEEITEHRIT
ZHOMBEFEZITENL, KSERIIITHORE RN RV BEEE
BYHZE, IBOHTAPAKICET 1990 7 5 & R %t FREEK AR
(ks X OWBIEE) OHBMITCL s E., WP ORTAPAEK
FEELE T INEBEICRTIEREEELIIERITADY X
. 7R EEEBBI T I BEORUETH -7 (MR
VZX71.8 (O5%EHEXM : 1.2.2.7)], HEHEOPRMEBIZEATHS Z
NoEDRBRT, IR HEEN1216,029% DBEETOHZITEET-
ZERSEOMERBRIT0.24%IZH LT, MTANAEELRE SN
27,8634 D BE TIX043%TH Y . 1BEBES304L Y-V NEF0BEREE
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treated patients in the trials and none in placebo-treated patients, but the number
is too small to allow any conclusion about drug effect on suicide.

The increased risk of suicidal thoughts or behavior with AEDs was observed as
early as one week after starting drug treatment with AEDs and persisted for the
duration of treatment assessed. Because most trials included in the analysis did
not extend beyond 24 weeks, the risk of suicidal thoughts or behavior beyond 24
weeks could not be assessed.

The risk of suicidal thoughts or behavior was generally consistent among drugs
in the data analyzed. The finding of increased risk with AEDs of varying
mechanisms of action and across a range of indications suggests that the risk
applies to all AEDs used for any indication. The risk did not vary substantially
by age (5-100 years) in the clinical trials analyzed.

Table 2 shows absolute and relative risk by indication for all evaluated AEDs.

FEIIBRATAOEMER Lz, ERRRRD > b, BEREBE T34
DEBPEC. 7 RBETIIE LR NoTz, T2 L. ZOBEITIERIC
MEL, BRICHT A EWERICOVWTHER ST A LI TEX o
7
RTADARICEIZBEREE I LIZARITAD Y X7 #BKIT. BHRE
FAZALERIZE bR o, FHBIGEBM S e Lz, obradsRR
DORETREHM P 24ERBE CTH o720, 248UBEOHEREF 1T
HEITHDY A7 23T 5 Z i3 T ad o,
BERBEBEIIERITAED Y X7 3. O T — 2 b oEpyic
WT—ELTHEO N, EREFOED., EGEROEOICE BT,
MTADPAETODY RIZBROFIRBBEO LN b, K X701
ETOFRTANAEDO T INOBIGIEICHTAHERICHL Y TITE 5 L
BIND, HRBRRICBNT, RY X7 34EH 5~1005%) 285
KIgEEE RS e o Tz,

TR L 2o 22 TOFTANAEKIZOWTHEE S & OMaxt) R 7
BILOMERY 27 2RATRT,

Table 2 Risk by indication for antiepileptic drugs in the pooled analysis

2 HEMRITIZBII A TADPAROBISIES DY R

Indication Placebo Patients Drug Patients Relative Risk: Risk Difference:
with Events Per  with Events Per  Incidence of Additional Drug
1000 Patients 1000 Patients Events in Drug  Patients with
Patients/Inciden  Events Per 1000
ce in Placebo Patients:
Patients
Epilepsy 1.0 3.4 3.5 2.4
Psychiatric 5.7 85 1.5 2.9
Other 1.0 1.8 1.9 0.9
Total 2.4 43 1.8 1.9

The relative risk for suicidal thoughts or behavior was higher in clinical trials for
epilepsy than in clinical trials for psychiatric or other conditions, but the

TEISHE BE 1,000 £ BFE 1,000 &4 MV ARAZE Y RIEBRE
MOEZRRE FOEELRE EBREHRFO 1,000 4F0FE
Bl BHLUEEEE FREREK/T SRREALLE
PEREBEHR HEEEK TeREER HEFELEBRE

BEOEREBR O7 TR
= HEREIHT
A
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Bk A 5.7 85 1.5 2.9

Z Dt 1.0 1.8 1.9 0.9

&t 2.4 43 1.8 1.9
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absolute risk differences were similar for the epilepsy and psychiatric
indications.

Anyone considering prescribing LYRICA or any other AED must balance the
risk of suicidal thoughts or behavior with the risk of untreated illness. Epilepsy
and many other illnesses for which AEDs are prescribed are themselves
associated with morbidity and mortality and an increased risk of suicidal
thoughts and behavior. Should suicidal thoughts and behavior emerge during
treatment, the prescriber needs to consider whether the emergence of these
symptoms in any given patient may be related to the illness being treated.

Inform patients, their caregivers, and families that LYRICA and other AEDs
increase the risk of suicidal thoughts and behavior and advise them of the need
to be alert for the emergence or worsening of the signs and symptoms of
depression, any unusual changes in mood or behavior, or the emergence of
suicidal thoughts, behavior, or thoughts about self-harm. Report behaviors of
concern immediately to healthcare providers.

STe B, MRV A7 EIX, TADPABIOREHEARATHEDESLRL
77

AR E 11T T DMMOPTTCTANAZEDONT 5T 281X, aRBES
TR BRBITAHDY A7 L MEFEITORPOTZBEDERY A7 DT
VAEBRETRETHDH, TADPABIOH TANAERDT 5 &7k
LEDMBHEOERBIX. FNEBREER EUR BREERSIVERK
THDY AZHEREBEEL TS, HBEFICAZREERIVCBARITAN
HE L72HA, AF RIS FEEICHE U ERS D OF S L B
TEHONEDPERETHILERD B,

BE. TONEEB IOFBEIIK U TIEARB L OMoB T s AR
BEREZERBLVBERITADY A EBREEDIZ LML, IORD
HER L OEROHBREIIEL, KROELIIITHORE 2B, B
BE, ARTAYHEABORBRICEET DL 28ET 5, BAaIh3
ITENVE RO EBICEREHREFICHRE TS 2 &,

5.5 Peripheral Edema

LYRICA treatment may cause peripheral edema. In short-term trials of patients
without clinically significant heart or peripheral vascular disease, there was no
apparent association between peripheral edema and cardiovascular
complications such as hypertension or congestive heart failure. Peripheral
edema was not associated with laboratory changes suggestive of deterioration in
renal or hepatic function.

In controlled clinical trials the incidence of peripheral edema was 6% in the
LYRICA group compared with 2% in the placebo group. In controlled clinical
trials, 0.5% of LYRICA patients and 0.2% placebo patients withdrew due to
peripheral edema.

Higher frequencies of weight gain and peripheral edema were observed in
patients taking both LYRICA and a thiazolidinedione antidiabetic agent
compared to patients taking either drug alone. The majority of patients using
thiazolidinedione antidiabetic agents in the overall safety database were
participants in studies of pain associated with diabetic peripheral neuropathy.
In this population, peripheral edema was reported in 3% (2/60) of patients who
were using thiazolidinedione antidiabetic agents only, 8% (69/859) of patients
who were treated with LYRICA only, and 19% (23/120) of patients who were on
both LYRICA and thiazolidinedione antidiabetic agents. Similarly, weight gain
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was reported in 0% (0/60) of patients on thiazolidinediones only; 4% (35/859) of
patients on LYRICA only; and 7.5% (9/120) of patients on both drugs.

As the thiazolidinedione class of antidiabetic drugs can cause weight gain and/or
fluid retention, possibly exacerbating or leading to heart failure, exercise caution
when co-administering LYRICA and these agents.

Because there are limited data on congestive heart failure patients with New
York Heart Association (NYHA) Class III or IV cardiac status, exercise caution
when using LYRICA in these patients.

Tro FEIIREMBEHRE S, F7 YU DU U U RIBRBISEE DA
DBEET% (0/60) . AADHLDBEETI% (35/859) . WAIGHHBE T
7.5% (9/120) TH o7z,
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~OAKIF G TEEIZITY,

5.6 Dizziness and Somnolence

LYRICA may cause dizziness and somnolence. Inform patients that LYRICA-
related dizziness and somnolence may impair their ability to perform tasks such
as driving or operating machinery [see Patient Counseling Information (17.5)].
In the LYRICA controlled trials, dizziness was experienced by 31% of LYRICA-
treated patients compared to 9% of placebo-treated patients; somnolence was
experienced by 22% of LYRICA-treated patients compared to 7% of placebo-
treated patients. Dizziness and somnolence generally began shortly after the
initiation of LYRICA therapy and occurred more frequently at higher doses.
Dizziness and somnolence were the adverse reactions most frequently leading to
withdrawal (4% each) from controlled studies. In LYRICA-treated patients
reporting these adverse reactions in short-term, controlled studies, dizziness
persisted until the last dose in 30% and somnolence persisted until the last dose
in 42% of patients.

5.6 FEMED VB X UER
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5.7 Weight Gain

LYRICA treatment may cause weight gain. In LYRICA controlled clinical trials
of up to 14 weeks, a gain of 7% or more over baseline weight was observed in
9% of LYRICA-treated patients and 2% of placebo-treated patients. Few
patients treated with LYRICA (0.3%) withdrew from controlled trials due to
weight gain. LYRICA associated weight gain was related to dose and duration of
exposure, but did not appear to be associated with baseline BMI, gender, or age.
Weight gain was not limited to patients with edema [see Warnings and
Precautions (5.5)].

5.7 {RERM
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Although weight gain was not associated with clinically important changes in
blood pressure in short-term controlled studies, the long-term cardiovascular
effects of LYRICA-associated weight gain are unknown.

Among diabetic patients, LYRICA-treated patients gained an average of 1.6 kg
(range: -16 to 16 kg), compared to an average 0.3 kg (range: -10 to 9 kg) weight
gain in placebo patients. In a cohort of 333 diabetic patients who received
LYRICA for at least 2 years, the average weight gain was 5.2 kg.

While the effects of LYRICA-associated weight gain on glycemic control have
not been systematically assessed, in controlled and longer-term open label
clinical trials with diabetic patients, LYRICA treatment did not appear to be
associated with loss of glycemic control (as measured by HbAc).

(5.5) 2] , BHOLEBSRERBRICE W TREBEMIBROICEE
7RI FEZRL & B U722 > o 7o 3, ARH & BEE - 2 S E BN AS DRI & %
WK RIETRENZREZEBIIRHTH S,
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kg) OFEEBMBH-7=DITR L, AEREBE CEHL1.6 kgD EEH
mad otz (FH: -16~16 kg) . 2FEL EARIBNEE SN BERKEBE
33360 2 A — MIBIT 2 EHEREEMIIS2 kg ThHo Tz,
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5.8 Abrupt or Rapid Discontinuation

Following abrupt or rapid discontinuation of LYRICA, some patients reported
symptoms including insomnia, nausea, headache, and diarrhea. Taper LYRICA
gradually over a minimum of 1 week rather than discontinuing the drug abruptly.

58 ZFEREIFBFERBREPIE

AR DOERE L IFRBBRBEDILE Lz 25, —OBEITRIRE.
B, BEBIOTHR EOERERE Lz, £#522AP TS, K
BCH 1 ABILLET Tha ICBET 5,

5.9 Tumorigenic Potential

In standard preclinical ir vivo lifetime carcinogenicity studies of LYRICA, an
unexpectedly high incidence of hemangiosarcoma was identified in two different
strains of mice /see Nonclinical Toxicology (13.1)]. The clinical significance of
this finding is unknown. Clinical experience during LYRICA’s premarketing
development provides no direct means to assess its potential for inducing tumors
in humans. '

In clinical studies across various patient populations, comprising 6396 patient-
years of exposure in patients >12 years of age, new or worsening-preexisting
tumors were reported in 57 patients. Without knowledge of the background
incidence and recurrence in similar populations not treated with LYRICA, it is
impossible to know whether the incidence seen in these cohorts is or is not
affected by treatment.

5.9 JEERM
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5.10 Ophthalmeological Effects

In controlled studies, a higher proportion of patients treated with LYRICA
reported blurred vision (7%) than did patients treated with placebo (2%), which
resolved in a majority of cases with continued dosing. Less than 1% of patients
discontinued LYRICA ftreatment due to vision-related events (primarily blurred

510 HRFIEEEDEE
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vision).

Prospectively planned ophthalmologic testing, including visual acuity testing,
formal visual field testing and dilated funduscopic examination, was performed
in over 3600 patients. In these patients, visual acuity was reduced in 7% of
patients treated with LYRICA, and 5% of placebo-treated patients. Visual field
changes were detected in 13% of LYRICA-treated, and 12% of placebo-treated
patients. Funduscopic changes were observed in 2% of LYRICA-treated and 2%
of placebo-treated patients.

Although the clinical significance of the ophthalmologic findings is unknown,
inform patients to notify ther physician if changes in vision occur. If visual
disturbance persists, consider further assessment. Consider more frequent
assessment patients who are already routinely monitored for ocular conditions
[see Patient Counseling Information (17.8)].

360041LL LD BEE R, RARE, EXREERE. B X OHmEH
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DBEFEITBITAIHEINMETIX, AFEEBRE TT%, 77 R RE5HEET
5% ThHole, AFIREBEDI3%., 77 EAEREGRED12% TRELL
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NaRd LT,

Z 9 L72RR A ROBRERMERIITHATH 208, WREIZEIRNE U35
BICERICET S L BEOERT D, REEENESET LEAIC
M\éB&éﬂﬁ%%EféoTTKE%%K%@%%%@%éMTw
LREFIZONVTI, SOIKHERIRMGEZEBET D [(BEL v
&8 (178) #BH] ,

5.11 Creatine Kinase Elevations

LYRICA ftreatment was associated with creatine kinase elevations. Mean
changes in creatine kinase from baseline to the maximum value were 60 U/L for
LYRICA-treated patients and 28 U/L for the placebo patients. In all controlled
trials across multiple patient populations, 1.5% of patients on LYRICA and 0.7%
of placebo patients had a value of creatine kinase at least three times the upper
limit of normal. Three LYRICA ftreated subjects had events reported as
rhabdomyolysis in premarketing clinical trials. The relationship between these
myopathy events and LYRICA is not completely understood because the cases
had documented factors that may have caused or contributed to these events.
Instruct patients to promptly report unexplained muscle pain, tenderness, or
weakness, particularly if these muscle symptoms are accompanied by malaise or
fever. Discontinue treatment with LYRICA if myopathy is diagnosed or
suspected or if markedly elevated creatine kinase levels occur.

511 7 V7 Frxr—PEER
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5.12 Decreased Platelet Count

LYRICA treatment was associated with a decrease in platelet count. LYRICA-

treated subjects experienced a mean maximal decrease in platelet count of 20 x

10 /uL compared to 11 x 10 /pL in placebo patients. In the overall database of

controlled ftrials, 2% of placebo patients and 3% of LYRICA patients

experienced a potentially clinically 31gn1ﬁcant decrease in platelets, defined as
20% below baseline value and <150 x 10°/uL. A single LYRICA treated subject
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developed severe thrombocytopenia with a platelet count less than 20 x 10/ pL.
In randomized controlled trials, LYRICA was not associated with an increase in
bleeding-related adverse reactions.

IMRBIBA BRBL LTz, AREBRRE LIZBEICBWCEE OM/MR
WAMEDRTRD DI, M/IMREA20 x10% pLAIC D Ui, AKiTEE
b tiss MRBRIC W T, il BEERIER OB BE-S T b s
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5.13 PR Interval Prolongation

LYRICA treatment was associated with PR interval prolongation. In analyses of
clinical trial ECG data, the mean PR interval increase was 3—6 msec at LYRICA
doses > 300 mg/day. This mean change difference was not associated with an
increased risk of PR increase > 25% from baseline, an increased percentage of
subjects with on-treatment PR >200 msec, or an increased risk of adverse
reactions of second or third degree AV block.

Subgroup analyses did not identify an increased risk of PR prolongation in
patients with baseline PR prolongation or in patients taking other PR prolonging
medications. However, these analyses cannot be considered definitive because
of the limited number of patients in these categories.
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6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse
reaction rates observed in the clinical trials of a drug cannot be directly
compared to rates in the clinical trials of another drug and may not reflect the
rates observed in practice.

In all controlled and uncontrolled trials across various patient populations during
the premarketing development of LYRICA, more than 10,000 patients have
received LYRICA. Approximately 5000 patients were treated for 6 months or
more, over 3100 patients were treated for 1 year or longer, and over 1400
patients were treated for at least 2 years.

6. RIfER

6.1 BRRRBRICK T A AR

ZREREMET CHBEERBRBER SN TWA 2D, BRRBRIZIIT 5 2KH]
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Adverse Reactions Most Commonly Leading to Discontinuation in All
Premarketing Controlled Clinical Studies

In premarketing controlled trials of all populations combined, 14% of patients
treated with LYRICA and 7% of patients treated with placebo discontinued
prematurely due to adverse reactions. In the LYRICA treatment group, the
adverse reactions most frequently leading to discontinuation were dizziness
{4%) and somnolence (3%). In the placebo group, 1% of patients withdrew due

TTARET D s BB RRBR S EIC B W THhIEICE - - =R EEA

H O] HEMERNRIC UEHRETO LB RARSAR TIX., AFREH
FED14%B IO 7R BREBEDT%PEWER A ICRBRBINZ BT
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to dizziness and <1% withdrew due to somnolence. Other adverse reactions that
led to discontinuation from controlled trials more frequently in the LYRICA
group compared to the placebo group were ataxia, confusion, asthenia, thinking
abnormal, blurred vision, incoordination, and peripheral edema (1% each).

ETHHIITI%RE TH 7, HESRERBRICSWCREES M IEIC -
RN TMOBWERD 5 b, AFIFEFEIZ %Hé%ﬁ#ﬁf?tfﬁ%
EE-7-0i%, K. S5EL. BIE. BEBEE, B, BAEsE
FOFREHRE (%1%) ThoT,

Most Common Adverse Reactions in All Premarketing Controlled Clinical
Studies

In premarketing controlled trials of all patient populations combined, dizziness,
somnolence, dry mouth, edema, blurred vision, weight gain, and "thinking
abnormal" (primarily difficulty with concentration/attention) were more
commonly reported by subjects treated with LYRICA than by subjects treated
with placebo (> 5% and twice the rate of that seen in placebo).

TR AT D Hs FRERAR B £ 6 1T 2 R EIEA

b5 HEME MR LI TIRETO LB RRBR e ik, #oitnE
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Controlled Studies with Neuropathic Pain Associated with Diabetic Peripheral
Neuropathy

Adverse Reactions Leading to Discontinuation

In clinical trials in patients with neuropathic pain associated with diabetic
peripheral neuropathy, 9% of patients treated with LYRICA and 4% of patients
treated with placebo discontinued prematurely due to adverse reactions. In the
LYRICA treatment group, the most common reasons for discontinuation due to
adverse reactions were dizziness (3%) and somnolence (2%). In comparison,
<1% of placebo patients withdrew due to dizziness and somnolence. Other
reasons for discontinuation from the trials, occurring with greater frequency in
the LYRICA group than in the placebo group, were asthenia, confusion, and
peripheral edema. Each of these events led to withdrawal in approximately 1%
of patients.

BERP R AR I O MR E AR &0t & U Tz it BB ER
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Most Common Adverse Reactions

Table 3 lists all adverse reactions, regardless of causality, occurring in > 1% of
patients with neuropathic pain associated with diabetic neuropathy in the
combined LYRICA group for which the incidence was greater in this combined
LYRICA group than in the placebo group. A majority of pregabalin-treated
patients in clinical studies had adverse reactions with a maximum intensity of
"mild" or "moderate”.
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Table 3 Treatment-emergent adverse reaction incidence in controlled trials in
Neuropathic Pain Associated with Diabetic Peripheral Neuropathy (Events in at least
1% of all LYRICA-treated patients and at least numerically more in all LYRICA than

3. FERBMEARAE AR O S AR E MR R Rt b U elent FR AR
KBWTROBNIRERORER (AHREBERBITEIT HHBARR1% L
T, REBEN T T ¥R EE LE - - ER)

in the placebo group)

Body system 75 150 300 600 AIlPGB* Placebo

-Preferred term  mg/day mg/day mg/day mg/day [N=979]  [N=459]
[N=77] |[N=212] |[N=321] |[N=369] % %

% % % %

Body as a whole

Asthenia 4 2 4 7 5 2

Accidental injury 5 2 2 6 4 3

Back pain 0 2 1 2 2 0

Chest pain 4 1 1 2 2 1

Face edema 0 1 1 2 1 0

Digestive system

Dry mouth 3 2 5 7 5 1

Constipation 0 2 4 6 4 2

Flatulence 3 0 2 3 2 1

Metabolic and nutritional disorders

Peripheral edema 4 6 9 12 9 2

Weight gain 0 4 4 6 4 0

Edema 0 2 4 2 2 0

Hypoglycemia 1 3 2 1 2 1

Nervous system

Dizziness 8 9 23 29 21

Somnolence 4 6 13 16 12

Neuropathy 9 2 2 5 4

75mg/H 150 mg/H 300 mg/H 600 mg/H £PGB* F5ER

- BEAGE [N=77] [N=212] |[N=321] |[N=369] |[N=979] [N=459]

% % % % % %
—RNLHEE
9 JIE 4 2 4 7 5 2
Fifiz L 54ME 5 2 2 6 4 3
HEhE 0 2 1 2 2 0
fase 4 1 1 2 2 1
PR T RE 0 1 1 2 1 0
HILEREE
AN 3 2 5 7 5
(EE 0 2 4 6 4 2
Erdi) 3 0 2 3 2
R L OREESE
FAYMHETRIE 4 6 9 12 9 2
{EEHEM 0 4 4 6 4 0
TEIE 0 2 4 2 0
(R MLYERE 1 3 2 2 1
HRRESE
FEED N 8 9 23 29 21 5
AR 4 6 13 16 12 3
Za—ns— 9 2 2 5 4 3
S 6 1 2 3 1
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Ataxia 6 1 2 4 3 1 ElEE D E 1 2 2 4 3 1
Vertigo 1 2 2 4 3 1 gL 0 1 2 3 2 1
Confusion 0 1 2 3 2 1 BRIE 0 0 3 2 2 0
Fuphoria 0 0 3 2 2 0 HHEEEE 1 0 2 2 2 0
Incoordination 1 0 2 2 2 0 Bt 1 0 1 3 2 0
Thinking abnormal’ 1 0 1 3 2 0 R 1 1 1 2 1 0
Tremor 1 1 1 2 1 0 BEST 1 0 1 3 1 0
Abnormal gait 1 0 1 3 1 0 B 3 1 0 2 1 0
Amnesia 3 1 0 2 1 0 PhiiB 0 1 1 1 1 0
Nervousness 0 1 1 1 1 0
PR 3R RIEE

Respiratory '

system T PR 3 0 2 2 2 1
Dyspnea 3 0 2 2 2 1

MEBRRREEE

Special ?e.nseécs FEl 3 1 3 6 4 2
Blurry vision 3 1 3 6 4 RERE 1 0 1 0
Abnormal vision 1 0 1 1 1 0

* PGB: pregabalin

T Thinking abnormal primarily consists of events related to difficulty with
concentration/attention but also includes events related to cognition and
language problems and slowed thinking.

t Investigator term; summary level term is amblyopia

*PGB: L H Y v

TRERFRZCET/EERBICEETIERTHHY, RABIUEERERDS
NZRELREEEEOCERLETEN D,

R EMARE; B LUV,

Controlled Studies in Postherpetic Neuralgia
Adverse Reactions Leading to Discontinuation

In clinical trials in patients with postherpetic neuralgia, 14% of patients treated
with LYRICA and 7% of patients treated with placebo discontinued prematurely
due to adverse reactions. In the LYRICA treatment group, the most common
reasons for discontinuation due to adverse reactions were dizziness (4%) and
somnolence (3%). In comparison, less than 1% of placebo patients withdrew due
to dizziness and somnolence. Other reasons for discontinuation from the trials,
occurring in greater frequency in the LYRICA group than in the placebo group,

RN R 2 R & L 7o et RAAER

1k izF - 7= BIfERH

FREERRE LA T ARE 2R E UBERRER T, AFIRE5A
FED14%B L O 7 R B EEBEDT%IEIER BB IcRRBMN 2 &P
THIE L7, AREBEERICBWCRERSMFIEER & 2o =E28I1ER
X, FEMEDE (%) BIOMEIE 3%) Thotz, ZhizxtL., 7
T RBETEHED T NI MERZEEICHBRSNE I LBk
1%KRME CThHoTme ZNEDREBRIZB W THRERBIM P IEIZ DR o T o
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were confusion (2%), as well as peripheral edema, asthenia, ataxia, and
abnormal gait (1% each).

BHERD S S, RRBERICBITAREAENRT TR #EE ER-7=0
i, 8L Q%) RO UNTRMMERE, BAE, SRBLIORESHT (&
1%) Tholz,

Most Common Adverse Reactions

Table 4 lists all adverse reactions, regardless of causality, occurring in > 1% of
patients with neuropathic pain associated with postherpetic neuralgia in the
combined LYRICA group for which the incidence was greater in this combined
LYRICA group than in the placebo group. In addition, an event is included, even
if the incidence in the all LYRICA group is not greater than in the placebo
group, if the incidence of the event in the 600 mg/day group is more than twice
that in the placebo group. A majority of pregabalin-treated patients in clinical
studies had adverse reactions with a maximum intensity of "mild" or
"moderate”. Overall, 12.4% of all pregabalin-treated patients and 9.0% of all
placebo-treated patients had at least one severe event while 8% of pregabalin-
treated patients and 4.3% of placebo-treated patients had at least one severe
treatment-related adverse event.

ERAIERH

HRBRZE DT, WREBEMRBELETHEEDO 1% EICRE
L. FAREGEBERRIBITEIRARN T 7 R L2 ke - 2BIER %
£ 4T, SHICABBREBELERICBITIERREN TR L L
BHR< &S, 600 mg/ BREEIZBITAREAEN T ERBEO2HEEBXD
ERHLIORICED TS, BERBRICE O TABIR S BEOREBIIC
BIERANRE L=, TOEEEIIRETY “BEE” Eimid «hpe
THoTr,

2T, RARBREBESEBD 124%, BLOT TR RELEBRED 9.0%
W, BEOES) 1 U ERED L, T2, AFBREBEEFE2MED 8%,
BIXOT 7 EARBEERED 43%IRRE L ORRBRSTE CTERVE
EOFEELN 1 U ERD LN,

Table 4 Treatment-emergent adverse reaction incidence in controlled trials in
Neuropathic Pain Associated with Postherpetic Neuralgia (Events in at least 1% of all
LYRICA-treated patients and at least numerically more in all LYRICA than in the
placebo group)

Body system 75 mg/d 150 mg/d 300 mg/d 600 mg/d Al PGB* Placebo
- Preferred term [N=84] [N=302] [N=312] |[N=154] |[N=852] |[N=398]
% % Y% % % %
Body as a whole
Infection 14 8 6 3 7 4
Headache 5 9 5 8 7 5
Pain 5 4 5 5 5 4
Accidental injury 4 3 3 5 3 2
Flu syndrome 1 2 2 1 2 1
Face edema 0 2 1 3 2 1

Digestive system

#4. FRREZ % MR I BE S b h D iR E AR 2 R & U it
BRABRICBO TR ONEIER OREAR (FHIR5BE2EITBIT 2 REARR 1%
BT, BARPT 7 vR#EL LR ER)

%giﬁ 75mg/H 150 mg/H 300 mg/H 600 mg/B 2PGB* 75 E&R

i [N=84] [N=302] [N=312] |[N=154] [N=852] [N=398]
% % % % % %

— R ES

b2 14 8 6 3 7 4

SAyE 5 9 5 8 7 5

pr2r) 5 4 5 5 5 4

BFHIC X DHME 4 3 3 5 3 2

A VT Nx oW ERE 1 2 2 1 2 1

PR HE 0 2 1 3 2 1

HILEREE
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X R
Dry mouth 7 7 6 15 8 3 0 PN EzR 7 7 6 15 8 3
Constipation 4 5 5 5 2 EEA 4 5 5 5 5 2
Flatulence 2 1 2 2 1 53 2 1 2 3 2 1
Vomiting 1 1 3 2 1 A 1 1 3 2 1
Metabolic and nutritional disorders RE@B I OREEE
Peripheral edema 0 8 16 16 12 4 AR 0 8 16 16 12 4
Weight gain 1 5 7 4 0 fE s 1 2 5 7 4 0
Edema 0 2 6 2 1 2iE 0 1 2 6 2 1
Musculoskeletal system 5 - BHRIEE
Myasthenia 1 1 1 1 1 0 B e 1 1 1 1 1 0
Nervous system MRRIEE
Dizziness 11 18 31 37 26 9 (E2 Ui ToR 11 18 31 37 26 9
Somnolence 8 12 18 25 16 5 U 8 12 18 25 16 5
Ataxia 1 2 5 9 5 1 ES 1 2 5 9 5 1
Abnormal gait 0 2 4 8 4 1 BERT 0 2 4 8 4 1
Confusion 1 2 3 7 3 0 SEEL 1 2 3 7 3 0
Thinking abnormal’ 0 2 1 6 2 2 BERE 0 2 1 6 2 2
Incoordination 2 2 1 3 2 0 AREBREE 2 2 1 3 2 0
Amnesia 0 1 1 4 2 0 L3 0 1 1 4 2 0
Speech disorder 0 0 1 3 1 0 wEEE 0 0 1 3 1 0
Respiratory system Eﬁgﬁ % S
Bronchitis 0 1 1 3 1 1 REXR 0 1 1 3 1 1
Special senses PRSI
Blurry vision® 1 5 5 9 5 3 B 1 5 5 9 5 3
Diplopia 0 2 2 4 2 0 L 0 2 2 4 2 0
Abnormal vision 0 1 2 5 2 0 RREH 0 2 5 2 0
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Eye Disorder 0 1 1 2 1 0 ROMEE 0 1 1 2 1 0
Urogenital System RAFERRIEE
Urinary Incontinence 0 1 1 2 1 0 R&EE 0 1 1 2 1 0
* PGB: pregabalin *PGB: S LAY v
T Thinking abnormal primarily consists of events related to difficulty with P BEREIFCEDPHRERBICEETA2ERTHIN., BaBLUSEBELD

concentration/attention but also includes events related to cognition and language problems
and slowed thinking.
! Investigator term; summary level term is amblyopia

CiTERBREEBEECER b I END,
P RBRE{LEMARE, B9 LV AEIRE,

Controlled Add-On Studies in Adjunctive Therapy for Adult Patients with Partial
Onset Seizures

Adverse Reactions Leading to Discontinuation

Approximately 15% of patients receiving LYRICA and 6% of patients receiving
placebo in add-on epilepsy trials discontinued prematurely due to adverse
reactions. In the LYRICA treatment group, the adverse reactions most frequently
leading to discontinuation were dizziness (6%), ataxia (4%), and somnolence
(3%). In comparison, <1% of patients in the placebo group withdrew due to each
of these events. Other adverse reactions that led to discontinuation of at least 1%
of patients in the LYRICA group and at least twice as frequently compared to the
placebo group were asthenia, diplopia, blurred vision, thinking abnormal,
nausea, tremor, vertigo, headache, and confusion (which each led to withdrawal
in 2% or less of patients).

TAPARRRIEZ AT LORABE NS L UFHIBRCBET SRR
HER

kI - 72 BIfEFE

TANAERSRE Lz ERERBR T, ARRESEBEOHN 15%B L0
TERBREBEO 6%IPBIERAICIVRBREFIE LT, AARERIZE
WTHIEIZE > ERBEWERIX,. BEMED TV (6%), KA (4%) BX
WMEIR 3%) Thol, —H., ZHbDOWTINC LB 7T EREEDH
T 1%KBEThH o7, FICESTZZOMOBIERD 5 b, KEKIE
BREODO 1% LIZBH LN, DOBBRERT T RED 2 FULTH
S b DL, EHE, BE, FH, BBRE. B, B, BEEDE
W, ERBIUSELThoT (FNFNEED 2% UTHHIEIZES
7)o

| Most Common Adverse Reactions

Table 5 lists all dose-related adverse reactions occurring in at least 2% of all
LYRICA-treated patients. Dose-relatedness was defined as the incidence of the
adverse event in the 600 mg/day group was at least 2% greater than the rate in
both the placebo and 150 mg/day groups. In these studies, 758 patients received
LYRICA and 294 patients received placebo for up to 12 weeks. Because patients
were also treated with 1 to 3 other AEDs, it is not possible to determine whether
the following adverse reactions can be ascribed to LYRICA alone, or the
combination of LYRICA and other AEDs. A majority of pregabalin-treated
patients in clinical studies had adverse reactions with a maximum intensity of
"mild" or "moderate”.

EREIEH

AF 5 BERED 2% 2B bzt _ToREEFENREIVER
ERS5ICAT, TOE. 600 mg HEIZRBITAEHWERORBRRN, 771k
REBION150 mg/ BREOTRICRBITAREERLY b 2% EEVIRE.

HEEFHTHLEER L, ZhbOREBRTIE, 758 Fil~AKAl%E, 294
BI~TFTER%E, FhEN 12 BEECERE Lz, BEIIAK L moH
TADPAE 1~3 A2 L TW==D, UTORBMERRAFNICES L
DO, FEIARB MO CTAMAEE DRI D b oIkt
2V, BERBBRICBWTAAIREBREFEORESICEIERRRD bz
2, TOHEEEIIRS TS BE) ik (P%5E] Thot,
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Table 5. Dose-related treatment-emergent adverse reaction incidence in controlled
trials in adjunctive therapy for adult patients with partial onset seizures (Events in at
least 2% of all LYRICA-treated patients and the adverse reaction in the 600 mg/day
group was >2% the rate in both the placebo and 150 mg/day groups

RS TADPABIRIELETHIRABEERNRE LI BERBIRIC OV T OB iR
BRTRO LN BAREFHORIERORER (REIHREBERMEITRIT ZRHERH
2%PA BT, 2075 ERER X150 mg/HEE S 2600 mg/H BDORBEN2%LL_H
‘o l-ES)

BENXSE 150 mg/H  300mg/H 600 mg/A 4 PGB* AT

Body System 150 300 600 All PGB* Placebo
mg/d mg/d mg/d

- Preferred Term [N=185] [N=90] [N=395] [N=670]' [N=294]
% Y% % % %

Body as a Whole

Accidental Injury 7 11 10 9 5

Pain 3 2 5 4 3

Digestive System

Increased Appetite 2 3 6 1

Dry Mouth , 1 2 6 1

Constipation 1 1 7 2

Metabolic and Nutritional Disorders

Weight Gain 5 7 16 12 1

Peripheral Edema 3 3 6 5 2

Nervous System

Dizziness 18 31 38 32 11

Somnolence 11 18 28 22 11

Ataxia 6 10 20 15 4

Tremor 3 7 11 8 4

Thinking Abnormal? 4 9 8 2

3 2 5 2

- EAE [N =185] [N=90] IN=395] [N=670]" [N=294]
% % % % %

— B EE

i L HHME 7 11 10 9 5

I 3 2 5 4 3

HLEREE

RERTCHE 2 3 6 5 1

O PR 1 2 6

(EETA 1 1 7 4 2

REHB L UeREE

ERm 5 7 16 12 1

KAYMETRIE 3 3 6 5 2

HRREE

EBEMED TV 18 31 38 32 11

fEEHR 11 18 28 22 11

bSi 6 10 20 15 4

PR 3 it 8 4

BERFE 4 8 9 8 2

= 3 2 2

Amnesia
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Speech Disorder 1 2 7 5 1 DEEEE 1 7 5 1
Incoordination 1 3 6 4 1 wimEREE 1 3 6 4 1
Abnormal Gait 1 3 5 4 0 L e 1 3 5 4 0
Twitching 0 4 5 4 1 BT 0 4 5 4 1
Confusion 1 2 5 4 2 GEEL 2 5 4 2
By 12—
Myoclonus 1 0 4 2 0 7 X 1 0 A 5 0
A
Special Senses ——
Blurred Vision® 5 8 12 10 4 WP
5 §
Diplopia 5 7 12 Fi 3 8 12 10
Abnormal Vision 3 1 5 4 1 'R 7 12 ?
RERE 5 4 1

* PGB: pregabalin

T Excludes patients who received the 50 mg dose in Study E1.

' Thinking abnormal primarily consists of events related to difficulty with
concentration/attention but also includes events related to cognition and language problems
and slowed thinking.

$ Investigator term; summary level term is amblyopia.

*PGB: LAY

TE1I BB BV THE 50 mg O 55521 - BFIIRRL,
PREZEEFRECET BERECEETIERTH LN, RABIUSERER D
CIBRB2EEEEOERLE TR 3,

S WBREEEMAE. BNV VVAEIRBR,

Controlled Studies with Fibromyalgia

Adverse Reactions Leading to Discontinuation

In clinical trials of patients with fibromyalgia, 19% of patients treated with
pregabalin (150-600 mg/day) and 10% of patients treated with placebo
discontinued prematurely due to adverse reactions. In the pregabalin treatment
group, the most common reasons for discontinuation due to adverse reactions
were dizziness (6%) and somnolence (3%). In comparison, <1% of placebo-
treated patients withdrew due to dizziness and somnolence. Other reasons for
discontinuation from the trials, occurring with greater frequency in the
pregabalin treatment group than in the placebo treatment group, were fatigue,
headache, balance disorder, and weight increased. Each of these adverse
reactions led to withdrawal in approximately 1% of patients.

BRMERTRE 1< B3 2 Ll IR AR

IR IZE o 7 BIFER

BHEGREZE T REEZNR L LEERRBR T, A& (150~600
mg/H) |EBED 19%, 77 RFERED 10%IZBWT, BIFERIC
LV BENSBHICRIE SNz, AFBREHICBWT, FikEAR L 2o
BMER & LTHRLELBOOLNELDIE, BEED IV (6%) BLOHE
R 3%) Thotz, —F. 77 REREHRE CREMD T VB L OMER
WEBHIEFIT 1% R ThHh o7z, ARBRIZBWT, 7R ELY D
AHBEGEHICBOTE D SEEICRD NP IR, s bES.
HERE . EHEERIOEREENTH -T2, ZRHDORHERICX T, %
NENK 1%DBEPRREFIE L,
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Most Common Adverse Reactions

Table 6 lists all adverse reactions, regardless of causality, occurring in > 2% of
patients with fibromyalgia in the ‘all pregabalin’ treatment group for which the
incidence was greater than in the placebo treatment group. A majority of
pregabalin-treated patients in clinical studies experienced adverse reactions with
a maximum intensity of "mild" or "moderate".

EREIEA

BMEGREZ AT ERED 2% LR b - REBFRERDRNT
RTOEMERAD S b7 7 v RBEL 0 b [AFIREHAE] [TV TRE
ERRENoERER 6 1TRT, BERABRICBIT 32 A7 5BE DR
WCRBWT, MRE) F72i3 %) UTORWERNED bz,

Table 6 Treatment-emergent adverse reaction incidence in controlled trials in
Fibromyalgia (Events in at least 2% of all LYRICA-treated patients and occurring more
frequently in the all pregabalin-group than in the placebo treatment group)

&6 MEFEEL IR L LERBRRICBVW TR DN BWERA ORER
(AR EBEEEDO2%LULICRO LI, POT I ERREHL D bAHFRER
2HETBNTI Y ZLBOOLNER)

System Organ Class 150 300 450 600 AIPGB* Placebo
- Preferred term mg/d mg/d mg/d mg/d [N=1517] |N=505|

[N=132] |[N=502] |[N=505] |[N=378] % %

% % %o %

Ear and Labyrinth Disorders
Vertigo 2 2 2 1 2 0
Eye Disorders
Vision blurred 8 7 7 12 8 1
Gastrointestinal Disorders
Dry mouth 7 6 9 9 8 2
Constipation 4 4 7 10 7 2
Vomiting 2 3 3 2 3 2
Flatulence 1 1 2 2 2 1
Abdominal distension 2 2 2 2 2 1
General Disorders and Administrative Site Conditions
Fatigue 5 7 6 8 7 4
Edema peripheral 5 5 6 9 6 2
Chest pain 2 1 1 2 2 1
Feeling abnormal 1 3 2 2 2 0
Edema 1 2 1 2 2 1

*;?;E;ij RAR- 150 mg/H 300 mg/H 450 mg/H 600 mg/R 4 PGB* 75 &R
o [N=132] [N=502] [N=505] [N=378] [N=1517] [N=505]
% % % % % %
ERBIUkRES
EERET AN 2 2 2 1 2 0
RDOpEE
E2 ) 8 7 7 12 8 1
BIBEE
O PR 7 6 9 9 8 2
DS 4 4 7 10 7 2
Mg 2 3 3 2 3 2
B4 1 1 2 2 2 1
FEERREERS 2 2 2 2 2 1
2HEER X OISR
i1 5 7 6 8 7 4
RIS PRI 5 5 6 9 6 2
Fas 2 1 1 2 2 1
BER 1 3 2 2 2 0
FIE 1 2 1 2 2 1
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Feeling drunk 1 2 1 2 2 0 BEETIRR 1 2 I 2 2 0
Infections and Infestations BYER L OEAE BE
Sinusitis 4 5 7 5 5 4 B RkER 4 5 7 5 5 4
Investigations BE
Weight increased 8 10 10 14 11 2 AEEM 8 10 10 14 11 2
Metabolism and Nutrition Disorders B L USRREE
Increased appetite 4 3 5 7 5 1 BARTLIE 4 5 7 5 1
Fluid retention 2 3 3 2 2 1 Bk 2 3 2 2 1
Musculoskeletal and Connective Tissue Disorders HEERB L U A GRS
Arthralgia 4 3 3 6 4 2 RO&E 4 3 3 6 4 2
Muscle spasms 2 4 4 4 4 2 R 2 4 4 4 4 2
Back pain 2 3 4 3 3 3 W 2 3 4 3 3 3
Nervous System Disorders WRREE
Dizziness 23 31 43 45 38 9 ZEED TN 23 31 43 45 38 9
Somnolence 13 18 22 22 20 4 AR 13 18 - 22 22 20 4
Headache 11 12 14 10 12 12 SAYE 11 12 14 10 12 12
Disturbance in attention 4 4 6 6 5 1 EEEE 4 4 6 6 5 1
Balance disorder 2 3 6 9 5 0 FEEE 2 3 6 9 5 0
Memory impairment 1 3 4 4 3 0 FLEREE 1 3 4 4 3 0
Coordination abnormal 2 1 2 2 2 1 WIRES R 2 1 2 2 2 1
Hypoaesthesia 2 2 3 2 2 1 RS 2 2 3 2 2 1
Lethargy 2 2 1 2 2 0 RERR 2 2 1 2 2 0
Tremor 0 1 3 2 2 0 AR 0 1 3 2 2 0
Psychiatric Disorders B
Euphoric Mood 2 5 6 7 6 1 HERS 2 6 7 6 1
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Confusional state 0 2 3 4 3 0 SEELIRTE 0 2 3 4 3 0
Anxiety 2 2 2 2 2 1 & 2 2 2 2 2 1
Disorientation 1 0 2 1 2 0 VAT 1 0 2 1 2 0
Depression 2 2 2 2 2 2 59 2 2 2 2 2 2

Respiratory, Thoracic and Mediastinal Disorders
Pharyngolaryngeal pain 2 1 3 3 2 2

MR, MRS L UWERRRE E
HHEEER I 2 1 3 3 2 2

* PGB: pregabalin

*PGB : S VAHNY

Other Adverse Reactions Observed During the Clinical Studies of LYRICA
Following is a list of treatment-emergent adverse reactions reported by patients
treated with LYRICA during all clinical trials. The listing does not include those
events already listed in the previous tables or elsewhere in labeling, those events
for which a drug cause was remote, those events which were so general as to be
uninformative, and those events reported only once which did not have a
substantial probability of being acutely life-threatening.

Events are categorized by body system and listed in order of decreasing
frequency according to the following definitions: frequent adverse reactions are
those occurring on one or more occasions in at least 1/100 patients; infrequent
adverse reactions are those occurring in 1/100 to 1/1000 patients; rare reactions
are those occurring in fewer than 1/1000 patients. Events of major clinical
importance are described in the Warnings and Precautions section (5).

AR DEARARPIZRD b l- £ D ORITER

BIRRBREAR T, Ail2H&5 LEZAFCHESNZEERO—& %2 LT
WRT, AEORELIIAFZRPORD L Z AT TIZBETF SR TVWD
B, FH L ORREBHRABENES, — BT ETHEROMEIS 2
&, MEPOLTPLIFICELIZAMEE N TAEEELE S RVERITZ
TIZEEN TR,

UTOERIZKE., EREBREIHEEORWFINOIRT D, BHE
BIfER : D72 &b BE 1/100 Bl 1 B LR ; REERER : BF
1/100 7>H 1/1000 BHZFRE ; EN2EWEM : BE 1/1000 IR ICFHEIH,
B EEEARAFRII, BERBIOHEHLEOEEDE (5) KE&HKSNhT
W35,

Body as a Whole — Frequent: Abdominal pain, Allergic reaction, Fever,
Infrequent: Abscess, Cellulitis, Chills, Malaise, Neck rigidity, Overdose, Pelvic
pain, Photosensitivity reaction, Rare: Anaphylactoid reaction, Ascites,
Granuloma, Hangover effect, Intentional Injury, Retroperitoneal Fibrosis, Shock

—fEMegEE -
B, seBR. B, BOR. IEH5EA,
Bia. « Fh:T7F7 4% —8ERIE,
BEOHEE, %ﬁﬁﬁ%ﬁ vavy

EHEE B, T VARG, KB (FEE R
WERS., BEE. SR
FEK, PIZERE, 7220 {EH.

Cardiovascular System — Infrequent. Deep thrombophlebitis, Heart failure,
Hypotension, Postural hypotension, Retinal vascular disorder, Syncope; Rare:
ST Depressed, Ventricular Fibrillation

D - MEREE (O At EiRs. L. RIE. Sk
ICIE, R SRS, S £ ST KT, DEils)

Digestive System — Frequent: Gastroenteritis, Increased appetite; Infrequent:
Cholecystitis, Cholelithiasis, Colitis, Dysphagia, Esophagitis, Gastritis,
Gastrointestinal hemorrhage, Melena, Mouth ulceration, Pancreatitis, Rectal
hemorrhage, Tongue edema; Rare: Aphthous stomatitis, Esophageal Ulcer,
Periodontal absces

5/%%@% - EHE  BER. ﬁﬁkﬁi@ EHE -

FREER, BBARE, KIEK, @TEE, fbEx, 5K, BEdHM0D, 2L
T OERRBEER. KR, BERELD., FRIE; A 7 720N
K, REER. HERE
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Hemic and Lymphatic System — Frequent: Ecchymosis; Infrequent: Anemia, | Mg L OV L SREE — B4  BRRHML ; 645 : &1, FBERER
Eosinophilia, Hypochromic anemia,  Leukocytosis, Leukopenia, | #finfi | {EEFBMER M. BMERRIGE, SMERBARE. Vo SEE. @
Lymphadenopathy, Thrombocytopenia; Rare: Myelofibrosis, Polycythemia,

Prothrombin decreased, Purpura, Thrombocythemia

INMRRAIE 3 EA BB, ARG, 7' n bar EUED,
FBE, i/ MRILE

Metabolic and Nutritional Disorders — Rare: Glucose Tolerance Decreased,
Urate Crystalluria

R L UREESE - 4 - TFERET. REBRESR

Musculoskeletal System — Frequent: Arthralgia, Leg cramps, Myalgia,
Myasthenia; Infrequent: Arthrosis; Rare: Chondrodystrophy, Generalized Spasm

- EHCREE - AAE  BIEVE. TBUSHE. i, HEIE
EAE - BEE ; Fh SR RRBIE, S5

Nervous System — Frequent: Anxiety, Depersonalization, Hypertonia,
Hypesthesia, Libido decreased, Nystagmus, Paresthesia, Stupor, Twitching;
Infrequent: Abnormal dreams, Agitation, Apathy, Aphasia, Circumoral
paresthesia, Dysarthria, Hallucinations, Hostility, Hyperalgesia, Hyperesthesia,
Hyperkinesia, Hypokinesia, Hypotonia, Libido increased, Myoclonus,
Neuralgia, Rare: Addiction, Cerebellar syndrome, Cogwheel rigidity, Coma,
Delirium, Delusions, Dysautonomia, Dyskinesia, Dystonia, Encephalopathy,
Extrapyramidal syndrome, Guillain-Barré syndrome, Hypalgesia, Intracranial
hypertension, Manic reaction, Paranoid reaction, Peripheral neuritis, Personality
disorder, Psychotic depression, Schizophrenic reaction, Sleep disorder,
Torticollis, Trismus

MHRREE - FHEE  NE, BNE, HRELE, BREME, VER
—WE. IRIE. SERE. kK, @ﬁ RHEE - BERE, W, B
6. REBE. DABEERRE. BEEE, 0%, BE. RREH., o
ﬂm\ﬁﬁﬁg\%ﬁﬁT\%%%ﬁT\DHF~E@\iwﬁu—x
A, MR, Ao WERE, DREREE, HEAEE. BE, B, =
., BEMRETE, PAFRT— VA b=— NE. HEERABRER

B T2 NU—ERRE, R, EENETLEE. BORKS, B
B XMWF*\A%Em\%@%%ﬁoT\%é%%ﬁﬁm\@

RREE, R, FHOE

Respiratory System — Rare: Apnea, Atelectasis,
Laryngismus, Lung edema, Lung fibrosis, Yawn

Bronchiolitis, Hiccup,

PR A REE - Fh o BER, EX, MKEXIR, Leo< D, M
SRS Hﬁ?kﬂi\ FHRRHERE, & O}

Skin and Appendages — Frequent: Pruritus, Infrequent: Alopecia, Dry skin,
Eczema, Hirsutism, Skin ulcer, Urticaria, Vesiculobullous rash; Rare:
Angioedema, Exfoliative dermatitis, Lichenoid dermatitis, Melanosis, Nail
Disorder, Petechial rash, Purpuric rash, Pustular rash, Skin atrophy, Skin
necrosis, Skin nodule, Stevens-Johnson syndrome, Subcutaneous nodule

BEBLOREMNBREE - BAE : BEE, EEF  BEE, BE
R, WE, BURLEE, KEEE. M2, INKEKEEES ;
o MEFE, FBERER, BEERER, A7/ —V X, NOE
= BRHEmEES, +w¢&r REM R, KEENE, FEEERE.,
BRE/INER, AT 4 —T VR - Va ) UREER, ETES

Special senses — Frequent: Conjunctivitis, Diplopia, Otitis media, Tinnitus;

Infrequent: Abnormality of accommodation, Blepharitis, Dry eyes, Eye
hemorrhage, Hyperacusis, Photophobia, Retinal edema, Taste loss, Taste
perversion; Rare: Anisocoria, Blindness, Corneal ulcer, Exophthalmos,

Extraocular palsy, Iritis, Keratitis, Keratoconjunctivitis, Miosis, Mydriasis,
Night blindness, Ophthalmoplegia, Optic atrophy, Papilledema, Parosmia,
Ptosis, Uveitis

WHRBRERE- FHE B, B8, PEX, BB £ HEHR
. IRk, IRECER, RMf., BEGIBE. B9, BERRE. REHE,
CREBISE ; Fh  BILRRYE. &8, AREE. IRERZELE. SHRGM
B, MR, AIRR., AL, WE, BE, RS, IRGARE, Sk
%ﬁ\ﬁ@ﬁ%ﬁﬁﬁ\ﬁﬁﬁk\w%Tﬁ\7P?ﬁ%
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Urogenital System — Frequent. Anorgasmia, Impotence, Urinary frequency, | JRAFHIRMESE — FHE  BANVITALE, 4 o RF A, R, Rk
Urinary incontinence; Infrequent: Abnormal ejaculation, Albuminuria, | # A  HERE. 7TATI VR, EAR. ARBREEE. ERE

Amenorrhea, Dysmenorrhea, Dysuria, Hematuria, Kidney calculus, Leukorrhea,
Menorrhagia, Metrorrhagia, Nephritis, Oliguria, Urinary retention, Urine
abnormality; Rare: Acute kidney failure, Balanitis, Bladder Neoplasm,
Cervicitis, Dyspareunia, Epididymitis, Female lactation, Glomerulitis, Ovarian
disorder, Pyelonephritis

B, MR, BREAE, BRT. ARES., REFEHDL., BR, 2R R
PR, REE E£h . 2B E, BEL, BUWHED. TEHEEA, HX
PR, RER EARR, RIS, REkikK, JREEE, BREXA

Comparison of Gender and Race

The overall adverse event profile of pregabalin was similar between women and
men. There are insufficient data to support a statement regarding the distribution
of adverse experience reports by race.

B L AR
AHN OB REWERRBBIRICB LEI 2 o7z, AT L ORIER
WESIZOWTERT B2 0+5 07T — 2 I3HEE LRV,

6.2 Post-marketing Experience

The following adverse reactions have been identified during postapproval use of
LYRICA. Because these reactions are reported voluntarily from a population of
uncertain size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure.

Nervous System Disorders — Headache

Gastrointestinal Disorders — Nausea, Diarrhea

Reproductive System and Breast Disorders — Gynecomastia, Breast Enlargement

6.2 TfREE DfE AR
REDEFNDERICB N TUTORERASEBD LTS, ZhbD
BERIIX, BB ECTERVWBERNLOBEREBREFICL Db D THS-
B, TNODOREERLHEEICHET D Z L0, EREREROBRE L OR

REMRZIT & D /B Z BT LHHRER DIT TiXAe v,

MRREE - FAE '

BIpEE — B, TH

ARRB L OLEEE - ki bdE. LEEX

7 DRUG INTERACTIONS .

Since LYRICA is predominantly excreted unchanged in the urine, undergoes
negligible metabolism -in humans (<2% of a dose recovered in urine as
metabolites), and does not bind to plasma proteins, its pharmacokinetics are
unlikely to be affected by other agents through metabolic interactions or protein
binding displacement. /n vitro and in vivo studies showed that LYRICA is
unlikely to be involved in significant pharmacokinetic drug interactions.
Specifically, there are no pharmacokinetic interactions between pregabalin and
the following antiepileptic drugs: carbamazepine, valproic acid, lamotrigine,
phenytoin, phenobarbital, and topiramate. Important pharmacokinetic
interactions would also not be expected to occur between LYRICA and
commonly used antiepileptic drugs /see Clinical Pharmacology (12)].

7. EWHEAEER

AFIMEES 7 BIHEAEET., £ MZBWTEEAERBTENS 2
L7 (R E LCRPIZER ENDEEITHED 2%K0H) . K5y
DREEOE T RFICHEH SN 2720, REHCET2EEERSY v
NI FREEDOBERE N L TAREDOEYEENMOEKAOFRBEZITHZ L
13E 212 W, In vitro BERB X O in vivo BRERTL, RENEREYE)
EEMEVEEERICES LRV THAI ZEEHLMI L, A%
BB EEREE SRV I EBHLNIIR > TV AR TAN
NEIZIE, IRy, AT ui, FERNIEY, Tx= kg
V. 7=/ VB =L BIOMETA-IRH DB, REE R
FRENTOIHTANLAEKLEORIZYL, BEELEYEEHEEIEROR
BUITRsh R [BREE (12) #2H8] ,

Pharmacodynamics
Multiple oral doses of LYRICA were co-administered with oxycodone,

FKI#
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lorazepam, or ethanol. Although no pharmacokinetic interactions were seen,
additive effects on cognitive and gross motor functioning were seen when
LYRICA was co-administered with these drugs. No clinically important effects
on respiration were seen.

xR a Ry, aFE8RAERETTY ) —VOHBSET CASORE
BORERERI N, AFZ2 N bOEAIL A LTHRyEIEZY
HEERIZRD b2 o7, RAEEES X O GESIEEEIZHE T 5
MMBZRERARRO b, BEEEERIFERERIIRD N5
77

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C. Increased incidences of fetal structural abnormalities and
other manifestations of developmental toxicity, including lethality, growth
retardation, and nervous and reproductive system functional impairment, were
observed in the offspring of rats and rabbits given pregabalin during pregnancy,
at doses that produced plasma pregabalin exposures (AUC) > 5 times human
exposure at the maximum recommended dose (MRD) of 600 mg/day.

When pregnant rats were given pregabalin (500, 1250, or 2500 mg/kg) orally
throughout the period of organogenesis, incidences of specific skull alterations
attributed to abnormally advanced ossification (premature fusion of the jugal
and nasal sutures) were increased at > 1250 mg/kg, and incidences of skeletal
variations and retarded ossification were increased at all doses. Fetal body
weights were decreased at the highest dose. The low dose in this study was
associated with a plasma exposure (AUC) approximately 17 times human
exposure at the MRD of 600 mg/day. A no-effect dose for rat embryo-fetal
developmental toxicity was not established.

When pregnant rabbits were given LYRICA (250, 500, or 1250 mg/kg) orally
throughout the period of organogenesis, decreased fetal body weight and
increased incidences of skeletal malformations, visceral variations, and retarded
ossification were observed at the highest dose. The no-effect dose for
developmental toxicity in rabbits (500 mg/kg) was associated with a plasma
exposure approximately 16 times human exposure at the MRD.

In a study in which female rats were dosed with LYRICA (50, 100, 250, 1250, or
2500 mg/kg) throughout gestation and lactation, offspring growth was reduced
at > 100 mg/kg and offspring survival was decreased at > 250 mg/kg. The effect
on offspring survival was pronounced at doses > 1250 mg/kg, with 100%
mortality in high-dose litters. When offspring were tested as adults,
neurobehavioral abnormalities (decreased auditory startle responding) were
observed at > 250 mg/kg and reproductive impairment (decreased fertility and

8 ¥Rl M ~D# 5

8.1 Hm~D#E

BIRAT IY —C BRRKERMAE60 mg/ BICBIT 5 s
(AUC) DOSELLEICHY T 2AEREIRFPICRE LTy hBIOY
PHICBNT, FREOMORIERE~DOEE G, RKEEH. MR
F - AR REBE OBREEE) ORAHESEML 2,

HIRT v MCARFEZRDO®RS (500, 1250, 2500 mgkg) L7-#REARKH
BEHRBRTIL, 1250 mgkgld ECTREREET FHEERAERBLOCRE
MEORMME) CX2BHEBFICHENLTLOREHENRBEML, »
THOHABIZBWTHERERB X OB LEBEDIAEEN M LT,
ERAETHRBREESEAS Lz, ARROBEAERO MEHBRE
(AUQ) 1%, KRR EG0 mg/ Bz 2BBEEONITHFICHEY L
oo T v MR- BBRRBRAEICETIRBROEBEARIIESN 1o T,

FEIR IR EROEE (250, 500, 1250 mgkg) LU 7=#nE A
BERBR T, REAECRREREEDORD 2L BERAE. NIRER
BXOVBLBE DR AMEE OBMMARD bivic, v XIE-BIRFEAIC
B 28BROBIEMAE (500 mgkg) ([ZBIT A MEEPRE X, BRREER
BICBIT ABREEOI6MEICHY L,

HEZ > MIEREIB L ORI hiz > TAREELE S (50, 100, 250,
1250, 2500 mg/kg) L7-3RERTiL. 100 mgkgbl L CHAERORERENET
L. 250 mg/kglh E THAEROAEGFERMMET Lz, HEROEGR~DE
#131250 mgkgbh ETHETH Y | SHER CIXRERDOETEN100%
Tholz, B LZHEAERDOREER T, 250 mg/kglh b THRITEISAYR
¥ (BEREEERIGOET) 25, 1250 mgkg CARRE~DFE (ZHhE
DETE LI OCRERZOE L) RN, 7 v MHERB I UOHAE
BOREICETIRROEEAE (50 mgkg) i) 5 MEFFREX,
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litter size) was seen at 1250 mg/kg. The no-effect dose for pre- and postnatal
developmental toxicity in rats (50 mg/kg) produced a plasma exposure
approximately 2 times human exposure at the MRD.

There are no adequate and well-controlled studies in pregnant women. Use
LYRICA during pregnancy only if the potential benefit justifies the potential risk
to the fetus.

To provide information regarding the effects of in utero exposure to LYRICA,
physicians are advised to recommend that pregnant patients taking LYRICA
enroll in the North American Antiepileptic Drug (NAAED) Pregnancy Registry.
This can be done by calling the toll free number 1-888-233-2334, and must be
done by patients themselves. Information on the registry can also be found at the
website http://www.aedpregnancyregistry.org/.

BRABERAEICBT 2BBEEOUE Tho T,

ARmERBICLZED B2 BEE BB INAERRIIER ST
RN, HEEITIE, ARIER OB RESBIR~OERM S EE S BEEICD
BT 5,
FENREIZLDIARFNOEEZ DN TORBRPBEET -0, EffIIL
RIRA OEIE I LT AR CAMAZE (NAAED) IERREES X T A
KRR THILEZHRETLILS, IEERT WS, 7V —F 1YL
(1-888-233-2334) ([ZEFET DI L TRETEX DN, BEHHICL Y BREH
TOLEDNHD, BRCHETIEREE, v=T ¥4 F
(http://www.aedpregnancyregistry.org/) 2>6 H AFFRETH B,

8.2 Labor and Delivery

The effects of LYRICA on labor and delivery in pregnant women are unknown.
In the prenatal-postnatal study in rats, pregabalin prolonged gestation and
induced dystocia at exposures > 50 times the mean human exposure (AUC (g 24
of 123 pg-hr/mL) at the maximum recommended clinical dose of 600 mg/day.

82 il LOHE

AFNDOTROFIES L OHECRIETEEIALNTRY, Ty &M
VW e HAERTES L ONHAERBRBRIZI W T, B AHERFAER600 mg/BI2BITS
bt MEEREFE 123 pg-hrmL (AUC) DSOfELLEDOBREEE T, Eik
PR OIERER L OHENSRBD L,

8.3 Nursing Mothers

It is not known if pregabalin is excreted in human milk; it is, however, present in
the milk of rats. Because many drugs are excreted in human milk, and because
of the potential for tumorigenicity shown for pregabalin in animal studies,
decide whether to discontinue nursing or to discontinue the drug, taking into
account the importance of the drug to the mother.

83 EIHmm~okE

AH| O VALHFA~OBITIIARATHIB, Ty MZBOTAT DI
TTDZLEBRALPCR>TVDS, b MHFIIBITT2EAEEL.,
BRR CABOBAFHERRBD LN TNDEZ End, LT ORAR
IAROFRMEZZR LT, SFHLOFIH D WIIKRE LR KW 5,

8.4 Pediatric Use

The safety and efficacy of pregabalin in pediatric patients have not been
established.

In studies in which pregabalin (50 to 500 mg/kg) was orally administered to
young rats from early in the postnatal period (Postnatal Day 7) through sexual
maturity, neurobehavioral abnormalities (deficits in learning and memory,
altered locomotor activity, decreased auditory startle responding and
habituation) and reproductive impairment (delayed sexual maturation and
decreased fertility in males and females) were observed at doses > 50 mg/kg.
The neurobehavioral changes of acoustic startle persisted at > 250 mg/kg and
locomotor activity and water maze performance at > 500 mg/kg in animals
tested after cessation of dosing and, thus, were considered to represent long-term

8.4 /INER~D¥E

NERBFEICBIT BDARFORZEMR X UESERMER S TR0,
BB (E%TR) POERBICELAE TOERT v MIAEK (50~
500 mg/kg) EREOBE LZRBRIZE VT, 50 mg/kgll b CHRITEIZEARY
i (FF - DEEE, AREHOLL. BEMEEIERE - Bt DB
) BLOAFE~ORE (HEHRBAORBER & OMEHEOATEROET) 28
D bNTz, REZROMRITENFIMRE T, 250 mgkgll b CRERME
BRISOELD, 500 mgkglh £ T HFEBS L OKKEEZREHOEL
DBEE L7272, 2D OEMIIEHNNRIERA TS B2 00k, ¥
EZ7 v MBI 3R EMREERB L OEM~OREICET 5 BIKIEARE
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effects. The low effect dose for developmental neurotoxicity and reproductive
impairment in juvenile rats (50 mg/kg) was associated with a plasma pregabalin
exposure (AUC) approximately equal to human exposure at the maximum
recommended dose of 600 mg/day. A no-effect dose was not established.

(50 mg/kg) IZFBiT HMBEFIRE (AUC) 1%, HAHEIEAEG600 mg/H I
Birse MRERLFIERECTH- -, EEARBIIREIhANST,

8.5 Geriatric Use

In controlled clinical studies of LYRICA in neuropathic pain associated with
diabetic peripheral neuropathy, 246 patients were 65 to 74 years of age, and
73 patients were 75 years of age or older.

In controlled clinical studies of LYRICA in neuropathic pain associated with
postherpetic neuralgia, 282 patients were 65 to 74 years of age, and 379 patients
were 75 years of age or older.

In controlled clinical studies of LYRICA in epilepsy, there were only 10 patients
65 to 74 years of age, and 2 patients who were 75 years of age or older.

No overall differences in safety and efficacy were observed between these
patients and younger patients.

In controlled clinical studies of LYRICA in fibromyalgia, 106 patients were
65 years of age or older. Although the adverse reaction profile was similar
between the two age groups, the following neurological adverse reactions were
more frequent in patients 65 years of age or older: dizziness, vision blurred,
balance disorder, tremor, confusional state, coordination abnormal, and lethargy.
LYRICA is known to be substantially excreted by the kidney, and the risk of
toxic reactions to LYRICA may be greater in patients with impaired renal
function. Because LYRICA is eliminated primarily by renal excretion, adjust the
dose for elderly patients with renal impairment [see Dosage and Administration

2.5)].

85 mEERE~DOES5

FERIRPERAE R R I S iREENER 2 A TR 2B L
AFN D Hegext FRERIRFABR Tid, BE246615365~T745%. T3FINRT5m LA L
ThHoTl,

HRIES BRI O R EEE R 2 AT D BE 2R & LIAH
D LB FRER R FABR Tk, FBE282610%65~745%. 379B 375 ETH
277,

TADPAVEBE ZRBIT LT ARBIO LB BREBR Tl B#E 10 F12S 65~
T4 5%, 2BIB IS ETHH- T,
ThbDBE LB VEF ORI,
WO T,

PRAER TR IEBE & PRI LI AR O b IRRBRIC BV TC, BF 106 4
B 65 BMULThHoTz, BEMOTu 77 A NI NODEZL Lo &
BHWBE OB THEE L TR, LTOMBRENZBERIT 65 BIL
FOBFICBNTI Y EHEECRD O  BEMDOEV., BH, T
BEE. Rk, SRELIRE., WREBSEFBIURER, AHTEICREZ
MLTHRIEE N D Z Lo TRY, BlEEEELFT 5 8% TlIE
FIOBWER Y 27 BEE D AREEN B B,

AFNIEICERBE N L CHEk S A7, BERREELAHT 5 EERE

TetR LOCFEDECTRERZER

TIIHAEREEITS., [HE¥E-FHE 25) #5881,
9 DRUG ABUSE AND DEPENDENCE 9. EMELA B L YR TF
9.1 Controlled Substance 9.1 &K

LYRICA is a Schedule V controlled substance. :

LYRICA is not known to be active at receptor sites associated with drugs of
abuse. As with any CNS active drug, carefully evaluate patients for history of
drug abuse and observe them for signs of LYRICA misuse or abuse (e.g.,
development of tolerance, dose escalation, drug-seeking behavior).

BHZEH D7 T A FKANIAr P a— V OREIZEYTH 5,
AKIDELA Y BIE U 72 S BRI CIEMEN & ) DI RATH B, &
D& S bR RIERETHZ 5 TH B &k 512, EFfITEEOEWEL
HARZEEICFTM L., AFOBACILAOME MHt, RAERM, K
WIRFATEN I P ORE) BRVWHBELBET S,
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9.2 Abuse

In a study of recreational users (N=15) of sedative/hypnotic drugs, including
alcohol, LYRICA (450mg, single dose) received subjective ratings of "good
drug effect,” "high" and "liking" to a degree that was similar to diazepam (30mg,
single dose). In controlled clinical studies in over 5500 patients, 4 % of
LYRICA-treated patients and 1 % of placebo-treated patients overall reported
euphoria as an adverse reaction, though in some patient populations studied, this
reporting rate was higher and ranged from 1 to 12%.

9.2 FEKWELH

SEL LEHME LIEREAEIRERY (Tra—EiE&t) OFREE
(N=15) ZRRIZL7ZRRICBITDAA] (450 mg HEHRE) ~D X8
BIREIE. "L WEBBIR". "N RES"BIOFR" T, VT E A
(30 mg HE#E) CRBECH-oz, BE 5500 FILL L2 o EiE X
ATz B REGRRBRIC B W T, AREREBED 4%B L 0T T 2 R#
EBED 1%RSEELEMERE LTHE LS., R LE-AEEFI
Lo T I OWERPHEBIEL . #EROHHIT 1~12%ThH o7,

9.3 Dependence

In clinical studies, following abrupt or rapid discontinuation of LYRICA, some
patients reported symptoms including insomnia, nausea, headache or diarrhea
[see Warnings and Precautions (5.8)], suggestive of physical dependence.

9.3 FRMKTF

BARBRIZEBWTARORE ZRRELITREICPELELZA, —5
DBEPARIRE. B, BEELITRARZCOEREBREL (BB
LOEAEDER (5.8) 22H] . HEHEREN TR I,

10 OVERDOSAGE

Signs, Symptoms and Laboratory Findings of Acute Overdosage in Humans
There is limited experience with overdose of LYRICA. The highest reported
accidental overdose of LYRICA during the clinical development program was
8000 mg, and there were no notable clinical consequences.

10. BEERS

t MBI 5 AR B SR OME, R I OBERENR

AR OWERGIZETIRRIIBONL TS, BEEAR 07T Az
WE SN BREERSIZB T 2RO KA EIT 8000 mg T, EE
b EREINEEEII o,

Treatment or Management of Overdose

There is no specific antidote for overdose with LYRICA. If indicated,
elimination of unabsorbed drug may be attempted by emesis or gastric lavage;
observe usual precautions to maintain the airway. General supportive care of the
patient is indicated including monitoring of vital signs and observation of the
clinical status of the patient. Contact a Certified Poison Control Center for up-
to-date information on the management of overdose with LYRICA.

Although hemodialysis has not been performed in the few known cases of
overdose, it may be indicated by the patient's clinical state or in patients with
significant renal impairment. Standard hemodialysis procedures result in
significant clearance of pregabalin (approximately 50% in 4 hours).

BEREROEREL IR AL b '
AHBER I T B RRAOMERITR V., BETHNIE, BhHEESS
BHHIZ L > TRENGOBREEZRL D, TOBRIZIIZERFEDTZDD
BEOEERHEIINED, A AN A L OEBERB I OEBRIREOBLE L
Wolt—MXHr 75175, ARFPEEE R ¥ — (A Certified
Poison Control Center) |ZHE#HE L, AFHBEREFRFDO< R A MO
TORFERE AFT B,

WER G5 OBEMODEFNT I\ CIIERSENT O RERBRIT VS, BED
RRICE > Tk, EFRRERLBEHERE LA T2 88 CRERSET2
FEELTH LW, BENRMEETICL > T, KEEZLRVBRETEZ
EMTE D (AR TRS50%) .

11 DESCRIPTION

Pregabalin is described chemically as (S)-3-(aminomethyl)-5-methylhexanoic
acid. The molecular formula is CgH;7NO, and the molecular weight is 159.23.
The chemical structure of pregabalin is:

11, HHER - MR
TV RY DIbEATX (S)-3-(aminomethyl)-5-methylhexanoic acid, 4+
XL CeHNO, T, T &L 159.23 TH D, LLTFIL(LFEEE T,
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Pregabalin is a white to off-white, crystalline solid with a pK,; of 4.2 and a pK,,
of 10.6. It is freely soluble in water and both basic and acidic aqueous solutions.
The log of the partition coefficient (n-octanol/0.05M phosphate buffer) at pH 7.4
is—1.35.

LYRICA (pregabalin) Capsules are administered orally and are supplied as
imprinted hard-shell capsules containing 25, 50, 75, 100, 150, 200, 225, and
300 mg of pregabalin, along with lactose monohydrate, cornstarch, and talc as
inactive ingredients. The capsule shells contain gelatin and titanium dioxide. In
addition, the orange capsule shells contain red iron oxide and the white capsule
shells contain sodium lauryl sulfate and colloidal silicon dioxide. Colloidal
silicon dioxide is a manufacturing aid that may or may not be present in the
capsule shells. The imprinting ink contains shellac, black iron oxide, propylene
glycol, and potassium hydroxide.

LYRICA (pregabalin) oral solution, 20 mg/ml., is administered orally and is
supplied as a clear, colorless solution contained in a 16 fluid ounce white HDPE
bottle with a polyethylene-lined closure. The oral solution contains 20 mg/mL of
pregabalin, along with methylparaben, propylparaben, monobasic sodium
phosphate anhydrous, dibasic sodium phosphate anhydrous, sucralose, artificial
strawberry #11545 and purified water as inactive ingredients.

TVHARY AIABOFERMEDOEE T, pKaldd2, pKpidl0.6TH B,
A3k, BHEERIEIT AL U EOKBRICETRTW, pH 741281
BH1-A 27 & 7 —/0.05 mol/LD V »ERIEREIR R OSBRSS G i)
i -135ThH 5,

LYRICA (FVHNRY V) Z7ENME, | AT RAFIZAVIARY %
25, 50, 75. 100, 150, 200, 225 721X 300 mg /T AL 7 E/NA
T, I & LCHSEKT, hosnal T o BLOELVT B2E
o, WS ENKREIIESF U BLUBET ¥ o2&, SLIIHFBRD
BT NIE RSk, BROZTTENMET VU AR T N UL E
UREEKF A BEET, BEEKTABRIID 2NV BGRB8
MEC, 37 eVKBCEETZZELHD, HIFEA 73T v 7,
Efpbgk, 7uv L) a—BIUOKEBIES Y v A ST,
LYRICA (LAY V) BOWK 20 mg/mL TEEGFHORAKEHITH
D, NRyFUARIZF LRy v T7OMNEZABDORY =F LR b
V(16 BEAVAAD) ICREINLTWS, KElix, v AU 20
mg/mL 25NN E LT, RIZXVERBFMBAFIN, RNT4Fy
ZREEFEB T, EKY VBIKREFT NI U A oK) VEE—KERT
MDA A7 Fu—R, FE (£F T No. 11545) B L UONEHRKE
CIEERCE

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

LYRICA (pregabalin) binds with high affinity to the alpha,-delta site (an
auxiliary subunit of voltage-gated calcium channels) in central nervous system
tissues. Although the mechanism of action of pregabalin has not been fully
elucidated, results with genetically modified mice and with compounds
structurally related to pregabalin (such as gabapentin) suggest that binding to the
alpha,-delta subunit may be involved in pregabalin's anti-nociceptive and

12. FRPRIKH

121 {EFF '
AET, PHRARRRICRT 5 BARTFEEIN U 5F v VOB T
2=y FTHDardr=y MIBEET S, FEOEABRF T+
RSN TIINWRVA, BEFURE~ U ABLOEEEIEEYD (FA
RFURE) ZRAVERROBRNSG ., apd 7=y b~DOES
B, BT VISR AAREOERBIERB L O W AERICES L
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antiseizure effects in animals. In animal models of nerve damage, pregabalin has
been shown to reduce calciumdependent release of pro-nociceptive
neurotransmitters in the spinal cord, possibly by distrupting alpha,-delta
containing-calcium channel ftrafficking and/or reducing calcium currents.
Evidence from other animal models of nerve damage and persistent pain suggest
the anti-nociceptive activities of pregabalin may also be mediated through
interactions with descending noradrenergic and serotonergic pathways
originating from the brainstem that modulate pain transmission in the spinal
cord.

While pregabalin is a structural derivative of the inhibitory neurotransmitter
gamma-aminobutyric acid (GABA), it does not bind directly to GABA,,
GABAg, or benzodiazepine receptors, does not augment GABA, responses in
cultured neurons, does not alter rat brain GABA concentration or have acute
effects on GABA uptake or degradation. However, in cultured neurons
prolonged application of pregabalin increases the density of GABA transporter
protein and increases the rate of functional GABA transport. Pregabalin does not
block sodium channels, is not active at opiate receptors, and does not alter
cyclooxygenase enzyme activity. It is inactive at serotonin and dopamine
receptors and does not inhibit dopamine, serotonin, or noradrenaline reuptake.

TW5HNDEEZ b5, MRIBEZFEYET VBT, AEIIHFET
DANY T ©MEERRBRESAEENREEREOKHEIHEI Lz, 20
ERIERLL, a8t T 2=y 2L OUNT T LT ¥ RO
BEORERB I WERIZIN T T LBROBICE D, E-. BlOwRREE
EBIUEHREEE AT 28WET AT, BHICBWTUREORE
EEXRAGTIMENLDO T/ AT R oBLl0te b= R
L DHBEERBAEOERIEMEIINTEL TVD I ERRBINTNS,
A TIMEEREEDE THD GABA (-7 2/ BER) oREEELUL
EMTH DN, GABAL B, GABAs ZERRB LRV PPy
ZEFITESER YT, HEHFRMEIZBWT GABA, ORIGE I
T, £725 v MO GABA BEZ2Z{LX®7, GABA BRVIAKLET-
ORI 2RMEREZA S22, L L, BRIz VTR
HEERBERAIEAZLICXY, GABA N7V AR—F—EBADEKE
DHHII L., GABA OEiSRENMEE SN, AEITF P T LA F v R %
EWET, A= — MREREIMEATT, 7 utX v Fr—YRRERE
HEEILIRRY, E2, Ta b=V ZBRERBI VORI UZRE LR
AET, RV, Eu b= X0 AT FLvF U rOoBRY AL EZR
EELRW,

12.3 Pharmacokinetics

Pregabalin is well absorbed after oral administration, is eliminated largely by
renal excretion, and has an elimination half-life of about 6 hours.

Absorption and Distribution

"| Following oral administration of LYRICA capsules under fasting conditions,
peak plasma concentrations occur within 1.5 hours. Pregabalin oral
bioavailability is > 90% and is independent of dose. Following single- (25 to
300 mg) and multiple- dose (75 to 900 mg/day) administration, maximum
plasma concentrations (Cy,) and area under the plasma concentration-time
curve (AUC) values increase linearly. Following repeated administration, steady
state is achieved within 24 to 48 hours. Multiple-dose pharmacokinetics can be
predicted from single-dose data.

The rate of pregabalin absorption is decreased when given with food, resulting
in a decrease in Cpay Of approximately 25% to 30% and an increase in Tpax to
approximately 3 hours. However, administration of pregabalin with food has no

123 Epy#Ehie
AREIROBERICI SRS, FCEBEZN L CEEEEN S, HE
AR TH B,

RILE X O34

KRN 7N B BB EF T CROKET S L. LSEELIN CREmIgES
BECETD, REORALAFTTXALFEY T 4 —1390%L LT, AR
WIELRV, BEERS (25~300 mg) BLOREHRS (75~900 mg/A)
BREZORBMIETEE (Cuw) 38 &K OV 78 EE - R gh 38 T m s
(AUC) DOEIXEBRHIZHENT 5, KERS%. 24~48REHLINICESR
REBICET S, XERSOERYEREIX, BRRET —2 15 FHIFEET
HD,

AENERYE & bICHRET S EARBOWIGEEISET L. Cmaxd3#925%
~30%ET LT, TudSK3REEE CEET S, LIELAELZEWE LD
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clinically relevant effect on the total absorption of pregabalin. Therefore,
pregabalin can be taken with or without food.

Pregabalin does not bind to plasma proteins. The apparent volume of
distribution of pregabalin following oral administration is approximately 0.5
L/kg. Pregabalin is a substrate for system L transporter which is responsible for
the transport of large amino acids across the blood brain barrier. Although there
are no data in humans, pregabalin has been shown to cross the blood brain
barrier in mice, rats, and monkeys. In addition, pregabalin has been shown to
cross the placenta in rats and is present in the milk of lactating rats.

Metabolism and Elimination

Pregabalin undergoes negligible metabolism in humans. Following a dose of
radiolabeled pregabalin, approximately 90% of the administered dose was
recovered in the urine as unchanged pregabalin. The N-methylated derivative of
pregabalin, the major metabolite of pregabalin found in urine, accounted for
0.9% of the dose. In preclinical studies, pregabalin (S-enantiomer) did not
undergo racemization to the R-enantiomer in mice, rats, rabbits, or monkeys.
Pregabalin is eliminated from the systemic circulation primarily by renal
excretion as unchanged drug with a mean elimination half-life of 6.3 hours in
subjects with normal renal function. Mean renal clearance was estimated to be
67.0 to 80.9 mL/min in young healthy subjects. Because pregabalin is not bound
to plasma proteins this clearance rate indicates that renal tubular reabsorption is
involved. Pregabalin elimination is nearly proportional to creatinine clearance
(CLcr) [see Dosage and Administration, (2.5)].

WHRELTYH, REORFINEICEKRICEODEEIIAE LR, LR
S>TAEETBRIBLOBBROLEL L THRATRETH S,

ARIEITMEE S 7 BITREE Ligw, BOBEZLOARED BT Loy
MAMRITHN05 LkgTH D, AT, MEKEMEN LI-BSFT I8
DEEICEE TS system L MIAAROEETHD, & N TOF—F i1k
WA, AEFU R, Ty MBIOY VO MBI Z @Bt 5 2 &8
BALNIRS2TWND, EBIAKITIT v FOBBELEBT S ERHL
2T, Iy MR THREILTWA,

e X Ot

AEITE MZBWTIZE A ERBIE R, BEHER T LY v % F|
ALERBR T, REABOHKO%EKREIEL LTREMSEIR S
Tro RPICERDOENDE S LHINY VOFERBY TH AN-A FNL5EE
EREDLEIEIE. AEDII%IZT Ehotz, U A, Ty b, UH
FB IO VERAWERIERRBRICBO T, AE (S-mFrFi<—)
BR-TF U FFe—~DFE I{LEZIT RN o T,

AEITEICERBE N LCREEE LTEHEREBED L LS., ES
REWREL A T OERE IR A IR LREHIT 6.3 BRI TH o T,
EVVBEEHRE BT AEHE S VT 7 Ri% 67.0~80.9 mL/4y & #HEE
SNz, ARIZMBEERICKEES LRW=D, 207 V75 A 3RME
BRINAEEL TS Z L ETRBT 5, RKEOHXS L 7F=0 - 7
Y7 A (CLer) W ZIZIEHBITHHE - HE (2.5) 228,

Pharmacokinetics in Special Populations

Race

In population pharmacokinetic analyses of the clinical studies in various
populations, the pharmacokinetics of LYRICA were not significantly affected by
race (Caucasians, Blacks, and Hispanics).

Gender

Population pharmacokinetic analyses of the clinical studies showed that the
relationship between daily dose and LYRICA drug exposure is similar between
genders.

Renal Impairment and Hemodialysis

Pregabalin clearance is nearly proportional to creatinine clearance (CLcr).
Dosage reduction in patients with renal dysfunction is necessary. Pregabalin is

Y I G|

A

¥k 2 RERE JRIC UTEBRRRBROEREKYENEMEITICB W T, AF D
EYEHEIIATE (AA. BABLIUOE R =y 7)) ICL3FEREEZ
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e

EE R R O E MY EREMITICB W T, 1BHE L AFRER L OBI%R
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effectively removed from plasma by hemodialysis. Following a 4-hour
hemodialysis treatment, plasma pregabalin concentrations are reduced by
approximately 50%. For patients on hemodialysis, dosing must be modified [see
Dosage and Administration (2.5)].

Elderly

Pregabalin oral clearance tended to decrease with increasing age. This decrease
in pregabalin oral clearance is consistent with age-related decreases in CLcr.
Reduction of pregabalin dose may be required in patients who have age-related
compromised renal function [see Dosage and Administration, (2.5)].

Pediatric Pharmacokinetics

Pharmacokinetics of pregabalin have not been adequately studied in pediatric
patients.

Drug Interactions

In Vitro Studies

Pregabalin, at concentrations that were, in general, 10-times those attained in
clinical trials, does not inhibit human CYP1A2, CYP2A6, CYP2C9, CYP2C19,
CYP2D6, CYP2EIL, and CYP3A4 enzyme systems. In vitro drug interaction
studies demonstrate that pregabalin does not induce CYP1A2 or CYP3A4
activity. Therefore, an increase in the metabolism of coadministered CYP1A2
substrates (e.g. theophylline, caffeine) or CYP 3A4 substrates (e.g. midazolam,
testosterone) is not anticipated.

T5, BHEEEZ?ETIRECRIAR2BETALERD S, AK
W MEEATIC K > TR SRMICERESINS, 4B/ O LKE
R, WEFOT VLT NY ERERKSOME T 5, MEETTO
BETII. AEEZHRE LTSRSV [FHik - HE 0.5) 238
). 2

AEOEOZ VT T RT, EHO LRI > TRTTAEMNH -
Teo REDOREDO I VT T AR5 ZOETIE., FEBIZHED CLadiE
TIZ—8T 5, MEICHE S BEEETAD2BETIE. AEAEORE
DBIIRDHZ RSB [HE - HE (2.5) #2H],

ANVAE- 37/

NRBE T, AEOEYBEA/EINHRBRIN TR,
EYHE/ER:

In Vitro Bk

—RICEFRRR CROONIBEOIVEOEBEIZBWT, AKiXe k
CYP1A2, CYP2A6., CYP2C9. CYP2C19., CYP2D6. CYP2ElH & Ot
CYP3A4BER R ZRRE L2V, In vitroDZMHE B RBR TAIKIZCYP1A2R
CYPIALIEMEEZFTE Lo Tz, FDi=d, CYPIAZEE Wz, 74
T4V, BT xaA) RCYPIAAEE Bz, IV 546, SRR
27 ay) OFREEICBT AREOBEMITFEINRN,

In Vivo Studies

The drug interaction studies described in this section were conducted in healthy
adults, and across various patient populations.

Gabapentin

The pharmacokinetic interactions of pregabalin and gabapentin were
investigated in 12 healthy subjects following concomitant single-dose
administration of 100-mg pregabalin and 300-mg gabapentin and in 18 healthy
subjects following concomitant multiple-dose administration of 200-mg
pregabalin every 8 hours and 400-mg gabapentin every 8 hours. Gabapentin
pharmacokinetics following single- and multiple-dose administration were
unaltered by pregabalin coadministration. The extent of pregabalin absorption
was unaffected by gabapentin coadministration, although there was a small
reduction in rate of absorption.

In VivoiRBk :

AETRE SN EMHEEERARRIT. BERAR IO 4 2BREEM
EXRITER Iz,

ISR Fv

KIEEL AR F L OEYBEOHEIER I, BEHRE 126)ICAREK
100 mgd LW /3R F 2300 mgD RIRFEEIR S U238k, 72 b O
JEBERE 18BICAZE200 mgds K VAT /R F /400 mg?D 8RS & [RIB
KE#E L-BBRICBWTRET Sz, BERSEZEBS I OREREEZD
TR F L HYEREIL, AERFRHICE > THOEIL Loz, AED
WML BT TN F R LD BEZ T b oTedd, WIGHE B
TOET LT,
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Oral Contraceptive

Pregabalin coadministration (200 mg three times a day) had no effect on the
steady-state pharmacokinetics of norethindrone and ethinyl estradiol (1 mg/35
ug, respectively) in healthy subjects.

Lorazepam

Multiple-dose administration of pregabalin (300 mg twice a day) in healthy
subjects had no effect on the rate and extent of lorazepam single-dose
pharmacokinetics and single-dose administration of lorazepam (1 mg) had no
effect on the steady-state pharmacokinetics of pregabalin.

Oxycodone

Multiple-dose administration of pregabalin (300 mg twice a day) in healthy
subjects had no effect on the rate and extent of oxycodone single-dose
pharmacokinetics. Single-dose administration of oxycodone (10 mg) had no
effect on the steady-state pharmacokinetics of pregabalin.

Ethanol

Multiple-dose administration of pregabalin (300 mg twice a day) in healthy
subjects had no effect on the rate and extent of ethanol single-dose
pharmacokinetics and single-dose administration of ethanol (0.7 g/kg) had no
effect on the steady-state pharmacokinetics of pregabalin.

Phenytoin, carbamazepine, valproic acid, and lamotrigine

Steady-state trough plasma concentrations of phenytoin, carbamazepine and
carbamazepine 10,11 epoxide, valproic acid, and lamotrigine were not affected
by concomitant pregabalin (200 mg three times a day) administration.
Population pharmacokinetic analyses in patients treated with pregabalin and
various concomitant medications suggest the following:

Therapeutic class Specific concomitant drug studied

Concomitant drug has no effect on the pharmacokinetics of pregabalin

Hypoglycemics Glyburide, insulin, metformin
Diuretics Furosemide
Antiepileptic Drugs Tiagabine

Concomitant drug has no effect on the pharmacokinetics of pregabalin and
pregabalin has no effect on the pharmacokinetics of concomitant drug

2 0BT 2K

AFEHA (200 mg 1H3E]) X, BEHFREICBITZ /v Fr Fark

XV F= Nz X NFVF—N (FRF] mg35 pg) DEFIREEY

BNRICEEB LR o T,

= AT

REHBRE~OAREKRERE (300 mg 1H2ME) v T ¥ ABEEREEK

%ﬁ%@@ﬁkiog’wﬁﬁ? o7 ENLEERE (1 mg) A
EEREBEYENEICHEL RIT IR o Tz,

%%V:Fy
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Antiepileptic Drugs Carbamazepine, lamotrigine, phenobarbital, phenytoin, {#;TA DA IRy, FERIF, T /90
topiramate, valproic acid Z—, Tz=bAf Yy, RETA—K, NS
3.3
13 NONCLINICAL TOXICOLOGY 13 FEEER=EM
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 13.1 DA, BiEH. SBiE~0EE
Carcinogenesis 25 AR

A dose-dependent increase in the incidence of malignant vascular tumors
(hemangiosarcomas) was observed in two strains of mice (B6C3F1 and CD-1)
given pregabalin (200, 1000, or 5000 mg/kg) in the diet for two years. Plasma
pregabalin exposure (AUC) in mice receiving the lowest dose that increased
hemangiosarcomas was approximately equal to the human exposure at the
maximum recommended dose (MRD) of 600 mg/day. A no-effect dose for
induction of hemangiosarcomas in mice was not established. No evidence of
carcinogenicity was seen in two studies in Wistar rats following dietary
administration of pregabalin for two years at doses (50, 150, or 450 mg/kg in
males and 100, 300, or 900 mg/kg in females) that were associated with plasma
exposures in males and females up to approximately 14 and 24 times,
respectively, human exposure at the MRD.

AZE (200, 1000, 5000 mgkg) Z2EMIREEHKE LI2BORMD~ T R

(B6C3F13 L TCD-1) iZBW T, BEMEEE (MERE) OR4EE
ERHEICEFELTHEMLE, MERBEOEMBED bh&HIERVCA
BlZBT 2~ 20 fiEPRE (AUC) X, HKHEEHAE (600 mg/
A) IZBiT5t NOBRBELIZIFRE T2, vV ADMENERLE
T2 EERBIIRES N 2o T2, WistarT v MMIAEKZ 24ERIRAR
B 5 U7-2588B (B : 50, 150, 450 mg/kg, M : 100, 300, 900 mg/kg)
T, BPAEETRD NI, Ty FOMFEFRERE PRAHERAE
IR 2BBEEDON4E (K BLO24E () HEY Lk,

Mutagenesis
Pregabalin was not mutagenic in bacteria or in mammalian cells ir vitro, was not

clastogenic in mammalian systems in vitro and ir vivo, and did not induce
unscheduled DNA synthesis in mouse or rat hepatocytes.

BIEEE

AZITHE R L ONSHEMRICEB WO Cin vio CEREM 2R &P, 134
FOBRBRITEB W Tin viroB L Win vivo CREBEBREEZFRET. = v
Xjack‘(ﬁ:j 4 }\ODH%EHH@K%”‘TZ:?G‘:’%DNA/E}EKZ%%@% L/iﬁi)’@f’:o

Impairment of Fertility

In fertility studies in which male rats were orally administered pregabalin (50 to
2500 mg/kg) prior to and during mating with untreated females, a number of
adverse reproductive and developmental effects were observed. These included
decreased sperm counts and sperm motility, increased sperm abnormalities,
reduced fertility, increased preimplantation embryo loss, decreased litter size,
decreased fetal body weights, and an increased incidence of fetal abnormalities.
Effects on sperm and fertility parameters were reversible in studies of this
duration (3—4 months). The no-effect dose for male reproductive toxicity in
these studies (100 mg/kg) was associated with a plasma pregabalin exposure
(AUC) approximately 3 times human exposure at the maximum recommended

dose (MRD) of 600 mg/day.
In addition, adverse reactions on reproductive organ (testes, epididymides)

ZRERE~ DR

BET v MIAREZ BB O & ORELATI X ORE I hlz> TRAO#
5. (50~2500 mgkg) L7-#IREERBRICIB VT, AR XL OFAICKT
LEE (BFEORBY. BHESHEDRT,. BERETFOEMN, SHERO
WA, EFRRIREEC OB, FEREORL. BMREEOELD, BIR
REORAEHEEM PR DO, BF~DOEER L OAFHER S
I, 3~4» ABORBR CRIEMENRED b, BoLEMEBEICEY
2i#E/ERAE (100mgkg) OmMBEFRE (AUC) k. RRKHEREHAE
600 mg/ B IZII1T 5 FOBRBEEOKZEFICHEY L,
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histopathology were observed in male rats exposed to pregabalin (500 to
1250 mg/kg) in general toxicology studies of -four weeks or greater duration. The
no-effect dose for male reproductive organ histopathology in rats (250 mg/kg)
was associated with a plasma exposure approximately 8 times human exposure
at the MRD.

In a fertility study in which female rats were given pregabalin (500, 1250, or
2500 mg/kg) orally prior to and during mating and early gestation, disrupted
estrous cyclicity and an increased number of days to mating were seen at all
doses, and embryolethality occurred at the highest dose. The low dose in this
study produced a plasma exposure approximately 9 times that in humans
receiving the MRD. A no-effect dose for female reproductive toxicity in rats was
not established.

IERRD 6Nz, T v MEWATESE ORBEMESFZOET RICBEd 5 &k
ME (250 mgkg) 2T 2 MEFIREL, BZABKARICBIT 5L Mg
BEOKISFITHEY Lz,
M7 v MCARIEE LRI b REL TR L ORI bl o TR O # S
(500, 1250, 2500 mg/kg) L7=RIGRERBR TIL. WTNORARIZBWT
LRERAMOIANBIOREE TCOHRDOEREL A DIV, &5 AR T
FRUPRO o, FAROBABHOMBTRE L, KRERARI
BiFstb MNEBEEOKNFITHY Uiz, MT v b OARERICET 5 EE
RABITRE SN2 o7z,

Human Data

In a double-blind, placebo-controlled clinical trial to assess the effect of
pregabalin on sperm motility, 30 healthy male subjects were exposed to
pregabalin at a dose of 600 mg/day. After 3 months of treatment (one complete
sperm cycle), the difference between placebo- and pregabalin-treated subjects in
mean percent sperm with normal motility was <4% and neither group had a
mean change from baseline of more than 2%. Effects on other male reproductive
parameters in humans have not been adequately studied.

ERERABR DT R,

AR O FEBEIC KT THEZRNT 5 ZEER Y 7 ¥ R BERR
BRICB W T, BEBMEWREIOFICAHAI600 mg/A N5 Shiz, 53
» B (ERERVBFHREL) BTt REE L AR ERLE O/
DIEFHIEBMEZ R LB FOEH%DEITI%RE T, WTHORICE
WTHR—RF A N DOEHENIT2% U ETH-72, B MIBITS
fth DM AL SRR BB AR IS 9 B BB DWW TCIEEHME L TR,

13.2 Animal Toxicology and/or Pharmacology

Dermatopathy

Skin lesions ranging from erythema to necrosis were seen in repeated-dose
toxicology studies in both rats and monkeys. The etiology of these skin lesions
is unknown. At the maximum recommended human dose (MRD) of 600 mg/day,
there is a 2-fold safety margin for the dermatological lesions. The more severe
dermatopathies involving necrosis were associated with pregabalin exposures
(as expressed by plasma AUCs) of approximately 3 to 8 times those achieved in
humans given the MRD. No increase in incidence of skin lesions was observed
in clinical studies.

13.2 BRI 28 L rE I3RS

ZESE

v PRIV NVORERGEERRIZBW T, L HEFEE ToR
ETHEBOEIRBDONEZ, ZhbREERORERFIITHTH
bo AREERIT, b MBI ABKREAHERARE (600 mg/H) D2 14%
DRBEETHOND, BEFXZHED HBENEEOREERIT. BREKH
BHETOE bOmMEFEE (AUC) DK 3~8 FICHYTIRBEET
AL, BERRBRICBW T, FEERORFEE OBEMIED b
N oi,

Ocular Lesions

Ocular lesions (characterized by retinal atrophy [including loss of photoreceptor
cells] and/or corneal inflammation/mineralization) were observed in two lifetime
carcinogenicity studies in Wistar rats. These findings were observed at plasma
pregabalin exposures (AUC) >2 times those achieved in humans given the

ROk

Wistar 7 v h & W= REIE S AEMERE QREBRER) 2B\, R
DIRE (MBIEEM DERAMROMEAEZET]. AEORIE - GIKIL)
DRD BN, RFTRIGE MBI 3B KHELEHAE600 mg/H OKI24E LA
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maximum recommended dose of 600 mg/day. A no-effect dose for ocular lesions

hlehot, vU 2 QERORKE) BT 3EHEENAEERRL

was not established. Similar lesions were not observed in lifetime | } (NP LIz 331 B 1ERIBRERBRTIZ. 20X 5 B IEEAD b irn
carcinogenicity studies in two strains of mice or in monkeys treated for 1 year. .

14 CLINICAL STUDIES 14. ERRBOE

14.1 Neuropathic pain asso_ciated with diabetic peripheral neuropathy 14.1  FERIRHRRY R I 5 PR R

The efficacy of the maximum recommended dose of LYRICA for the %F’Kﬁ‘ﬁﬂf*ﬁ**% A S MRS E MR I A AN SR
management of neuropathic pain associated with diabetic peripheral neuropathy DA 1 B 3 ERERERSNE 3 AO_BERTT £ RHBL

was established in three double-blind, placebo-controlled, multicenter studies
with three times a day dosing, two of which studied the maximum recommended
dose. Patients were enrolled with either Type 1 or Type 2 diabetes mellitus and a
diagnosis of painful distal symmetrical sensorimotor polyneuropathy for 1 to
5 years. A total of 89% of patients completed Studies DPN 1 and DPN 2. The
patients had a minimum mean baseline pain score of > 4 on an 11-point
numerical pain rating scale ranging from 0 (no pain) to 10 (worst possible pain).
The baseline mean pain scores across the two studies ranged from 6.1 to 6.7.
Patients were permitted up to 4 grams of acetaminophen per day as needed for
pain, in addition to pregabalin. Patients recorded their pain daily in a diary.

i ﬁ%fﬁwémkhmf\3%&¢2ﬁ$?§%ﬁﬁmﬁﬁﬁ%é
NWico ZMUEBEIR 1 R ELX 2 BERRBC, 1~5FE bV KR
PO B HEDOR R ESERE = —a R —&2F LTV, RE&
DPN 1 53X DPN 2 iZBWTHEED 89%B3HRE%ET Lz, KE%x 0
ERZL) b 10 (B oAV REOENE) £ TO 11 B
L7BEDR—RAT A VRHIRIT AR/NEXER A2 7% 4 LETH-
7o 2RBREBLIER—ATA EHEEA T 6.1~6.7 ThHol-,
BEICE, ARz, RPEZISCTEREILTE NI ) 72y
4g/EiT®HI§Fﬁ7))wu&) b, BEIXBLOEFZ2EA BERICEEL
7o

Study DPN 1: This 5-week study compared LYRICA 25, 100, or 200 mg three
times a day with placebo. Treatment with LYRICA 100 and 200 mg three times
a day statistically significantly improved the endpoint mean pain score and
increased the proportion of patients with at least a 50% reduction in pain score
from baseline. There was no evidence of a greater effect on pain scores of the
200 mg three times a day dose than the 100 mg three times a day dose, but there
was evidence of dose dependent adverse reactions [see Adverse Reactions
(6.1)]. For a range of degrees of improvement in pain from baseline to study
endpoint, Figure 1 shows the fraction of patients achieving that degree of
improvement. The figure is cumulative, so that patients whose change from
baseline is, for example, 50%, are also included at every level of improvement
below 50%. Patients who did not complete the study were assigned 0%
improvement. Some patients experienced a decrease in pain as early as Week 1,
which persisted throughout the study.

HBRDPN 1:Z 0 5 BWRABRTIL, AH 25, 100, £721X200 mg 1 H 3 [H
BENT TR BRI, A 100 3L 200 mg 1 B 3 HOKE
i, RBRTROYEREA a7 2R ENICERICREL., KR
RATPR—RF A NZHART 50%LL KT L728BE (VAR F—)
DEEEZEMS 7=, 200mg 1 A 3EFEEM 100mg1 A 3EFEELD
EIFAATICRELERT S LV I FE T e 7ond, BIFEASHRIC
EELTEL otz [BIEH (6.1) #2H] , X—RAT4 U HRBRK
TEHETOERKEEIZOVNT, B 1 TZATND L AR Z—DEIE
ERY, ZIVIRBEEMTHDID, HEXER—RT 4 nbDE
LD —50%DEBEIX, S0%ERFBOT N TOEREIEBEICZTEIN TV,
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BEICRES SR AER L, R L@ O CRR OB SR Lz,
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Figure 1: Patients Achieving Various Levels of Pain Relief — Study DPN 1
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Study DPN 2: This 8-week study compared LYRICA 100 mg three times a day
with placebo. Treatment with LYRICA 100 mg three times a day statistically
significantly improved the endpoint mean pain score and increased the
proportion of patients with at least a 50% reduction in pain score from baseline.
For various degrees of improvement in pain from baseline to study endpoint,
Figure 2 shows the fraction of patients achieving that degree of improvement.
The figure is cumulative, so that patients whose change from baseline is, for
example, 50%, are also included at every level of improvement below 50%.
Patients who did not complete the study were assigned 0% improvement. Some
patients experienced a decrease in pain as early as Week 1, which persisted
throughout the study.

#B DPN 2: Z @ 8 HEORER T, AH| 100 mg 1 H 3 R G & 77 &R
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Figure 2: Patients Achieving Various Levels of Pain Relief — Study DPN 2
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14.2 Postherpetic Neuralgia

The efficacy of LYRICA for the management of postherpetic neuralgia was
established in three double-blind, placebo-controlled, multicenter studies. These
studies enrolled patients with neuralgia persisting for at least 3 months following
healing of herpes zoster rash and a minimum baseline score of > 4 on an 11-
point numerical pain rating scale ranging from 0 (no pain) to 10 (worst possible
pain). Seventy-three percent of patients completed the studies. The baseline
mean pain scores across the 3 studies ranged from 6 to 7. Patients were
permitted up to 4 grams of acetaminophen per day as needed for pain, in
addition to pregabalin. Patients recorded their pain daily in a diary.

142 HREBHRE

BB HRRERICBIT A2 AFOFEMEX., 3 AO_BEERT T
AR LERAR TSR Sz, BREICIIFINEZOERBERE 3 » A
URZbhbloTHEGET2HRBERADY ., KEEZ 0 (ERARL) »5 10
(BEZDONBBY BREOKRE) £TO 11 BRETHEL/-R—X 5 1 I
BT /RN FEHEIFRA 2T 4 L ETHoTz, 3 BBRORX—RF 1
PR A 2T Iix 6~7 Thotz, BEIZHE., AFNMZ, LEITHT
TERICH LTI/ 72y 4 g BETORABBO N, BE
FELOEFEEE BRICREE L,

Study PHN 1: This 13-week study compared LYRICA 75, 150, and 300 mg
twice daily with placebo. Patients with creatinine clearance (CLcr) between 30
to 60 mL/min were randomized to 75 mg, 150 mg, or placebo twice daily.

FEBRPHN 1: Z D 138MORER T, &K 75, 150, B XL 0U300 mg1H2[H
BENRSFEREEBREINE, Z7VTF=v 27 UT7 5 A (Cler) W
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Patients with creatinine clearance greater than 60 mL/min were randomized to
75 mg, 150 mg, 300 mg or placebo twice daily. In patients with creatinine
clearance greater than 60 mlL/min treatment with all doses of LYRICA
statistically significantly improved the endpoint mean pain score and increased
the proportion of patients with at least a 50% reduction in pain score from
baseline. Despite differences in dosing based on renal function, patients with
creatinine clearance between 30 to 60 mL/min tolerated LYRICA less well than
patients with creatinine clearance greater than 60 mL/min as evidenced by
higher rates of discontinuation due to adverse reactions. For various degrees of
improvement in pain from baseline to study endpoint, Figure 3 shows the
fraction of patients achieving that degree of improvement. The figure is
cumulative, so that patients whose change from baseline is, for example, 50%,
are also included at every level of improvement below 50%. Patients who did
not complete the study were assigned 0% improvement. Some patients
experienced a decrease in pain as early as Week 1, which persisted throughout
the study.

30~60 mL/5y DEE L, 75 mg. 150 mgE/2IE7 T RD1H2EHREIC
BIEEICEN (T bivlz, CLerd360 mL/%y %8 % % B&1E. 75 mg. 150
mg. 300 mgE I T RO B2EEBE(CEESIZE Y i b,
CLcr360 mL/43 %8 % 5 BEIZBWT, KFII TR TOHECTRBRIKT
REDEEEIFER a7 M FHCAREICKEL, VARV F—DEIE%
BNz, BEEIS U THRBIZEZZ ST ZICL b b F, Clord
30~60 mL/45y D BEIZET BAFOBEMIXCLrd 60 mL/53 %8R 58
FZETIE L, BERZEHB L T2HBREMPIERBFTNI EBZED
LR LT, X=X T A U LRBRKTRE COEBHREEICON
T, BBZENFNDO VAR F—DEEERT, THITRBEEERT
BB, T ZIER—=RT AL B DOEN—50%DBEIT. 50%F
WOTRTOERBREECEENTWDS, RREETLANSTBED
HEETNE Sz, —HOBETIIARICELS LEBIERML, R
BREAM %38 U CER OB A RRgE LTz,
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Figure 3: Patients Achieving Various Levels of Pain Relief — Study PHN 1 K3 HEHBID VAR F—DEIGOHB— 5 PHN1
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Study PHN 2: This 8-week study compared LYRICA 100 or 200 mg three times
a day with placebo, with doses assigned based on creatinine clearance. Patients
with creatinine clearance between 30 to 60 mL/min were treated with 100 mg
three times a day, and patients with creatinine clearance greater than 60 mL/min
were treated with 200 mg three times daily. Treatment with LYRICA statistically
significantly improved the endpoint mean pain score and increased the
proportion of patients with at least a 50% reduction in pain score from baseline.
For various degrees of improvement in pain from baseline to study endpoint,
Figure 4 shows the fraction of patients achieving that degree of improvement.
The figure is cumulative, so that patients whose change from baseline is, for
example, 50%, are also included at every level of improvement below 50%.
Patients who did not complete the study were assigned 0% improvement. Some
patients experienced a decrease in pain as early as Week 1, which persisted
throughout the study.

B PHN 2.Z 0 8 BMOEBRTIX, 7 V7 F=2 U TIFRIUSL
TeREB VAT ZFEMK L7 9 2 TAA 100 £7213 200 mg 1 B 3 \FE
N7 TR LB INTz, Cler 25 30~60 mL/%y D HBEITIX 100 mg 1 A
3 B 525, CLer 23 60 mL/23 %8 % 2 B#HITIX 200 mg 1 A 3 EHREH
Es v, AABEEIL, RBRETRREOEWER X a7 2HEEHEMNIC
BICHEL, VARV F—OBEEEMNIETZ, R—XTF74 U nHHR
BRIC TR E COEBREEIZOWVWT, B 4 TENFRDO L AR Z—D
BlEERT, TNRBREEERTHLZY, & ZER—ZAT4 005
DB —50%D BEIL, 50%RBOT XA COEBEIEEIZEETN TN
Do RBREZET LRP-oTBEOWREEIL 0%E Shiz, —HMOBET
1B BICERESER L, SRBHEIM 28 U CORE ORISR LTz,
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Figure 4: Patients Achieving Various Levels of Pain Relief — Study PHN 2 X4 HTEBFENO VAR F—DEIEGOHEBL—AE PHN 2
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Study PHN 3: This 8-week study compared LYRICA 50 or 100 mg three times a
day with placebo with doses assigned regardless of creatinine clearance.
Treatment with LYRICA 50 and 100 mg three times a day statistically
significantly improved the endpoint mean pain score and increased the
proportion of patients with at least a 50% reduction in pain score from baseline.
Patients with creatinine clearance between 30 to 60 mL/min tolerated LYRICA
less well than patients with creatinine clearance greater than 60 mL/min as
evidenced by markedly higher rates of discontinuation due to adverse reactions.
For various degrees of improvement in pain from baseline to study endpoint,
Figure 5 shows the fraction of patients achieving that degree of improvement.
The figure is cumulative, so that patients whose change from baseline is, for
example, 50%, are also included at every level of improvement below 50%.
Patients who did not complete the study were assigned 0% improvement. Some
patients experienced a decrease in pain as early as Week 1, which persisted
throughout the study.

#HEBEPHN 3:Z 0 8 HEOREBRCiX, AEFIVHFCcrv7iF=r-2)
T AEBRBETICAHF 50 7213100 mg 1 B 3 BERER T TR E
B E N7z, AF 50 BELUN100 mg 1 B 3 E#EET, REBRKTHEOEY
KIRA T B FHICEBICHREL., VARV —0EEZHMI &
Tro ZJVTF= o 7 VT T2 AN 30~60 mL/45y DEEIZBIT BARFD
BRMERVTF=r - 2V T T AN60 mLISSEB2 H5BEITETIIR
<. BHEHZHHBE L T3RBEMPIERBPFEFIIANERFDOZ L%
FERA LTz, "R 74 UL RBRK TR E TORREKEE IZCS>NT, K
5 TENEND VAR —DBIGERT, ZTRIREEERTHS -
W, TeE ZIER—RF 4 0o OENR—50%DBEIX. 50%KRMEDT
RTCOEBREBEIZEEN TS, RBREZET Lo BEOWEE
X 0% & &Nz, —HMOBETIZ 1 BEIKENMEN L., RBRYE %3
U T OREFn A3 Rk L 7=,
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Figure 5: Patients Achieving Various Levels of Pain Relief — Study PHN 3
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14.3 Adjunctive Therapy for Adult Patients with Partial Onset Seizures

The efficacy of LYRICA as adjunctive therapy in partial onset seizures was
established in three 12-week, randomized, double-blind, placebo-controlled,
multicenter studies in adult patients. Patients were enrolled who had partial
onset seizures with or without secondary generalization and were not adequately
controlled with 1 to 3 concomitant antiepileptic drugs (AEDs). Patients taking
gabapentin were required to discontinue gabapentin treatment 1 week prior to
entering baseline. During an 8-week baseline period, patients had to experience
at least 6 partial onset seizures with no seizure-free period exceeding 4 weeks.
The mean duration of epilepsy was 25 years in these 3 studies and the mean and
median baseline seizure frequencies were 22.5 and 10 seizures per month,
respectively. Approximately half of the patients were taking 2 concurrent AEDs
at baseline. Among the LYRICA-treated patients, 80% completed the double-

14.3 TAPARMHDRIEEZETHRABEZXRE LI-OFREE

TADPAERZRIEICRT 2 0AEERE L LTORFIOFMERZ., AR
FredRe Lz 3 Ao 12 AMSHERILE 77 R BEELSL_ES
BB CHERR Iz, Th b 0RBRICIE, TALABSREEEZAEL (T
KERBACBIEOFEIIMbDRWV), BiTA»AEKEL 3 BEECHAL
THLRIEOa Y b u—NVRBR+HBEREAEAN LN, H A F
VERALTWEBEIL, X—XT7 1 CHBRMA 1 BRI AR F
D¥EEPRIETHZ L E L, 8 BRON—RT 4 HIEY., EoRIME
N6 BIERDONDEELERSEE L, BIESTED LW EIFEL 4 R
OIS Lz, L3 3 RBRIZBWT, TANADOELFRFRHIR I
25 BTHY, N—RATA VRORERBROEEMEL PREE. FhEh
A 25EBLIN10 BITH-Tz, BEORNPEN—RF 4 VB 2 &
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blind phase of the studies.
Table 7 shows median baseline seizure rates and median percent reduction in
seizure frequency by dose.

BORTADAEEFRH LTV, FADREEZTBED 0% =
NoORBRO_EERHI LT LI,

R—2 5 ORI (PRIE) BEIORERZOBIE (P
) ZHENCE 7TITRT,

Table 7: Seizure Response in Controlled, Add-On Epilepsy Studies

KT TADPAMVBETHTH0MIERE UCER L BRARICBIT 2R EOYE

Daily Dose of  Dosing N Baseline Median % p-value, vs. FVINRY v F5EE N R—RGAL R—=R5L P pfE
Pregabalin-  Regimen Seizure Change from placebo D1B#RER VREDRE  LOELER (F5ERLD
Frequency/mo  Baseline E1%/ A (% =) HRB)
Study E1 E1 33
Placebo BID 100 9.5 0 7R BID 100 9.5 0
50 mg/day BID 88 10.3 9 0.4230 50 mg/H BID 88 103 - -9 0.4230
150 mg/day BID 86 8.8 -35 0.0001 150 mg/ A BID 86 8.8 -35 0.0001
300 mg/day BID 90 9.8 -37 0.0001 300 mg/ H BID 90 9.8 -37 0.0001
600 mg/day BID 89 9.0 -51 0.0001 600 mg/ H BID 89 90 51 0.0001
Study E2 E2 3B
Placebo TID 96 93 1 75 R TID 96 9.3 1
150 mg/day TID 99 11.5 -17 0.0007 150 mg/H TID 99 1.5 -17 0.0007
600 mg/day TID 92 12.3 -43 0.0001 600 mg/H TID 92 123 -43 0.0001
Study E3 E3 #BR
Placebo BID/TID 98 11 -1 75 ER BID/TID 98 i1 -1
600 mg/day BID 103 9.5 -36 0.0001 600 mg/ H BID 103 9.5 -36 0.0001
600 mg/day TID 111 10 -48 0.0001 600 mg/ H TID 111 10 -48 0.0001

TID:1H3[E, BID:1H2[E

In the first study (E1), there was evidence of a dose-response relationship for
total daily doses of Lyrica between 150 and 600 mg/day; a dose of 50 mg/day
was not effective. In the first study (E1), each daily dose was divided into two
equal doses (twice a day dosing). In the second study (E2), each daily dose was
divided into three equal doses (three times a day dosing). In the third study (E3),
the same total daily dose was divided into two equal doses for one group (twice
a day dosing) and three equal doses for another group (three times a day dosing).
While the three times a day dosing group in Study E3 performed numerically
better than the twice a day dosing group, this difference was small and not

BAOIORB (E1) Tid. A& 150~600 mg/ B D& CIIHERIGHENT
Do, 50 mg/ B OFEITERD bhiehoiz, BAORE (E1)
Tk, 518 2EEE 1 BREEZFREIC2 HE) Lk, 28
HORE (E2) Tik. 1 B3 E#&E (1 BREEZREIC 3 H5F) &L
7o 3ZFBEHDORB (E3) TiX. AL 1 AREETCI A 2EEEE 1 H 3
Al E & &, TN ENHOBREFICBO TR L, E3 BEBRTIX. 1 H
2 EHBELHELT 1 B 3 EREICBWTEERMICITE LWEREBZED
b7, 2HBOEITNEL, BEMITAERR OO TR o7,
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statistically significant.

A secondary outcome measure included the responder rate (proportion of
patients with > 50% reduction from baseline in partial seizure frequency). The

following figure displays responder rate by dose for two of the studies.

VARV A —DEIRZRIREICTEM Lz, 2 H60RBRD S H 2 3RERIC
BIFA2HERND L AR X —DEE 2 TRICRT,

Figure 6. Responder rate by add-on epilepsy study
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Figure 7. Seizure Reduction by Dose (All Partial Onset Seizures) for Studies 7 El1, E2 BXOE3 RRICBIT 2 HENORIERIDR (H4oRIER
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Subset evaluations of the antiseizure efficacy of LYRICA showed no clinically
important differences as a function of age, gender, or race.

Hedh : BIEBOER (R—R T A b OEIBEOHRE)

i - & (mg/R)

AHIOHITONAERZER, B X CAROERIC L 2EHOEHAT
ML 2 A, BERICEERETFRD N2 ho Tz,

14.4 Management of Fibromyalgia

The efficacy of LYRICA for management of fibromyalgia was established in one

14-week, double-blind, placebo-controlled, multicenter study (F1) and one six-
month, randomized withdrawal study (F2). Studies F1 and F2 enrolled patients
with a diagnosis of fibromyalgia using the American College of Rheumatology
(ACR) criteria (history of widespread pain for 3 months, and pain present at 11
or more of the 18 specific tender point sites). The studies showed a reduction in
pain by visual analog scale. In addition, improvement was demonstrated based

14.4 SRHEFHBIE

BHEFTRIEOBEBIZBIT 2 KA OFEL, 14 BEIO_ETRT 7R
*REMER LRI (F1) BL O 6 » AR DOEESLIGEDIERER
(F2) THERR&ENTZ, F1 BX O F2 OWmRERIZIT. KEY v~F %L
[American College of Rheumatology (ACR)] HIFEEHE (3 » AMDILE
PRIZ o7 2R OBEEREB L O 18 EORENRERRELAD 5> Lo 11
PLEICEIT 2% CESERMEGRIE S M SN ZBERBEIN
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on a patient global assessment (PGIC), and on the Fibromyalgia Impact
Questionnaire (FIQ).

7o, MRBRTIL, HEMNT I a s 27— (VAS) I8V TEIR DR
BREINT, BEIZEIBHES (PGIC) B LU HEGIRIEDEEICET 5
BHZE (FIQ) IZBWTHHEDRIIRENT,

Study F1: This 14-week study compared LYRICA total daily doses of 300 mg,
450 mg and 600 mg with placebo. Patients were enrolled with a minimum mean
baseline pain score of greater than or equal to 4 on an 11-point numeric pain
rating scale and a score of greater than or equal to 40 mm on the 100 mm pain
visual analog scale (VAS). The baseline mean pain score in this trial was 6.7.
Responders to placebo in an initial one-week run-in phase were not randomized
into subsequent phases of the study. A total of 64% of patients randomized to
LYRICA completed the study. There was no evidence of a greater effect on pain
scores of the 600 mg daily dose than the 450 mg daily dose, but there was
evidence of dose-dependent adverse reactions [see Adverse Reactions (6.1)].
Some patients experienced a decrease in pain as early as Week 1, which
persisted throughout the study. The results are summarized in Figure 8 and Table
8.

For various degrees of improvement in pain from baseline to study endpoint,
Figure 8 shows the fraction of patients achieving that degree of improvement.
The figure is cumulative. Patients who did not complete the study were assigned
0% improvement. Some patients experienced a decrease in pain as early as
Week 1, which persisted throughout the study.

AER F1: 14 BRICHEZ 2838 Tk, A#l 300 mg/H. 450 mg/H B X
U600 mg/H & 7T EREZHE Lz, 11 BEREFHHEORR A r— i
BR—RATA EFAATHREE 4 Lk, BXON 100 mm VAS DR =
T 40 mm LA EDOBERBE I N, ARBRICBRGSN-BEFICBITS
NR—RF A VERAATIIEY 6.7 Thol-, HAD 1 BREIIEEH L
L. ZOBICT 7R LIzBE L, UBOBRMIZEELLEZT
Rhole, AANEEZEIV T ENTZBEDI D 64A%NPARREET
LtomOngTi4mn@HLm~@%®%%ﬁ W bRl

. AEERFENLEIERORRNIRD b [BIFEA (6.1) #5H],
—%@$%T@lﬂau$<%ﬁr@%ﬁ#wb%ﬂtﬁ L3RS RN
RBRYEZEL RO LN, IRLOFBEEK 8 B L UE 8ITRT,
FIRIZBET 258HBER ORX—RX 5 1 b DBEEIZONWT, X 8 1T
AR F—DEEGERT, BEIIRBHETHD, KRBREZET Lk o
t$%_ﬁbfi WEE 0%BE DB CTHN, —HOBETIT 1 &

B %ﬁf@%ﬁﬁ)mb‘b roﬁ’bfl.z?‘ Jﬁrﬁﬁi iﬁgﬁ%Fﬁ% L TER
b%nto
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Figure 8: Patients Achieving Various Levels of Pain Relief — Fibromyalgia K8 HEHHD VAR Z—DEIGOHR - BHEGEIE F1 X5
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Table 8: Patient Global Response in Fibromyalgia Study F1 K8 BEHREICHT 2 RUEE (BFICX55HE) (F1 AR
Patient Global Impression of Change B L 2R EE M _
Treatment Group % Any Improvement BEFE (mg/R) siE® 95% R
(mg/day) 95% CI i (FEBBOREIIMDAR)
77 'R 47.6 (40.0, 55.2)

Placebo 47.6 (40.0,55.2) ZFLHAY 300 68.1 (60.9, 75.3)
PGB 300 68.1 (60.9, 75.3) LAY > 450 P (71.5. 84.0)
PGB 450 77.8 (71.5, 84.0)
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PGB = Pregabalin

Study F2: This randomized withdrawal study compared LYRICA with placebo.
Patients were titrated during a 6-week open-label dose optimization phase to a
total daily dose of 300 mg, 450 mg, or 600 mg. Patients were considered to be
responders if they had both: 1) at least a 50% reduction in pain (VAS) and, 2)
rated their overall improvement on the PGIC as "much improved" or "very much
improved.” Those who responded to treatment were then randomized in the
double-blind treatment phase to either the dose achieved in the open-label phase
or to placebo. Patients were treated for up to 6 months following randomization.
Efficacy was assessed by time to loss of therapeutic response, defined as 1) less
than 30% reduction in pain (VAS) from open-label baseline during two
consecutive visits of the double-blind phase, or 2) worsening of FM symptoms
necessitating an alternative treatment. Fifty-four percent of patients were able to
titrate to an effective and tolerable dose of LYRICA during the 6-week open-
label phase. Of the patients entering the randomized treatment phase assigned to
remain on LYRICA, 38% of patients completed 26 weeks of treatment versus
19% of placebo-treated patients.

When considering return of pain or withdrawal due to adverse events as loss of
response (LTR), treatment with LYRICA resulted in a longer time to loss of
therapeutic response than treatment with placebo. Fifty-three percent of the
pregabalin-treated subjects compared to 33% of placebo patients remained on
study drug and maintained a therapeutic response to Week 26 of the study.
Treatment w1th LYRICA also resulted in a longer time to loss of response based
on the FIQ', and longer time to loss of overall assessment of patient status, as
measured by the PGIC?.

! Time to worsening of the FIQ was defined as the time to a 1-point increase
from double-blind baseline in each of the subscales, and a 5-point increase from
double-blind baseline evaluation for the FIQ total score.

?Time to PGIC lack of improvement was defined as time to PGIC assessments
indicating less improvement than “much improvement.”

R F2 . REEALPERRTIE. AFE 75RO EZITo 72, B
5813, 6 BROIFERAERELHIRICE VT, 300 mg/H, 450 mg/H
F721% 600 mg/HICHE LTz, ROMHICHELTHBREL VAR F—
ELTz 1) AL RED S0%EE L= (VAS). 2) PGIC ZBiT5
2ETOREOFMA . [%FE (much improved)J Eoix TEHLEE
(very much improved) ] TohoTz, VARV F—iL, “HERIZLBIE
ﬁ%ﬁ BWT, FEERBIREIC wféﬁbtmiﬁiti77tfﬁ
CEESLINT, BEILX. BEALE. BE 6 » HRO®REEZZT
Too AL, 1) “ESHREIBTO 2 Bl LBk A3
ERBEER—RTA L LIER AT OIET (VAS) 25 30%KHE. %
7eid, 2) REREZLE L THRMETGECEROEBIL L EEINDBIE
WL ERT 5 CORBTHME Nz, BED 54% T, 6 BEDI}k
ERAERECHIRICISNTARROFE N >ERRERABNRET S
TENRTE, BEAMMUIBESRT, 7 v ABEHIZBEY ST 5N
BED 19%5 26 BEOBEHEZ5ET Lizoixr LT, AREIBRERET
BRI Z5%T LicBEIL38% ThH o7,
IR DERETZIZRIERIC L 2R L2 IBEMIGOHSE (LTR) &L
TeBa . IBERGAEET S E COENT, 75 B REECE: UCAK
BHICBWTIVRWERE o7, T BRBREEED 33%BARRERD 26
B HE CIHENGEHER Lzoicxt LT, AFIREEETIT 53% 08 18EKR
JEEMERE LTz, FIQ &S BERSAEET 2 TORMB LY
PGIC? |2 & » THIE SN - BEREDO R EHFEOMEEAE TORM L
Tr. BRBENOBEIZL > TEE SN,
'FIQ mE(LE TOMRIL. 8T A7 —NCBT 3 —EHEREON—
ATV 1 R, BEIO, FIQ @A 7D _EHEREOR—25 1
T A S 5 AHEMT 5 E TORB L ERSNTE,
2 PGIC IZR) B EARFS £ COREMIL, PGIC 28T 2 WEDFEA

[Z (muchimprovement) | KV HIK RDETORE L ERINT,
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Figure 9: Time to Loss of Therapeutic Response, Fibromyalgia Study F2
(Kaplan-Meier Analysis)
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16 HOW SUPPLIED/STORAGE AND HANDLING

25 mg capsules:

White, hard-gelatin capsule printed with black ink "Pfizer" on the cap, "PGN
25" on the body; available in:
Bottles of 90: NDC 0071-1012-68

50 mg capsules:

White, hard-gelatin capsule printed with black ink "Pfizer" on the cap, "PGN
50" and an ink band on the body, available in:

Bottles of 90: NDC 0071-1013-68

16 HERRBATHE & B |V FiE
25mg e

¥ % v 1T “Pfizer”. RF 412 “PGN 25”7 & BEA 7 THFESATH
LZHBOEL R,
904 7 ENAY AR b
50mg BB

¥ v 71T “Pfizer”, RT A ICIADH & IC “PGN 50° L BfaAf 7
THIF SN T\ BEDOEY 7/,
904 B A R b

NDC0071-1012-68

NDC0071-1013-68
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Unit-Dose Blister Packages of 100: NDC 0071-1013-41 1005 7 )V AV PTPEEE (fBE2E) : NDC0071-1013-41
‘ 75mg BN
75 mg capsules: ¥ ¥ v 1T “Pfizer”. RF 41T “PGN 757 LB 1 L 7 CHIEShTH

White/orange hard gelatin capsule printed with black ink "Pfizer" on the cap,
"PGN 75" on the body; available in:
Bottles of 90:-

Unit-Dose Blister Packages of 100:

NDC 0071-1014-68
NDC 0071-1014-41

100 mg capsules:
Orange, hard-gelatin capsule printed with black ink "Pfizer" on the cap, "PGN
100" on the body, available in:
Bottles of 90:

Unit-Dose Blister Packages of 100:

NDC 0071-1015-68
NDC 0071-1015-41

150 mg capsules:
White hard gelatin capsule printed with black ink "Pfizer" on the cap, "PGN
150" on the body, available in:
Bottles of 90:

Unit-Dose Blister Packages of 100:

NDC 0071-1016-68
NDC 0071-1016-41

200 mg capsules:

Light orange hard gelatin capsule printed with black ink "Pfizer" on the cap,
"PGN 200" on the body, available in:
Bottles of 90: NDC 0071-1017-68

225 mg capsules:

White/light orange hard gelatin capsule printed with black ink "Pfizer" on the
cap, "PGN 225" on the body; available in:
Bottles of 90: NDC 0071-1019-68

300 mg capsules:

White/orange hard gelatin capsule printed with black ink "Pfizer" on the cap,
"PGN 300" on the body, available in:

Bottles of 90: NDC 0071-1018-68

% BE/BREEOE S RN,
904 AV IR kL NDC0071-1014-68
1004 7 )V AV PTPEE (B85 : NDC0071-1014-41
100 mg A 7
¥ ¥ v I “Pizer”. BT 412 “PGN 100" & BfaA L 7 THIEERT
W2 EFRB DO L,
904 FENANY R R NDC0071-1015-68
1004 7 )V AV PTPEEE (fAE45) : NDC0071-1015-41
150 mg B &
Xy v I “Pfizer”’. BT 412 “PGN 1507 L Bfa o 7 THIFEENT
W3 RBORED S,
904 FENLAY R F e NDC0071-1016-68
1000 7BV AV PTPEEE (fAEE) : NDC0071-1016-41
200 mg W BN
X ¥ v I “Pfizer’. BT 412 “PGN 200”7 L Bfa A 7 CHIFEENT
WABRFBBRDEE S 7N,
90 FE/ILAY R ks
225mg X B
Xy v T “Pfizer’. RT 412 “PGN 2257 LB A 7 THIEENT
W5 BEIRBEDORE S N,
904 2NNV R R
300 mg BN
X ¥ v 7T “Pfizer’. AT 41T “PGN 3007 L Bfa 1 7 CHIFEINT
W5 BHEBREEORE S 7',
904 S ENAY R R
20 mg/mL & O#EA :

(16IREF LV AAY) ORyFUAR) FLorFy v FOMFNZRY
TF LUK R,

NDC0071-1017-68

NDCO0071-1019-68

NDC0071-1018-68
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20 mg/mL oral solution: 16/ EA > ANY NDC 0071-1020-01
16 fluid ounce white high density polyethylene (HDPE) bottle with a .
polyethylene-lined closure: BB L O i 7
16 fluid ounce bottle NDC 0071-1020-01 25°C (77°F) CIRAF; oA 15°C~30°C (59°F~86°F) (REK

Storage and Handling
Store at 25°C (77°F); excursions permitted to 15°C to 30°C (59°F to 86°F) (see
USP Controlled Room Temperature).

See FDA-Approved Medication Guide

J&7% TControlled Room Temperature] ) |

FDA BEAROBERITERLTA F22 R

17 PATIENT COUNSELING INFORMATION

17.1 Medication Guide

Inform patients of the availability of a Medication Guide, and instruct them to
read the Medication Guide prior to taking LYRICA. Instructed patients to take
LYRICA only as prescribed.

17 BEH U ) U TER

17.1 BEWTERRTA F

BECH LI BEMTERLT A FIcBERTERATZH I T
L2 EEHMLYE, RAMARNCBEBEWMITEERTA FE2FEeL > farnd
b Flo. AANIG SNTZHBAICORRBET2 L 9ERTH2 L,

17.2 Angioedema

Advised patients that LYRICA may cause angioedema, with swelling of the
face, mouth (lip, gum, tongue) and neck (larynx and pharynx) that can lead to
life-threatening respiratory compromise. Instructed patients to discontinue
LYRICA and immediately seek medical care if they experience these symptoms
[see Warnings and Precautions (5.1)].

17.2 mEFIE

AFFEIZELY, BHm, 0 (RE, W, &) BIOEH (EEBLO

NHEE) DORERZ MV B oEMIT) b R SHERE DK T 23] 2 2 ¢
BNo0d 5 MmE h—‘éﬂi%%l%ﬁ*@“ﬁu@ﬁ%é: L EBEICERT S,

_na@rmw&bam Zitx, AFORAZHFIE LT, ELICE

BICHREY D & DI, ,%\%%#E%ﬁ‘é [EHFE LA LOER (5.1)
z 2K,

17.3 Hypersensitivity

Advised patients that LYRICA has been associated with hypersensitivity
reactions such as wheezing, dyspnea, rash, hives, and blisters. Instructed patients
to discontinue LYRICA and immediately seek medical care if they experience
these symptoms [see Warnings and Precautions (5.2)].

17.3 BBUE
AR EIZ LD WS, FRRRE, %2, FR2 R L OUKER £ o
fi)iﬁi??b u.ubbE%LZo_IﬁEfi#&;é LEBEBICEET D, ZhHOER
wabr‘onéiﬂ/\ X, ABIORAZPIE LT, BEbHICEMMICHEET S
WCEREERRET D [BEBLIUOREHLOREE (5.2) 25,

17.4 Suicidal Thinking and Behavior

Patients, their caregivers, and families should be counseled that AEDs, including
LYRICA, may increase the risk of suicidal thoughts and behavior and should be
advised of the need to be alert for the emergence or worsening of symptoms of
depression, any unusual changes in mood or behavior, or the emergence of
suicidal thoughts, behavior, or thoughts about self-harm. Report behaviors of

174 AREERBIVCEHFEITS

BE. TONHFEEBLOFRICH L TiL. AFEZ S TAMAKIZE
BRZBIVHBRITADY) R BRI ELZLEHHAL, 9 OFOH
BE - iTEA b, *‘/‘it&iﬁﬁb@ﬁ 7B, BEREE, BRTEER
FEESBROHBEICEET AL IS TRETH D, BEINDITEN
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concern immediately to healthcare providers [see Warnings and Precautions

(5.4)].

BOONIEEITIE. EDICERRREICRET DI L, [BEEBL O
HEDEE (5.4) L8], .

17.5Dizziness and Somnolence

Counsel patients that LYRICA may cause dizziness, somnolence, blurred vision
and other CNS signs and symptoms. Accordingly, advise patients not to drive,
operate complex machinery, or engage in other hazardous activities until they
have gained sufficient experience on LYRICA to gauge whether or not it affects
their mental, visual, and/or motor performance adversely. [see Warnings and
Precautions (5.6)].

17.5 FEtEd F B L OVEIR

ARTEIC LY BZBED TV, EHIE, ZHEB L OCHIEHRROMOM%
% - FERBFEND MR H D L2 BEICHEETS, LEBoT, &
EVRRACEN., BAOREMS - 1R - EBEENAR OLEL ST 5 H
BOEHBICE DL 2R D E TR, HBEOERECEME SR ERIES
DFEREEIVELZMT D L > BECWET S, [BEEBLOEHED
EE (5.6) 2BHE]

17.6 Weight Gain and Edema

Counsel patients that LYRICA may cause edema and weight gain. Advised
patients that concomitant treatment with LYRICA and a thiazolidinedione
antidiabetic agent may lead to an additive effect on edema and weight gain. For
patients with preexisting cardiac conditions, this may increase the risk of heart
failure. [see Warnings and Precautions (5.5 and 5.7)].

17.6 KREBIMNI X O IE

AFBEIC IV FEBIOMEREEMBECLTREROH S = & #BEI
BETS, AHLF 7YY OROF L RERBIGERL OHICLY .
FERB L OB EEMORERNEE LN D 2 L2 BEICEET
%, DEBEAHTIBEORS. ThLOHAICLYLRLDY XY
DEEDFRRELRD D, [BEBLOEHLOEE (5.5 and 5.7) &
]

17.7 Abrupt or Rapid Discontinuation

Advised patients to take LYRICA as prescribed. Abrupt or rapid discontinuation
may result in insomnia, nausea, headache, or diarrhea. [see Warnings and
Precautions (5.8)].

17.7 BRFE AR5 IE

KRNI F > TIRATH LD, BEEZHRETIZ L, RELXERTE
TIXRMICRAZFIET 5 &, RIRE, B, BRI THEREZ 3
AR DD, [BEBLOMEHLOEE (5.8) 2]

17.8 Ophthalmological Effects

Counsel patients that LYRICA may cause visual disturbances. Inform patients
that if changes in vision occur, they should notify their physician [see Warnings
and Precautions (5.10)].

17.8 IRFIEREDRE

ARBEIZ LIV EREENECDTAEEOH D - L 2BEICEET S,
BRECEBECZEEIIHELERMCHMOES LS, BELIFET S -
& [BFEBIOMER EOESE (5.10) 220]

17.9 Creatine Kinase Elevations

Instructed patients to promptly report unexplained muscle pain, tenderness, or
weakness, particularly if accompanied by malaise or fever. [see Warnings and
Precautions (5.11)].

179 7 V7 F o5 —PiELER

FRERAOHRE, ERELIBASHY, & ITZhbOBERICHESR
REROREDBES BRI, BELICHRET I L BERIRYET S, [#E4E
JOMEA LEOEE (5.11) #2H]

17.10 CNS Depressants

Inform patients who require concomitant treatment with central nervous system
depressants such as opiates or benzodiazepines that they may experience
additive CNS side effects, such as somnolence.

17.10 HFAXPHRE R INHIZE
BEDTANVERR DT P URER e EPIRAR R INE O G
EULBELTAHGE. HRR EOPRMREROBWER NS H IR T 57
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BEEDHDZ L EMbED,

17.11 Alcohol
Tell patients to avoid consuming alcohol while taking LYRICA as LYRICA
may potentiate the impairment of motor skills and sedating effects of alcohol.

1711 7 v=a—v
AFNELT v a— i L 5 EEN B REREE R L OEEHEH 2 8909 % vTREE:
DD, AFIRAPITITHBE LT D L5 BELIRET S,

17.12 Use in Pregnancy

Instructed patients to notify their physician if they become pregnant or intend to
become pregnant during therapy, and to notify their physician if they are breast
| feeding or intend to breast feed during therapy /[see Use In Specific Populations
(8.1) and (8.3)].

Encouarege patients to enroll in the NAAED Pregnancy Registry if they become
pregnant. This registry is collecting information about the safety of antiepileptic
drugs during pregnancy. To enroll, patients can call the toll free number 1-888-
233-2334 [see Use In Specific Populations (8.1)].

17.12 RSP OEH

FIRF ., FERIIABIRAPICERED S WIEEEFRETA8E . B

BETHHIEA., FREARRATCHLHE L2 HE T 38413, Y=
WKH LMD X BEZRET S, [(BHLEFH~DORE 81) BLU
@&>%£%L

IR LTS WREMER & 5 BE IR L TiX, NAAED EHIEREGS AT A

~DOBRBFERDD L, TOREGY AT MIERTOH TANAIEKOR

EEFRENETHHOTH S, BHRIEL TCEIBEEIN TV —F 4

v (1-888-233-2334) IZHEREL T DI & [MEILEMA~DORE (8.1)

2,

17.13 Male Fertility

Informe men being treated with LYRICA who plan to father a child of the
potential risk of male-mediated teratogenicity. In preclinical studies in rats,
pregabalin was associated with an increased risk of male-mediated
teratogenicity. The clinical significance of this finding is uncertain [see
Nonclinical Toxicology (13.1)].

17.13 BYEAS5ERE
FHE LI T B Z L EZHBE L TV AARIBRAT O BHEIZ X, BHEEZAL
TAET Y 20 BIET D AReEIC OV Cab RS, Ty MEAVWEIE
EGEHE%’CE%::J%DVC AR 5B U7 ER I LT AT Y R 7 o8
BROONT, RFROBKHOBEZRITIA LN TR [FEEBERFEME

(13.1) &M,

17.14 Dermatopathy

Instruct diabetic patients to pay particular attention to skin integrity while being
treated with LYRICA. Some animals treated with pregabalin developed skin
ulcerations, although no increased incidence of skin lesions associated with
LYRICA was observed in clinical trials /see Nonclinical Toxicology (13.2)].

17.14 FIfEREE

BERFEBEOES., AFBARICHEEBOREN VM EICEETS X
H¥ET D, AAERE L —EOBMIB W TREREVRNBIEERL
Too 12721, BRERARBRICB W CIEIAREITR 512/ 5 B G E DRI REE M

RO N7 [FEEEERENE (13.2) 228,
Capsules manufactured by: J1 OB

Pfizer Pharmaceuticals L1L.C
Vega Baja, PR 00694

Oral Solution manufactured by:
Pfizer Inc
Kalamazoo, MI 49001

Pfizer Pharmaceuticals LLC
Vega Baja, PR 00694

BokosbEs .
Pfizer Inc
Kalamazoo, MI 49001
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Distributed by

Parke-Davis
Division of Phzer Inc, NY, NY 10017

LAB-0294-21.1
Revised: 08/2011

Frim 77—y

(777758  Parke-Davis
Division of Pfizer Inc, NY, NY 10017

LAB-0294-21.1
Revised: 08/2011
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EXC R
1. NAME OF THE MEDICINAL PRODUCT 1. fR5%E4
LYRICA 25 mg hard capsules LYRICA 25 mg % 7 &/
2. QUALITATIVE AND QUANTITATIVE COMPOSITION 2. B -oR
Each hard capsule contains 25 mg of pregabalin. 17 vAB VAR 25 mg BETe,
Excipients: By -

Each hard capsule also contains 35 mg lactose monohydrate.
For a full list of excipients, see section 6.1.

eI, BT 35me B S Te,
AWML 6.1 HE B,

3. PHARMACEUTICAL FORM
Hard capsule
White, marked “Pfizer” on the cap and “PGN 25” on the body with black ink.

3. AE
71 7 VH

25mg BN Ty v I “Plizer”. RT 41 “PGN 257 L Bfa o v
7 THIFEN TV S HBDOEN I EL,

4. CLINICALPARTICULARS

4.1 Therapeutic indications

Neuropathic pain

Lyrica is indicated for the treatment of peripheral and central neuropathic pain in
adults.

Epilepsy

Lyrica is indicated as adjunctive therapy in adults with partial seizures with or
without secondary generalisation.

4. ERRICEEYS™HE

4.1 ZhEE - ZhR

iR B S P PR

ARFNIERACT BT 2 R MR X U AR P R B R DIB R IC A W
Do

TADPA

AT REERIEOFRICED LT, MORIELE T 2RABREOH
REEL LTHERT 5,

Generalised Anxiety Disorder SRR EEE

LYRICA is indicated for the treatment of Generalised Anxiety Disorder (GAD) | AF|iZ A O SR EZEEDIGEICH L OGRS ET 5,
in adults.

4.2 Posology and method of administration 42 R - HAE

The dose range is 150 to 600 mg per day given in either two or three divided
doses.

Lyrica may be taken with or without food.

LYRICA is for oral use only.

Neuropathic pain
Pregabalin treatment can be started at a dose of 150 mg per day given as two or
three divided doses. Based on individual patient response and tolerability, the

150~600mg/B % 1 B 2 [BIE 71X 3 B4 CRO#%k 5+ 5,
ARNTEFT, BEROLHLLTHRATE 5,

PHRRPEE PR
150 mg/B% 1 B 2EIFERE 3BT TZRHECRE AT S, 2T
NOBEIZXT ARGHER L ORBSHEIS T T, 3~7 AMERET 300 mg/
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dose may be increased to 300 mg per day after an interval of 3 to 7 days, and if
needed, to a maximum dose of 600 mg per day after an additional 7-day interval.

Epilepsy

Pregabalin treatment can be started with a dose of 150 mg per day given as two
or three divided doses. Based on individual patient response and tolerability, the
dose may be increased to 300 mg per day after 1 week. The maximum dose of
600 mg per day may be achieved after an additional week.

Generalised Anxiety Disorder

The dose range is 150 to 600 mg per day given as two or three divided doses.
The need for treatment should be reassessed regularly.

Pregabalin treatment can be started with a dose of 150 mg per day. Based on
individual patient response and tolerability, the dose may be increased to 300 mg
per day after 1 week. Following an additional week the dose may be increased to
450 mg per day. The maximum dose of 600 mg per day may be achieved after an
additional week.

AETHETLZLATES, BETHIE, 527 BRI T 600 mg/
HOBKEABRE THEBT DI LN TE D,

TADA

150 mg/B% 1 B 2@ F 77k 3 BEicyd-HECERELEET S, ThE
NOBEIT 5 RISHER L OBAMICS UT, 1 BRE#%IZ 300 mg/ B $
THETDHIZI LN TED, 621 EBEIC 600 mg/B DOk AR E TH
BT5ZENTES,

ERETLIEE A

150~600mg/H % 1 H 2 BlE 7213 3 BN KT TR ET 5, Z0OREDNE
P2 EHHICHERRT & Th B,

150 mg/ H OHBETHREZRLET 5, TN ENDOBEICHT 5 GHR &
OABMIS T T, 1 AEKIC 300 mg/ BE CHETDHILATES, 1
BREIC 450 my/ HE THETDHZLATED, 356 1 BREIC 600
mg/ HOEREHEE THETHZ LB TE S,

Discontinuation of pregabalin

In accordance with current clinical practice, if pregabalin has to be discontinued
it is recommended this should be done gradually over a minimum of 1 week
independent of the indication (see section 4.4 and 4.8).

FEOBRE DL

AHN OG5 % P I3 25013806 « 2R ICERR . BB OEMEER
L7223 ->T 1 HEU ENT THEZRAIEEL TV Z LR X
N3 (441E, 48TESHH),

Special populations

Patients with renal impairment

Pregabalin is eliminated from the systemic circulation primarily by renal
excretion as unchanged drug. As pregabalin clearance is directly proportional to
creatinine clearance (see section 5.2), dose reduction in patients with
compromised renal function must be individualised according to creatinine
clearance (CLcr), as indicated in Table 1 determined using the following
formula:

CLemb/miny= 1.23x [l 40-age (years)] X weight (kg)l-|

(x 0.85for femalepatients)
serum creatinine(umol/l) IJ

Pregabalin is removed effectively from plasma by haemodialysis (50% of drug

Bl A EM

BHEEE s A9 2 8%

AFNIEFBERT 2O B L v RELEE LTt Eh 5, K
Kooz VT7Z o RF 7V TF=r - 7 )T TR RZHAT L% (52 |
2R), BEBERELATIBE TR T LT F=r -2 T5 0%

(CLer) %K, 1 %2BZBIEMNCAREZBRELRTNIER B0,
1
CLa(ml/4y) = | 12 x[140 - £ ()] < B (ke)) (EHEDBBIITNIC 0.855FLD )

MmEFEZ/LT7F =  (umoll) |J

AN, MEBITIC L » CIEFLOLEMICERESNS 4 EROR
ER 50%), MIBEFEZITTWBDEBRE T, BEECSCZ 1 BRAED
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in 4 hours). For patients receiving haemodialysis, the pregabalin daily dose
should be adjusted based on renal function. In addition to the daily dose, a
supplementary dose should be given immediately following every 4-hour
haemodialysis treatment (see Table 1).

REXITHIE, BEBBICIZZFO 1 BARICILZT 4 BEROSBITE
BICHTEEREEZITY (F128),

R 1 BRECESIILAINY CHERE

. . . JVTF=

Té‘tr:l:zér.ﬁl;reegabahn dose adjustment based on renal function 2 UT5 R (CLy) PLHAY Vs AR * 1 5 K
clearance (CL,) | Total pregabalin daily dose * Dose regimen (mL/53) —
(mL/min) HIE i & R

Starting dose | Maximum (mg/H) (mg/H)

(mg/day) dose (mg/day) > 60 150 600 BID Z /213 TID
> 60 150 600 ‘BID or TID >30 - <60 75 300 BID %7213 TID
>30 - <60 75 300 BID or TID >15-<30 25-50 150 QD ¥ 713 BID
>15-<30 25-50 150 Once Daily or BID <15 25 75 QD
<15 25 75 Once Daily MEENEOMTRE  (ng)

Supplementary dosage following haemodialysis (mg) | 25 | 100 | BA[E] 5
[ 25 [ 100 | Single dose” TID=1H 3
TID = Three divided doses BID=1 H 2 [6
BID = Two divided doses QD=1H 1H

* Total daily dose (mg/day) should be divided as indicated by dose regimen to
provide mg/dose
" Supplementary dose is a single additional dose

*1ESZYORE (mg) X, 1 BHAE (mg/B) 2REEETE S
itk TRkdDOENS,
ARG LT, B EERETH B,

Use in patients with hepatic impairment FHEEL 7T 58EF ~ RS

No dose adjustment is required for patients with hepatic impairment (see section | Jflg % £+ 3 BEICBIT 3 FERABROLE T/ (52 HEBR),
5.2).

Paediatric population NRE~DRE

The safety and efficacy of Lyrica in children below the age of 12 years and in
adolescents (12-17 years of age) have not been established. No data are
available.

12 BABO/PRBLOEFE (12~17 %) BT A3EKFoRLMtR I OF
ZTEIIFESL E TV, T —F 1T,

Use in the elderly (over 65 years of age)
Elderly patients may require a dose reduction of pregabalin due to a decreased
renal function (see patients with renal impairment).

E R (65 ) ~DREG
BEERE CIBBHENMET LTV 283 b s, REIOHBRORE
EUBELTDEEVHD (BEEEELZAITOIBELSR),
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4.3 Contraindications

43 L

Hypersensitivity to the active substance or to any of the excipients. FHRDERKS (T VANV V) FE RN UIBBUE O BFEFED
bDHEE

4.4 Special warnings and precautions for use 4.4 BRI EER ORI ER EOTER

Diabetic patients PEIR B

In accordance with current clinical practice, some diabetic patients who gain
weight on pregabalin treatment may need to adjust hypoglycaemic medicinal
products.

—EORERFBE T3, AFREFIEENEMT S, 25 LEZAET
i RFOEHEBRICHE > CIERTHORERELLELT 54
HD,

Hypersensitivity reactions

There have been reports in the postmarketing experience of hypersensitivity
reactions, including cases of angioedema. Pregabalin should be discontinued
immediately if symptoms of angioedema, such as facial, perioral, or upper
airway swelling occur.

WBORE S S

TREOERRR L Y M ERZESOBBUERISNBES LTV, &
., AAEE X EEOHERE, LEFEOERSHELhHE X
FAOEREZELICFIETS L,

Dizziness, somnolence, loss of consciousness, confusion, and mental impairment

Pregabalin treatment has been associated with dizziness and somnolence, which
could increase the occurrence of accidental injury (fall) in the elderly population.
There have also been post-marketing reports of loss of consciousness, confusion
and mental impairment. Therefore, patients should be advised to exercise caution
until they are familiar with the potential effects of the medicinal products.

FEMED F V., HIR, BRIk, $5EL. iR

AH| DB EIIZEED VR OMERORELIC %@LT%D\_hB®$

LUEIEBRTICBIT2ERICLD9ME (EH - &%) ORRERLEDHE

b s, mMRERE L LT, BiEEL, il LU0 mgieREE

%WBMTW5OLtﬁof\$ﬁ®:5bt¢ﬁmﬁ%5ifm+%
BETH IHIBECHETSZ L,

Vision-related effects

In controlled studies, a higher proportion of patients treated with pregabalin
reported blurred vision than did patients treated with placebo which resolved in a
majority of cases with continued dosing. In the clinical studies where
ophthalmologic testing was conducted, the incidence of visual acuity reduction
and visual field changes was greater in pregabalin-treated patients than in
placebo-treated patients; the incidence of fundoscopic changes was greater in
placebo-treated patients (see section 5.1).

In the postmarketing experience, visual adverse reactions have also been
reported, including loss of vision, visual blurring or other changes of visual
acuity, many of which were transient.

Discontinuation of pregabalin may result in resolution or improvement of these
visual symptoms.

m MEE%

77 RABRBRICBNT, I RBEHICE L. AFBEIZBW
TRWEIE TERPRO bR, 12 A EDRE CIIER 5k IE
WRHER Lz, BB ZORESL EH L -ZBRRBRTIX. 77 R R 54
WL, ARREHICBNTRAVBETB X OHEEE(LNL L BHR L,
—7., REEIT 7R EEHE AN (5.1 BER),

TR OERRBR» L bREEEOCBMERASRE S TWA R, HH5E
k., BRETUOEREOEITHY, 20 B—EEObLDTH-T-,
AFOBERIRCE Y, 2 b OREERITNEE R ITHELS 5,

Renal failure
Cases of renal failure have been reported and in some cases discontinuation of

Bre
BrEb®mE SN TS AR,
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pregabalin did show reversibility of this adverse reaction.

WHETHDZ BRI TS,

Withdrawal of concomitant antiepileptic medicinal products

There are insufficient data for the withdrawal of concomitant antiepileptic
medicinal products, once seizure control with pregabalin in the add-on situation
has been reached, in order to reach monotherapy on pregabalin.

BERMCALAEDE S HIE
ﬁﬁ¢®ffk#h£@&5¢m_owf F 43 2T — F iE AR,
TR OBEMBEEITI 2D

7L
. —EZVIRY) roBnkslz k
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Withdrawal symptoms SEANEEBLE R
After discontinuation of short-term and long-term treatment with pregabalin | - L 5\ U L 0 E#IE L CERRE DO B IR, HABEBAER (RIEE.
withdrawal symptoms have been observed in some patients. The following ARG, Bl RE. TR, £V 7N FREGRE. MR, 5%,

events have been mentioned: insomnia, headache, nausea, anxiety, diarrhoea, flu
syndrome, nervousness, depression, pain, convulsion, hyperhidrosis and
dizziness. The patient should be informed about this at the start of the treatment.
Convulsions, including status epilepticus and grand mal convulsions, may occur
during pregabalin use or shortly after discontinuing pregabalin.

Concerning discontinuation of long-term treatment of pregabalin there are no
data of the incidence and severity of withdrawal symptoms in relation to
duration of use and dose of pregabalin.

R, B8, ZITEBIVEEEDEV) BROONTZBRE L W, #&
HERIERICZ OFZBEBA T bDET S,
TADAETRRER E RBIBRE 2 S LREBN, LT NY CORATS
LIFRAPLERIZEETLIZ LBH S,
AHRRHFRGBROF I ONT, AR OREHM, REBICBIEL 3K
RIBEBUER DOFRBLER, ERMEDOT —Z 1320,

Congestive heart failure

There have been post-marketing reports of congestive heart failure in some
patients receiving pregabalin. These reactions are mostly seen in elderly
cardiovascular compromised patients during pregabalin treatment for a
neuropathic indication. Pregabalin should be used with caution in these patients.
Discontinuation of pregabalin may resolve the reaction.

5 o LA E

FVUHANRY EEHORITILS > LAREOHRERENHoT-, =

OIERITEL, CILEREHELZE T 2EHBEE BT, REIZ Mm%
EENEREOIRRICAWVABRIIRDOND =D, TLINY I h

B@%%KE%LT&’—?‘?‘Z);&O AR OHBEZHILT B Z L TREKRDS

HERL I B,

Treatment of central neuropathic pain due to spinal cord injury

In the treatment of central neuropathic pain due to spinal cord injury the
incidence of adverse reactions in general, central nervous system adverse
reactions and especially somnolence was increased. This may be attributed to an
additive effect due to concomitant medicinal products (e.g. anti-spasticity
agents) needed for this condition. This should be considered when prescribing
pregabalin in this condition.

FEEREIC K 2 PR AR DA

FHEREIC X D PREMREEREROBEICBW T, —REREIE
. PiRSRREIER. HICEIROEHEBA/M LU, & OREITAR
OB Z%Tbotﬁﬁﬁ(mifffﬁﬁ)Liéﬁ%ﬁ%’%
HERDONSG, KFERIZBWTTUVINY VEERETIRIZZDZ LIZ
SDNTEET 3,

Suicidal ideation and behaviour

Suicidal ideation and behaviour have been reported in patients treated with anti-
epileptic agents in several indications. A meta-analysis of randomised placebo
controlled studies of anti-epileptic drugs has also shown a small increased risk of
suicidal ideation and behaviour. The mechanism of this risk is not known and the

BRSEBLIUVBRZITS

SEXERBERECH LT, FiTAPARZIRAL-BECHERASER
FOBRBITAPEE SN TS, ITANAERD T T &R BEERRAR
(BB L OWBRE) oAFTFHFI v RICXkb L, BRAEBRBLOUH
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available data do not exclude the possibility of an increased risk for pregabalin.
Therefore patients should be monitored for signs of suicidal ideation and
behaviours and appropriate treatment should be considered. Patients (and
caregivers of patients) should be advised to seek medical advice should signs of
suicidal ideation or behaviour emerge.

NTERL, T T VLIRY DY R 7 BEMOFRENELZEET S
ZLixTERNoT, : :

L7ehB»> T, BERSEBLOCERITAHDOKBEICOVWTEELZERT IR
EThY, HURIBEEEBEET X THD, BE (LEBEEON#EE) I
LT, BRSEBIVCERITADOKELZEETA L IBETRETH
%

Reduced lower gastrointestinal tract function

There are post-marketing reports of events related to reduced lower
gastrointestinal tract function (e.g., intestinal obstruction, paralytic ileus,
constipation) when pregabalin was co-administered with medications that have
the potential to produce constipation, such as opioid analgesics. When pregabalin
and opioids will be used in combination, measures to prevent constipation may
be considered (especially in female patients and elderly).

TEHECEEREDK T

ERARHATLMEEOHLEH (41 FREFAIRE) LTvH
NY R LICEE. TEHHELEEROETICREE L-ES (B,
FREMEA VU R BR#E) REBLZEOTRERERb T, LY
NY A FREFZHRAKET DB B2 T 555K %
BLBHZ L (BRokiEBEL L OERE),

Abuse potential
Cases of abuse have been reported. Caution should be exercised in patients with

a history of substance abuse and the patient should be monitored for symptoms
of pregabalin abuse.

FLI D wTRERE
LA OREBI B EE STV 5, FWELR OB 8 5 2 BFICITER L.
FLHANY CEBORBEC DWW THET X Th D,

Encephalopathy
Cases of encephalopathy have been reported, mostly in patients with underlying

conditions that may precipitate encephalopathy.

HSE
FARE DIEBI A3 HE SN TV DD, £ DRETIIIIE Z FEFET D WREMD
HLEREBERTDEFTHo T,

Lactose intolerance

Lyrica contains lactose monohydrate. Patients with rare hereditary problems of
galactose intolerance, the Lapp lactase deficiency or glucose-galactose
malabsorption should not take this medicinal product.

AR
AENIHBEKRKFMEZER/ LTS, I V—ARWE, Fv 777 %
—BREEXIT VA=A « BT 7 b —RRIR RIED En 22 @D
FAEEAS B 5 B ITIIAR 2 BE LTI B2,

4.5 Interaction with other medicinal products and other forms of
interaction

Since pregabalin is predominantly excreted unchanged in the urine, undergoes
negligible metabolism in humans (<2% of a dose recovered in urine as
metabolites), does not inhibit drug metabolism in vitro, and is not bound to
plasma proteins, it is unlikely to produce, or be subject to, pharmacokinetic
interactions.

4.5 fLOERKS L OWEERKRUZE OO EER

AENIFEE LTREEO T ERPICH S, B MZBWTIEEALY
R sharZ &7 ((REE LTRPIZEN SN DEAITHED 2%K
) o invitro ICBWTEDRFZEET MY R BIZEE Ly
7o, RAINEYEBRBRFENHEEREZSIEEI T, ERZEFORIR LR
5 EIRETE IR,

In vivo studies and population pharmacokinetic analysis
Accordingly, in in vivo studies no clinically relevant pharmacokinetic

in vivo BRI X O SRy EhREMEAT
in vivo BBRCII, Zx=bA v, INANRTEBEY L ST g, FF b
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interactions were observed between pregabalin and phenytoin, carbamazepine,
valproic acid, lamotrigine, gabapentin, lorazepam, oxycodone or ethanol.
Population pharmacokinetic analysis indicated that oral antidiabetics, diuretics,
insulin, phenobarbital, tiagabine and topiramate had no clinically significant
effect on pregabalin clearance.

VX, TRRFr, aFBRA FFvaRrEkizog ) —Le
AF| & ORICERRENCRRE & 72 2 BB F R EERIXR D Hh e
o7z, REFEMEREBHANT CTIX, BROBRBIERE, FRE, 1R
U T2 NNNEE = FTHTE BEOIET A—  BAEH DY
V7 7 AR EERBREEL RIFI RNV LRI,

Oral contraceptives, norethisterone and/or ethinyl oestradiol

Co-administration of pregabalin with the oral contraceptives norethisterone
and/or ethinyl oestradiol does not influence the steady-state pharmacokinetics of
either substance.

R O BEAT 3K

BOBEERTHE /I NV2FRT a0 BIWERIIZF =L R N4
=, b LI OHEH & AR L OFERIZ. WThoWEOERREE
TOFEMBRBI L EELY RIFT IR,

Ethanol, lorazepam, oxycodone

Pregabalin may potentiate the effects of ethanol and lorazepam. In controlled
clinical trials, multiple oral doses of pregabalin co-administered with oxycodone,
lorazepam, or ethanol did not result in clinically important effects on respiration.
In the postmarketing experience, there are reports of respiratory failure and coma
in patients taking pregabalin and other CNS depressant medicinal products.
Pregabalin appears to be additive in the impairment of cognitive and gross motor
function caused by oxycodone.

TH =N, aTFERA, AFTa R

AKHNE, =X 7 —n1BLOa TP RLAOERLZERTATELERS B,
e RRRBRICB W T, A% a Ry, nSERLAERiTy ) —1D
BERZE AROREROEEIX, MFRICER EEE 22885 RIE
SBDoTr, MIRERRED ., KA & o PiRthiRmflE e opfRIc &
D, FEAEELCERERREINLTWVWD, AHIIE, AFa Frick
LFagEER L O KESEREOE T ICHEMBIZERT L 5 Th 5,

Interactions and the elderly
No specific pharmacodynamic interaction studies were conducted in elderly
volunteers. Interaction studies have only been performed in adults.

mEEnE CHHEER
R EREE L MR LR R ENFOBEERRBRIIERE S LT
200,

4.6 Fertility, pregnancy and lactation

Women of childbearing potential / Contraception in males and females

As the potential risk for humans is unknown, effective contraception must be
used in women of child bearing potential. '

4.6 AT, MR X OMEHE

LRV e T ot BT

t MRS AERMEIIRECHE -0, HRTHRRDH 5 LI
T, ZhRABHER R 258 Ui T b2,

Pregnancy
There are no adequate data from the use of pregabalin in pregnant women.

Studies in animals have shown reproductive toxicity (see 5.3). The potential risk
for humans is unknown.

Lyrica should not be used during pregnancy unless clearly necessary (if the
benefit to the mother clearly outweighs the potential risk to the foetus).

ey

FRP OBME~DABR EIZONWTH, 07T —Z 0820,

BRBR TIL, AWEEARBD LN TS (53 HBE), b MIHT 5
fERRIEIE R CH B,

L7 o TR OARFME R L, BiE~0F AESIEIRIZx 3 faik
FHRONIC EEIBZGARICBRE b D ET 5,

Breast-feeding ,
It is not known if pregabalin is excreted in the breast milk of humans; however,

it is present in the milk of rats. Therefore, breast-feeding is not recommended

B,
AFIR e PEAPEBITTE0 L) DIEIFAATH D, LALARIZT v
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during treatment with pregabalin.

FOHHLEBREBENTWS, Lo TAFIER ST ORI ITHIZE X
AN

Fertility

There are no clinical data on the effects of pregabalin on female fertility.

In a clinical trial to assess the effect of pregabalin on sperm muotility, healthy
male subjects were exposed to pregabalin at a dose of 600 mg/day. After 3
months of treatment, there were no effects on sperm motility.

A fertilty study in female rats has shown adverse reproductive effects. Fertility
studies in male rats have shown adverse reproductive and developmental effects.
The clinical relevance of these findings is unknown (see section 5.3).

A TERE

YD EFERE~D AR DO EZRTHREKT — & X720,

BRER 72 BHERE IZ A 600mg/ B Z#H 5 L. BTOEBME~DAF D
BrRe UBRERRICBWN T, #5 3 » A%, BroE#Ht~ng
RO NI T,

ZRREEHRE LEARRICRBWT, T v P CREME~DEENRL LN
Teo HET v M CTIXATERER L ORI OFA - BBICH T IHERL D
hize ThODORROBER EOBRIITHTHS (5.3 2H),

4.7 Effects on ability to drive and use machines

Lyrica may have minor or moderate influence on the ability to drive and use
machines. Lyrica may cause dizziness and somnolence and therefore may
influence the ability to drive or use machines.

Patients are advised not to drive, operate complex machinery or engage in other
potentially hazardous activities until it is known whether this medicinal product
affects their ability to perform these activities.

4.7 EiRB L OBRERIER I ~DRE
AHFNTBEECEBOBIEORBAICH~PEEDORELEZ DBZTNRH
5o, AR FEMEDEVBLOMEREZS| B ITEERSH 20, &
RO ERE N I EE RIITRENR D D,

AFNC &> THH OEEE 2 IIEBRIERENI BB R b0 E 5008
225 ETiL, EiE, BHELEEERE. BIOENLAOBENICERR
EEN BT 2 K 5 ICBEICBET 5,

4.8 Undesirable effects

The pregabalin clinical programme involved over 8900 patients who were
exposed to pregabalin, of whom over 5600 were in double-blind placebo
controlled trials. The most commonly reported adverse reactions were dizziness
and somnolence. Adverse reactions were usually mild to moderate in intensity. In
all controlled studies, the discontinuation rate due to adverse reactions was 12%
for patients receiving pregabalin and 5% for patients receiving placebo. The
most common adverse reactions resulting in discontinuation from pregabalin
treatment groups were dizziness and somnolence.

In the table below all adverse reactions, which occurred at an incidence greater
than placebo and in more than one patient, are listed by class and frequency
(very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to
<1/100); rare (>1/10,000 to <1/1000); very rare (<1/10,000), not known (cannot
be estimated from the available data)).

Within each frequency grouping, undesirable effects are presented in order of
decreasing seriousness.

48 HEEH

AFIDOBEKBR 72 7T A TiE, 8900 Bz % 5 BEICARNRE S
., 2055?5600 FILL LOBEN _EERT T RIBRRIZBWT
BEISNZ, ZbE<BESNERIERIX. BEMEDETVB LI OMEIRT
Hote, BWERIXIZEAENR, BENNSHEETH -z, HLBHERABR
2ERTORERZER LT 2PIERT, KABREBRET 2%, 77 ER
BEBRET 5% Thole, AABRGHICBWTHILIZE-72FER2REIEA
X, BEEOEFWEBLIMMAIRTH o 77,

WFIX, 2 BILLEIZRBEA L, 77 RBEICHXTREENRE N T2 TR
TORERZRERBIOREHEE GEFEICEHEE > 1/10), BEE
(> 1/100 2> 5H< 1/10) . 1EHEE (>1/1,000 22 5<1/100) Fh (>1/10,000 7>
5<1/1,000) FEEIZEI(<1/10,000), REG —F LW EHTERW)) B
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The adverse reactions listed may also be associated with the underlying disease

and / or concomitant medical products.

In the treatment of central neuropathic pain due to spinal cord injury the
incidence of adverse reactions in general, CNS adverse reactions and especially

somnolence was increased (See 4.4).
Additional reactions reported from post-marketing experience are included as
Frequency not known in italics in the list below.

Body System Adverse drug reactions

Infections and Infestations

Uncommon nasopharyngitis

Blood and lymphatic system disorders

Rare Neutropenia

Immune system disorders

Frequency not known Hypersensitivity, angioedema, allergic reaction
Metabolism and nutrition disorders

Common Appetite increased

Uncommon Anorexia, hypoglycaemia

Psychiatric disorders

Common Euphoric mood, confusion, irritability, libido
decreased, disorientation, insomnia ,

Uncommon Hallucination, panic attack, restlessness, agitation,
depression, depressed mood, mood swings,
depersonalisation, word finding difficulty, abnormal
dreams, libido increased, anorgasmia, apathy

Rare Disinhibition, elevated mood

Frequency not known Aggression

Nervous system disorders

Very Common Dizziness, somnolence

Common Ataxia, coordination abnormal, tremor, dysarthria,
memory impairment, disturbance in attention,
paraesthesia, sedation, balance disorder, lethargy,
headache

b5 HEEELH D,
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Uncommon Syncope3 _ stupor, myoclonus,  psychomotor A8 Kep, B¥, IA 70 —X R, BHESTE.
hyperactlv.lty, _ageusia, dyskinesia, dizzi'n?ss BRE ML, ¥ z * ;]r D EALE gy) Fo, K
postural, intention tremor, nystagmus, cognitive B, IRIE, RaEE, 23EE. KRS,
disorder,  speech  disorder,  hyporeflexia, e . i
. . : . REESIRR, =, AERE. B
hypoaesthesia, amnesia, hyperaesthesia, burnin . =
LA, P £ Eh Jza:@nﬁw uiﬁéﬁa %l‘s— _
Frequency notknown Loss of consciousness, mental impairment, @?
convulsions, headache, malaise IR
gye disorders Vision blurred. dinlosi e R, EHR
ommon ision blurred, diplopia R
Uncommon Visual disturbance, eye swelling, visual field defect, B BNRES, IREEAR, HEXE, ROET. ]
visual acuity reduced, eye pain, asthenopia, dry eye, r EEFE . WREBR, GRERIEN
lacrimation increased gi h ﬁﬁ‘%@% N EJ*T—E*E N Yﬂ:'ffl: R @D Z{\‘,ﬂ: ~ %ﬁ
Rare Peripheral vision loss, oscillopsia, altered visual E\ AR, B, RME. HEORBD
depth perception, photopsia, eye irritation, HEFEREA HAREL, AR
mydriasis, strabismus, visual brightness EB I ORKEE
Frequency not kI}OWIl .Vision loss, keratitis =2 )iy Bl E
Ear and abyrinth decrders i o
Uncommon Hyperacusis bl YT
Cardiac disorders ® s EH}R‘ %_.EE ,57 H / 7
Uncommon Tachycardia, atrioventricular block first degree £h TREEBEAR, TRPEERAR, TAVEREAR
Rare Sinus tachycardia, sinus bradycardia, sinus N 5ol (t) L2, OT R
arrhythmia A REE
Frequency not known Congestive heart failure, QT prolongation IEHEE B, 1ECh., Ki)E, SimE
Vascular disorders : *h FH A R
Uncommon Flushing, hot flushes, hypotension, hypertension PEIRES  HIERES L OMERRREE
Rare Peripheral coldness h " aly o
Respiratory, thoracic and mediastinal disorders B8 PRIREIRE, SRR " s .
Uncommon Dyspnoea, nasal dryness Eh S, GBI, %K. B, BE. VT
Rare Epistaxis, throat tightness, cough, nasal congestion, &
rhinitis, snoring HBHE A Btk HE
Frequency not known Pulmonary oedema BBk E
Gastrointestinal disorders B Mg, OWNEER. ER. S5

Common

Vomiting, dry mouth, constipation, flatulence
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Uncommon Abdominal distension, gastrooesophageal reflux AR B, BREEmRERRA, RiEE%, no

disease, salivary hypersecretion, hypoaesthesia oral B SHRR
Rare Ascites, pancreatitis, dysphagia ¥h Bk, BEd. WEFRE=E
}STrl:iquency not known Swol]en ton.gue, diarrhoea, nausea N EIEIE. TR Ei

n and subeutaneous tissue disorders B T O T

Uncommon Rash papular, hyperhidrosis naka .
Rare Urticaria, cold sweat %05 s B, SITE
Frequency not known Stevens Johnson syndrome, Pruritus E3¢" HRRE | Wit
Musculoskeletal and connective tissue disorders BEE B RTF =T 2R P gy AAEGRRE. F SR
Uncommon Muscle twitching, joint swelling, muscle cramp, TERRE L O HkEEE

myalgia, arthralgia, back pain, pain in limb, muscle {ESEE ' frE. BEIEIE. ER. SRR, B,
N S olvsis. corvical . Wi, MR, TR
Rare . Rhabdomyolysis, cervical spasm, neck pain *h Rl TR BRETIENE . B

enal and urinary disorders B33 T O RREE
Uncommon Urinary incontinence, dysuria s
Rare Renal failure, oliguria il 3 IRREE, HRIRIREE
Frequency not known Urinary retention ¢ Bre, 2R
Reproductive system and breast disorders BB R
Common Erectile dysfunction AHEZRB IO EEE
Uncommon Ejaculation delayed, sexual dysfunction EdEEE G A N
e dysmenonthosa, breast enargement. T e HRIE, fiETs
b Y| B2 L\ Wi B3 B/ D Y =

Frequency not known Gynaecomastia B WAE. ABDW. AFEM. ARRBIE, 5
General disorders and administration site conditions PN .
Common Gait abnormal, feeling drunk, fatigue, oedema SRR ) LA

peripheral, oedema, SHEER X U E R
Uncommon Fall, chest tightness, asthenia, thirst, pain, feeling EHEE BRITRE ., BT, Y. RERE, 5E

abnormal, chills A B - R, SRR, . 1B, E,
Rare Generalised odema, pyrexia B, EmIE
II?requetr.lcy ?'Ot known Face oedema Fh LB METERE. BB

nvestigations i
Common Weight increased ﬁb&;gg ERIEFIE
EEE REEM
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Uncommon Blood creatine phosphokinase increased, alanine
aminotransferase increased, aspartate
aminotransferase increased, platelet count
decreased

Rare Blood glucose increased, blood = potassium

decreased, white blood cell count decreased, blood

creatinine increased, weight decreased

% M7 V7FURARFF—EHmM, 75 =
VT RNFURT =5 — BRI, T AT
XUBT I NI URT 25— P, /MR
B

M7 FoyERm, bV v sk, Amsk
B, s vy F= o, (KERD

E¢"

After discontinuation of short-term and long-term treatment with pregabalin
withdrawal symptoms have been observed in some patients. The following
reactions have been mentioned: insomnia, headache, nausea, anxiety, diarrhoea,
flu syndrome, convulsions, nervousness, depression, pain, hyperhidrosis and
dizziness. The patient should be informed about this at the start of the treatment.

Concerning discontinuation of long-term treatment of pregabalin there are no
data of the incidence and severity of withdrawal symptoms in relation to
duration of use and dose of pregabalin.

FUHNY OEEOCERSORIESIC—E 0 BEIZB O CEELE
RBBENBZERDHD, WOERPEHINTWDS : AR, AR, &
Ly, NE, TH, 47N U FREGRRE, K8, MRBEH. 5%, &
. ZIPEROEEMED TV, IBEBRBRIZII NI 8 abERh
HRETHAH,

VIR OEHBREOHRILICEAL T LVHIAY o oRESRICEEE
T B BERER OBE R CEEE IOV TOT —F 13720,

4.9 Overdose

In overdoses up to 15 g, no unexpected adverse reactions were reported.

In the post-marketing experience, the most commonly reported adverse reactions
observed when pregabalin was taken in overdose included somnolence,
confusional state, agitation, and restlessness.

Treatment of pregabalin overdose should include general supportive measures
and may include haemodialysis if necessary (see section 4.2 Table 1).

49 BEERE

15g £ COBMEBHREFITBN T, RAOBIERIZHRE STz,
HIRERRI D, AFOBERGICIAERBMER L LT, R, 855
WKHE, BREBLIUOELEZEEORIBHFEIN TS,

AFZBEICERE LZRBEICIE, —RORHEELZH L. LBIOS MK
BEERLTL I A2, £138),

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antiepileptics, other antiepileptics ATC code:
NO3AX16

The active substance, pregabalin, is a gamma-aminobutyric acid analogue ((S)-3-
(aminomethyl)-5-methylhexanoic acid).

5. REPRORME:
5.1 IR R
G UCADAIE, ZOMDF TAMPAIE ATC =— F:N0O3AX16

BRI GTH DT VHANY L ((S)-3-(aminomethyl)-5-methylhexanoic
acid) 1%, y- 7 I JBSER (GABA) O#EELULEMTH B,

Mechanism of action
Pregabalin binds to an auxiliary subunit (a,-0 protein) of voltage-gated calcium
channels in the central nervous system, potently displacing [3H]-gabapentin.

{ERMF

AT, PHIAARCF U ERUL, PRMIRRIZIT 5 BAKEED
W T BF X RNVORMY T2y FThdoydr=y MIEIFEET
Do
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Clinical experience

Neuropathic pain

Efficacy has been shown in studies in diabetic neuropathy, post herpetic
neuralgia and spinal cord injury. Efficacy has not been studied in other models of
neuropathic pain.

Pregabalin has been studied in 10 controlled clinical studies of up to 13 weeks
with twice a day dosing (BID) and up to 8 weeks with three times a day (TID)
dosing. Overall, the safety and efficacy profiles for BID and TID dosing
regimens were similar.

In clinical trials up to 12 weeks for both peripheral and central neuropathic pain,
a reduction in pain was seen by week 1 and was maintained throughout the
treatment period.

In controlled clinical trials in peripheral neuropathic pain 35% of the pregabalin
treated patients and 18% of the patients on placebo had a 50% improvement in
pain score. For patients not experiencing somnolence, such an improvement was
observed in 33% of patients treated with pregabalin and 18% of patients on
placebo. For patients who experienced somnolence the responder rates were 48%
on pregabalin and 16% on placebo.

In the controlled clinical trial in central neuropathic pain 22% of the Pregabalin
treated patients and 7% of the patients on placebo had a 50% improvement in
pain score.

R AR

PR R M

AIREERREHREER LOHRESHHRB 2RI LEZRRICE
WT, BMENIEH XT3, FoMmoMREEEERTFAICEIT
DAEEITHER I TUiau,

FVARY X1 A 2 HEE BID) T 13 BfETE 1 H 3 EHS
(TID) T 8 WHEE TD 10 ROKBRBRITTONTW5, £k BID
& TID ICBTHAE - AECTEEMR OB 7 7 A VIZEETH -
77

R R AR DR EEM R O 12 B % COBRRRIZB VD TOK
WORIRI 1 BETICALN, IBEIMZ®@EC RSN,
IR O L REERRBRICB W T L IRY U5 S h
TRED 35%E 77 R ERELIZBED 18%IZBWT, EFEX 27
50%HE LT, EREPER LD EBEFEICR-THD L, KAIBRES
FED 3BRBLOTTERBRERED 18%IIKRBOEENRD vz, &
R REBEICRITOIHERIL, RNAEEGHT 8%, I REEHT
16%CdH o Tz,

HHR AR MR O LS BIE IR REBR T LAY Ui 5 S - B
D 2% "ROCTFT2RABEEINTZBED T%TERAT O 50%DKE

BH LTz,
Epilepsy TADA
Adjunctive Treatment BEH R

Pregabalin has been studied in 3 controlled clinical studies of 12 week duration
with either twice a day dosing (BID) or three times a day (TID) dosing.
Overall, the safety and efficacy profiles for BID and TID dosing regimens
were similar.

A reduction in seizure frequency was observed by Week 1.

Monotherapy (newly diagnosed patients)

Pregabalin has been studied in 1 controlled clinical trial of 56 week duration
with twice a day dosing (BID). Pregabalin did not achieve non-inferiority to
lamotrigine based on the 6-month seizure freedom endpoint. Pregabalin and
lamotrigine were similarly safe and well tolerated.

AHNTBWT, 12 #BEO 1 B 2 B#&E BID) £/4ix 1 B 3 EFRE
(TID) 12L&V 3 SO RERRBRSER SN 7-, 2% BID &
TID (BT A HE-AHBETEZEERVOAEDME 0 7 7 A VIZRETH -
77

BEBRWB D 1B E TICBIEEE DR BNED bz,

HANER FrE2kEE)

AFl%E 56 @R 1 H 2 [E#ES (BID) L7z 1 2O BBERKRER S EHE
STz, BANX 6 » AR E CORMEERIBMIZBWT, I XL
DILEERIETEX R ole, AFEFZE M) FURRBEICELTE
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Generalised Anxiety Disorder AR R A =

Pregabalin has been studied in 6 controlled studies of 4-6 week duration, an
elderly study of 8 week duration and a long-term relapse prevention study with a
double blind relapse prevention phase of 6 months duration.

Relief of the symptoms of GAD as reflected by the Hamilton Anxiety Rating
Scale (HAM-A) was observed by Week 1.

In controlled clinical trials (4-8 week duration) 52% of the pregabalin treated
patients and 38% of the patients on placebo had at least a 50% unprovement in
HAM-A total score from baseline to endpoint.

In controlled trials, a higher proportion of patients treated with pregabalin
reported blurred vision than did patients treated with placebo which resolved in a
majority of cases with continued dosing. Ophthamologic testing (including
visual acuity testing, formal visual field testing and dilated funduscopic
examination) was conducted in over 3600 patients within controlled clinical
trials. In these patients, visual acuity was reduced in 6.5% of patients treated
with pregabalin, and 4.8% of placebo-treated patients. Visual field changes were
detected in 12.4% of pregabalin-treated, and 11.7% of placebo-treated patients.
Funduscopic changes were observed in 1.7% of pregabalin-treated and 2.1% of
placebo-treated patients.

TVTNY AT 4~6 B O iR FRERER 6 Bk L 8 BRIOEEA B,
6 » AD_EERHIEEE T 5 EHERIHRRAEE ST,
NIV R UREFMA r— (HAM-A) 12 & o TR Sz S Rk
EOARZOERIT 1 BRICBESNT,
4~8 EE DERRRBRICBW T VAN UBREESNTBED 52%L 7 |
FTERBEESEINTZEBED 38UBX—RX5 4 by RRAV FET
D HAM-A A5 RIZBW TR &b S0%DEER A BT,
T RHBRABRIZBNTC, IR BEFNTE L., RKFFEEHIZIB N
r“.%‘u\il/\f%ﬁﬁ%&iénmxézs‘ T & A EDBE TSk
WRER DN H S Uz, HhBse FRERBRIZ IV T, 3600 BILL b & St iciREHR
T (HBOIRE, BERTRE, RERERES) 2E B L, T0HK
B, FABEHB IO T 2R EREH T, BIHETH 6.5%F L1 4.8%,
BB 124%B LN 11.7%, IREZER 1.7%E8 L0 2.1%IZRBD b
7o

5.2 Pharmacokinetic properties

Pregabalin steady-state pharmacokinetics are similar in healthy volunteers,
patients with epilepsy receiving anti-epileptic drugs and patients with chronic
pain.

52 REpEhik
RESEE. ITAPARBREFRO TCADABERVEBEEREET S
BEITBVT, AR OEFIRET COEYERICEI R o7,

Absorption:
Pregabalin is rapidly absorbed when administered in the fasted state, with peak

plasma concentrations occurring within 1 hour following both single and
multiple dose administration. Pregabalin oral bioavailability is estimated to be
290% and is independent of dose. Following repeated administration, steady
state is achieved within 24 to 48 hours. The rate of pregabalin absorption is
decreased when given with food resulting in a decrease in Cy,, by approximately
25-30% and a delay in ty,, to approximately 2.5 hours. However, administration
of pregabalin with food has no clinically significant effect on the extent of
pregabalin absorption.

R :
EERF R B TARANTHECHICRIN S h, BERE, REREZRbLT
1 BRI RS MR REICET S, RKAORANSNLFT TR, T Y
74—k, AEEZMbOT 0% EEHEIND, KERE%., 24~48 B
BCAPNIZEEIRBIZET B, R LIRS LIBT3 IGE E K
TL Coax D5 25~30%fK T U Tty 2349 2.5 BFEICIEND, L>LEMHE
WCAKZHEZE L TH, RERINEIZRHT DEERBE L 72 5 2813
1,\
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Distribution:

In preclinical studies, pregabalin has been shown to cross the blood brain barrier
in mice, rats, and monkeys. Pregabalin has been shown to cross the placenta in
rats and is present in the milk of lactating rats. In humans, the apparent volume
of distribution of pregabalin following oral administration is approximately
0.56 1/kg. Pregabalin is not bound to plasma proteins.

Page 74
FOER
padiih
FHEBRRBROMR, =~V R 7y PBIOY Mz O TARIE T MmN

FZEETAZERHALNIR>TNS, AEITIT v FOIBBRLEE
L. 7y FHFIZBITT D, & MCARIZEOBRE L XDORMNT
DHFRFEITH 0.56 Likg TH 5, AIFIMMEEAICHES LAV,

Biotransformation:

Pregabalin undergoes negligible metabolism in humans. Following a dose of
radiolabelled pregabalin, approximately 98% of the radioactivity recovered in
the urine was unchanged pregabalin. The N-methylated derivative of pregabalin,
the major metabolite of pregabalin found in urine, accounted for 0.9% of the
dose. In preclinical studies, there was no indication of racemisation of pregabalin
S-enantiomer to the R-enantiomer.

X NAP Y (o

AFNIe MBWTIZE A ERB SN2, BERERS L A8 2 # 5
L7l ZA, RPBERINTEZBREON 98% % RE(MER EDT, K
FIZFEBO ONIAFNDOEERBY TH D N-2 FILLFEEOBIEIX. F
2D 09% Th-oTz, FBRERFRRBRIZBWT, S- =) Fh~—ThobA
EOR- = FrFAv—~DTEIITERD NPT,

Elimination:

Pregabalin is eliminated from the systemic circulation primarily by renal
excretion as unchanged drug. Pregabalin mean elimination half-life is 6.3 hours.
Pregabalin plasma clearance and renal clearance are directly proportional to
creatinine clearance (see section 5.2 Renal impairment).

Dose adjustment in patients with reduced renal function or undergoing
haemodialysis is necessary (see Section 4.2 Table 1).

HEi:

AFNL, 2HBERFIHOLEICBRBEN L CREEE LTS 5,
RN 63 I TH D, AFOMIESs V7T RE7 VT F
=V JUTTURCHEITE (52D BEEREESR),
EHESMET LEEF KSR E Ik, AERBESLET
HBH (2T, £12H),

Linearity / non-linearity :

Pregabalin pharmacokinetics are linear over the recommended daily dose range.
Inter-subject pharmacokinetic variability for pregabalin is low (<20%). Multiple
dose pharmacokinetics are predictable from single-dose data. Therefore, there is
no need for routine monitoring of plasma concentrations of pregabalin.

BRI | FERRTEAE:

AE|IOEYENREIX, #HIRT S 1 BAEROHFECTHRE THD, RpBiED
BAZTDEY (Q0%), HEERET —Z )6 REREEYEREL T3
THZLERTED, LN TAAMEFRELZ BENICERT INE
[ESA4AN

Pharmacokinetics in special patient groups

Gender

Clinical trials indicate that gender does not have a clinically significant influence
on the plasma concentrations of pregabalin.

i BEEFICB T 5 EydEhiE

P

EARRBRICB W T, MRS AF Mg R E BRI CRE L R h B
ERIEERNZ EBRRRENLTWN D,
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Renal impairment
Pregabalin clearance is directly proportional to creatinine clearance. In addition,
pregabalin is effectively removed from plasma by haemodialysis (following a 4
hour haemodialysis treatment plasma pregabalin concentrations are reduced by
approximately 50%). Because renal elimination is the major elimination
pathway, dose reduction in patients with renal impairment and dose
supplementation following haemodialysis is necessary (see section 4.2 Table 1).

BHeemEE

ARNDOI VT SRR I VTF=r « 7 )T RARZHETS, Ebic
AFNL, MIEBITIC L > TSR SPRAICREESND @ KOS
Hr TSR OARKIRESK SO%ETT5), BHEEAERHRK TH S
7=, B¥EEELZ AT EE BT 2HEREB L OMEEIT% O
KEBREVUNETHD (@21, £18M]H),

Hepatic impairment

No specific pharmacokinetic studies were carried out in patients with impaired
liver function. Since pregabalin does not undergo significant metabolism and is
excreted predominantly as unchanged drug in the urine, impaired liver function
would not be expected to significantly alter pregabalin plasma concentrations.

i = :

R EZ G T 2BEL MR L BEMN L EKpEERBRIIER SN
Rinole, AANXIZEAERBENT, FIZREAE L UCTRPICHE
SNBZ e, FFEEREENAROMETREIZERRELEZ L6
T EETFEINRN,

Elderly (over 65 years of age)

Pregabalin clearance tends to decrease with increasing age. This decrease in
pregabalin oral clearance is consistent with decreases in creatinine clearance
associated with increasing age. Reduction of pregabalin dose may be required in
patients who have age related compromised renal function (see section 4.2 Table

1.

mEE (65 i)

KEND 7 VT T AIEEHO LRI TR T 2EAR DD, 0K
B U735 A0, MICES 7 V7 F=0 - 7T T ADR
Piz—%T 5, BREKTICEEST N IEHOBE TIX. AF 0H
EREAZETIZLNHS (425, £18R),

5.3 Preclinical safety data

In conventional safety pharmacology studies in animals, pregabalin was well-
tolerated at clinically relevant doses. In repeated dose toxicity studies in rats and
monkeys CNS effects were observed, including hypoactivity, hyperactivity and
ataxia. An increased incidence of retinal atrophy commonly observed in aged
albino rats was seen after long term exposure to pregabalin at exposures> 5 times
the mean human exposure at the maximum recommended clinical dose.

Pregabalin was not teratogenic in mice, rats or rabbits. Foetal toxicity in rats and
rabbits occurred only at exposures sufficiently above human exposure. In
prenatal/postnatal toxicity studies, pregabalin induced offspring developmental
toxicity in rats at exposures >2 times the maximum recommended human
exposure.

Adverse effects on fertility in male and female rats were only observed at
exposures sufficiently in excess of therapeutic exposure. Adverse effects on male
reproductive organs and sperm parameters were reversible and occurred only at

53 FEERRZLMT —%

B E AW EeEERBRIC T, AKIIBEEREEEICHEY T 5 H
BCREFRABZMEER L, 7y RBLOYV ALV EAWERERESZEER
BCik, PARIER (BRESHOETBLIOTLE, EELHA) "B DO
Teo ZEDOERBRAETOE NEHMBHRED 5 FLLEIZHEYT 5
BREBEETT v MNCREIR®RE LEFER. MB7AE ) 7y MCBERD
LN DMIRSBREORBRNEM LT,

AEZ, <UVR, Fy PBIXOUIFICBWTEEEELZRI o
oo T PBIOUHXETIE, BE~OEENR L FIETEEL KX
EEIZBBEICBWVWTOARED b, HAMBLIOHAEZORAEICE
THRBRTIX, b MIUREFEBED 2 282 3BBEEIIBWTT Y b
EROFBZICHENRTED L,
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exposures sufficiently in excess of therapeutic exposure or were associated with
spontaneous degenerative processes in male reproductive organs in the rat.
Therefore the effects were considered of little or no clinical relevance.

Pregabalin is not genotoxic based on results of a battery of in vitro and in vivo
tests.

Two-year carcinogenicity studies with pregabalin were conducted in rats and
mice. No tumours were observed in rats at exposures up to 24 times the mean
human exposure at the maximum recommended clinical dose of 600 mg/day. In
mice, no increased incidence of tumours was found at exposures similar to the
mean human exposure, but an increased incidence of haemangiosarcoma was
observed at higher exposures. The non-genotoxic mechanism of pregabalin-
induced tumour formation in mice involves platelet changes and associated
endothelial cell proliferation. These platelet changes were not present in rats or
in humans based on short term and limited long term clinical data. There is no
evidence to suggest an associated risk to humans.

In juvenile rats the types of toxicity do not differ qualitatively from those
observed in adult rats. However, juvenile rats are more sensitive. At therapeutic
exposures, there was evidence of CNS clinical signs of hyperactivity and
bruxism and some changes in growth (transient body weight gain suppression).
Effects on the oestrus cycle were observed at 5-fold the human therapeutic
exposure. Reduced acoustic startle response was observed in juvenile rats 1-2
weeks after exposure at >2 times the human therapeutic exposure. Nine weeks
after exposure, this effect was no longer observable.

BXTEBREBEEIIBVTOLRD LN, HDEWE, BARARAMEESHBRE
CEELTWe, LEadoT, Zhb0MBREIEBERLEOEREITLV YIS
ZWVEIERIENEEZ BN,
—XED in vitro BRBRB L invivo RBROFER . AEICBEE
20N,
AED 2 FEPAVRERREZ T v P BIV=U XA E2ANWTEKB L, T
/ T, &KREERAE 600 mg/AHFERFO L MEHMIETEED 24 %
WKL T2BRBEEICBVC, BERERRDON o, w7 RICE
wfi e FEHMERREICHYT IRER CIEERAROBIMM
RO OB R, KVEWIBREE I EREDRAERS ML
Teo TURIZBITHAREDOEBBEMEEORSAMF L, M/ MROZEL
BXOENICHEET S NEMBOEMEAESE LT, 20k 2/
WDEIT, 7/Ffiwb6nf\EF’%“T%@@%%%&%&
VHHBRERMOBERABROBERNLIIR D N notz, MBI
DEBII) AT ZRRTAFRIIE LN TH RN,
HET v FTRODLNDIEMFRRIE. KRBT v bObL DL BRICENRL
W, L LESET v FOFBREZEIIEY., BROHBOBREICR VT, t
WIER (BRESHOTLEBICEXLY) BIUORE~OEE (—BH
DOEREREMEHE) BBDoiz, BEAM~OFER L NEEAED 5
PwﬁﬁgfbiMLOiL\$£%1~2@%&5Ltmﬁ7/b
BUS DHRATERY - SRR REL LT, b MNERFAED 2 552825
IEREE CHEEHEEERIG~DOREN, £ 5 FErB1BBEETHEY -
FRE~OEENRFTED LT,
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule content:

Lactose monohydrate

Maize starch

Talc

Capsule shell:
Gelatin

Titanium Dioxide (E171)
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Sodium Laurilsulphate
Silica, colloidal anhydrous
Purified water

Printing Ink :

Shellac

Black Iron Oxide (E172)
Propylene Glycol
Potassium Hydroxide

ibF x> (E171)
FUVNEERT Y U A
B K T AR

LK

HlgA v 7.

tIvr

Bp{bsk (E172)
vy a—n

KERIEA Y U A
6.2 Incompatibilities 62 EAEEE
Not applicable. BHUET,
6.3 Shelf life 6.3 fERHIR
3 years. 3 4E,

6.4 Special precautions for storage
This medicinal product does not require any special storage conditions

6.4 IELEOERER
R RS E LB E LRV,

6.5 Nature and contents of container

PVC/Aluminium blisters containing 14, 21, 56, 84, 100 or 112 (2 x 56) hard
capsules.

100 x 1 hard capsules in PVC/Aluminium perforated unit dose blisters.

Not all pack sizes may be marketed

65 BHRBILOYFAX
7'V 14, 21, 56, 84 F72iX 112 (2 x 56) AV ORIV E =1/
T =7 PTP A3,
HTENLI0BAY DI UBADRYIBLE=V/T VI =T L PTP &

#*,

ERBEYA XBTNTREBEND LIEFR LRV,

6.6 Special precautions for disposal

6.6 BEIEICETHIRE

No special requirements for disposal. MeSREIE L,

7. MARKETING AUTHORISATION HOLDER 7. IRGEARESE
Pfizer Limited, Pfizer Limited, |
Ramsgate Road, Ramsgate Road,
Sandwich, Sandwich,

Kent Kent

CT139NJ CT13 9NJ

UK UK
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8. MARKETING AUTHORISATION NUMBER(S)
EU/1/04/279/001-005

EU/1/04/279/026

EU/1/04/279/036

8. IRFEARES
EU/1/04/279/001-005
EU/1/04/279/026
EU/1/04/279/036

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE
AUTHORISATION

Date of first authorisation: 06 July 2004

Date of last renewal:06 July 2009

9. MEIAR / AREFHFOBA
FEASER 200447 A6 H
B HTA 200047 H 6 B

10. DATE OF REVISION OF THE TEXT

Detailed information on this product is available on the website of the European
Medicines Agency

http://www.emea.europa.eu/

10. ASCWETH
AREOEMRFERIRNERREETFOY =74 4 b
(http://www.emea.europa.ew/) THEFRTX 5,

(24/01/2012  Lyrica -EMEA/H/C/000546 -N/0053)
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(7 7 4 P —HRE4) (7 74 V=R
BBEARA B 2010564 H 16 B 2006 £E 7 B 26 A

BRMESA B — —

BEEEFEAA — —

BoHl X & e AEER LT AR IR G

b % % & X

NH2 NH:
CH; { H
N CO:H
: CO,H
H,C

#E (88) v N T 4V ho— R
(A A FEAHFVLHNY 22500 mg, 75.00 mg, | (1 §EHH S~ F > 200.00 mg, 300.00 mg,
150.00 mg) 400.00 mg)

e - 2 R|KEIEEEEIAE, SUERBIEICH DR (ORTAPARTHIRIRBED DRV
L [hEE - MRICRET AEALOEE] ITADABEORLRE (CRESRILEIEL S
| RIERREORIN, KE ) U~ FESOME @ ) (ot B TALAK YL OFF AR
LD EESOERM2EECESHEECERL, |
| RERE SN BRI ORBETEI L, !

A - B EFREESEESEER BE. BARDT 13 B EO/NRIZIZH R F

BERANCEBOHEEL LTI VAIRY 1A
150mg 2 1 B2ENZVTTRAKREL, 20%
TEELU E»FT1 BA&E LT300 mg £ TH
4B, 2B, E, ERIC L D EEEET 58,
1 BRERAEIZ 600 mg #2722 L, W
Fnb 1B 2EIZAHTTRAREST S,
BRI (S &

BE, RANCINEHABE LTI VAIANY 1A
150mg # 1 B 2EICATTROREL, 0%
TRBMENTT1IEAEE LT300 mg * TH
WL, 300~450 mg THERFT 5, 7238, 4Rk,
ERCE Y BEHERT 58, 1 BREHERX 450
mg FRxARVWZEEL, WFhb 1 H2EIZS
TTROKRET 5,

(% - ARICEEYT 2 ER.LOFE]

) AFOBREEZFHIETBHBEITIL, P L
b 1 BEUENMNTITHRLICEET D Z &,
[(EERERANERIOESR]

Q) AENZEE L TRE(EDRPICHEN S
Bl BHEMET L TWAAE TIE, o
RPRENEL ZVEMEARBER LTS
RABENRHBD, BEORES 45
CERLU EBECRETANERDL S, BHE
EEEEEICAAZRETIHAIX. TR
RS IZVTFU I I T IV AERSE
ELTABIORSERVCRERBL AT
3¢, £, MBEEREZZTCVDIEHE
Tk, ZVvT7F= 27 V77 AMEIGT
721 BRECNAT, MRENEERLE

yELTHA 1BE600mg, 2 HE 1 A& 1200
mg #ZNEh 3 ElicpERn#s545%, 3 BE
PAMEIE, #EFFE L LT 1 BE 1200 mg~1800 mg
3 BICHERARET 5, B, ERICXY
BEEHEBET 5, | FERBRSEIT 2400mg £T
L33,

BE, I~R2BOSNREONRIZIA SR F
LLTHA1E&E10mgke.2 5B 1 HE20mg/kg
EENTNIEICHEFROBRET 5, 3 HALE
BHERFEL LT, 3~4 BOHREIZIZT1IAE 40
mg/kg, S~12BOHMRROVNREICIZ 1 B & 25~
35mg/kg % 3 BICHEEOKET 5. ERICLY
BEHERT S, 1 BREERESEIX 5S0mgkg £C
L3, 2B, WThoBHICBIT2®REEIZ
WTh, FART 13 BUEDO/NETORERZ
Brianz blts,

(A% - BRICEHET SHERLOEE]

Q) FHNZOHTA»AEE R L THERT
Bz L, [ENBERRBRICE T, AFIEM
BETOEARRIZZRWV, ]

Q) BETHER. S O0FEDEREH S
PRBETERHBOT, BETHITBNT
BIRE, S0 0 Z0RBATHSERLAR
NEAREZRETHZL,

(3) 1 B 3 EREDHAIL. FREMRIL 125
MEzBr2nbneEt3,

@) FHO®ZS5E2PIETEIHEICI. HKE 1B
M2 TR ICRET 5 2 &, DERBE(L
TABZTARD D, (BEERERNERIO

EHZR) ]

PFIZER CONFIDENTIAL




FLHNRY VM 1.7 AERDR—ER Page 3
— R B 4 B TVHNRY) v _ HARRF
BRAROBMFEEZITIZ L, EEOR || (6) BEEBEEDH ZHABECHTHEHID
BRREINTHAHAIE, EBREND &5
Ba L., AAEMSEEIh, DEF+9% BHEBEDCH ZHABRECAR L RET
BEWHEETHIE, BB, ZZTRLT HEBER. TRICRT 2 VTF=0 2075
WA B BRIV I 2 b—va VERI VAEESEZEL L TAREOREERVE S
EILbDOTHBZ NS, FREZ LI FREHRAGSTI L, /B, ZZTHRLTH
HEEICEKRL2NS, Ak - AEEZHST HRE -RABIIBATOY I 2 L—Y g UE
5Tk, [[EpEIRE 0EBR] BRIESCLOTHAOT, BREKTEE
s E LEENARBRRE OB E X T, &8
BETLICEBICEE LA CRE -REEH
W5z e, [[EyEme) oEsR]
R - B R rminansien
VT F ikl 34 SLFPF
;;ii 260 |230-<60 |215-<30| <15 g;ﬁg >3 Z; 260 32;’ 129” 5~14
(mL/min) £ (mL/min}
1 B#E | 150~ | 75~ 25~ | 25~ 1 AgSE - - -
& 600mg | 300mg | 150mg | 75mg 2 62(;%0 41%000 2230 100~200
1 [&25 mg (mg/H)
1l @ 25mg(1 B 1E 1H 1[H 15
1 (1H3E bl 1@ |, o ZJ 200mg | 200mg | 200mg 11@5201051;
AR | mg | X | 28 | 25mg | X limsEreaE | 1piE | R
182 Bl @ 75mg| Xtz |LA1E]| ™8 11E 11E 1H 178 300 mg
18 1E |1E50mg 400mg | 300mg | 300 mg 281E
1R1ME e AA3@E | 1A2E) 1R 1B | vif=v))757/4
1 [E] 50 mg % 7% 5 mL/min {2
1@ |1A3E ) o 1E2s X 5 s (18 18 1B |EVEETIE
ek | 1somg | x5 DRl Some 5;’5” # 600mg | 400mg | 400mg |1 [E 200 mg 2
1E2 Ei B 75 mg 1A1E|] P 3 1B3E| 1828 | 1F1IE{ R 1 @%%
182 b8 S U IR S Bys)
16 1 [ 200 mg
100 mg 15137; o & 1B 1E
" 1E |1B3@ 18 QVTI=s1Y772A
%ﬁg&%‘» 300mg | XiE R | g g [100 X | 1E 1 1[E 3 5 mlLAmin 1€
1E 150 mg #% |80mg | 500mg | 500mg |. "
1A2E 1@ |, 181 O EE T
Is0mg | 1508 5 |1E3E) 1828 1R1E| oD
1R1E B >
1620 Bic 1 EE
2 BiZ1 Bl RIS 6 BFHEI%» S 4 BEEML ET5)

BB EEBLEBEDOY I a2 Lb—Ya ViERICE

G (6) BB EZZ T TOBRABRFIXTHAE
BRI S A AL T
s e |l MBI T BRABEICRAILR
s ﬁ%&@ 5TABE, JVLTF= IV TIURNS
3/1. >60 >30-<60 [215-<30| <15 ﬁfg)ﬂq mL/min ul‘.@%’a“:&i\ i%ﬂ@j&ﬁ%l:bﬂ
(ml/min) | ___ | | & % MIKENT % £ LI A# 200 mg %
LRRSR| S0 hssmg B> | 2 EBNEET B, . JLTF=LYT
1 [E 25 mg Z VAR 5 ml/min RFOFEIZIT, FAIK
Pt B 200 mg & HEI# 5 Lo, Mgt e s
THRE 715111 Xix 2 zlsE'g 25 X B L7481 AH] 1 B 200, 300 i 400 mg
1R2 B1E75mg| Xiz [1A1E| O™ PEIRETS (FNEThI VT F=0y
1E1E ‘I'Eésf 8 Y 75 > A 60 mL/min SA_EDBEITIBIT B 1
=] 400, 600 X% 800mg1 B 3 [Fi#& 5248
1 /5] 50 mg
I R 11@‘55 50 it Wy, BB, 22 TRLTWABE - BRI,
el | 150mg | R e Y e |75 me 48 BEf) = L IT 4 B MIREHT L7356 DA
LA 2B E T 1R1E ATOYIal—y g VRERICES b0
11100 & THAHADT, BEEETEENRE LEE
L<i AR BOLEELT, FRBFI LI
SR | 1B JIE7Smg) 125mg | 1B o0y iﬁﬁzﬁfgﬁﬂfﬂ% . }%g%gﬁ*ﬁ%%
(BEf | 225mg | 1H3@E [1E1E|75mg |- B AR @ —
58 [1R2m X 1R1E 8 L. [TERYENE| OEBR]
llﬁé 725 g}g (7) BHEBEDHL/NRBERVCEREZY

TWH/NREBEICHT 2XRBOEDIER

&2 AT A, N5 6 BREIH%DS 4 BRim
o RIS ¢ Rtk H b IR ST LC oL, [ R 1

WENEERLIZBEOYIab— g VEERICE

PFIZER CONFIDENTIAL




LAY Y FM

1.7 BEERZ&GK—

B Page 4

— & B & R

FVLH Y v

TN F

[5<, I

N |

Hk =
=

BN

[BE (ROBECEBSLEVNIE)]
AEN DGR UIRBUE DBEERED H 5 BE

[BRERDBHFICIZERE LN L))
AR ORI IExt VIBBIEDOBHEROH 3 BE

FERLEORE

1, REHRS (ROBHICITEEIRST S L)

(1) BeEEE0HLBE [ THiE - ARICEE
THERLOERIROTEMERE OESR]

Q) EED ) oL REnBEE [(LLEEEE
ATEHBEIZRBNT, ) o MELAERE D
bhazZ tdbd, (BHERINESR) ]

Q) mEE [ [EELRERNER RV [HEHE
~O%E )] OEBK]

@) WEFREOEERHLBE [ BIERI 0B
ZR]

1IRERES CROBFICIFEEI®RETDHE)

)BHEEECH2EE [[HE - ARCBET
HERALEOEE. [EyEE OEBR]

QA [[EiE~0RE | RV [EHEHE)
DIEHR]

2. BELERMNEE

W) AFOREIZLVER. DEVERH DN
HZEBHBOT, ARREFTOBEIIL,
BBEOEGSMLRE M O R OBRIEICHE
BEXERVWEOIBEERTAIL. BICEHET
FohDDERICE YEREISEHES TRES
KHdi=H. +RISFET I L,

Q) AFOBELRBEPILIZL Y, RE, B,
FEE., TH., FERUOETESOERRS S
PhBdZ BT BELZPIETHBE
i, A< &b 1B LT Tl 1o
BETHI L,

Q) AFOBREICL D FEHENEZRTZERD
0T, BPRHIZERL, JEBROBERH LD
NEBET. REEE, EBRES0OENR
WMBEITHZ &, Wiz, BREBOHEMN, 2
WIIRHIBREICHEWVEEENAHED NS
ZEBBDIN, EHEICAEEREE EET
5Tk,

@ AEOBEIZLY, B, HERE., B4,
BREDREENRE A TEERHD DT,
PRI, BEEC S VW THZEITISEE
L. BESED LR EGECITEN 2 LB S
TFo52L, [Z0thoEE] OESHE]

5) RFNT & A RW MR EEER OBRIT
FRERECIIRHERETH D Z vk,
EEDORE L R REDBHE CIREL HF

BTS2 L,

2EELEXRNEE

1) BAFICRTIEREEORERBER VL

BEORIICE Y, TAPAREOHEE X

TANALVEBRERDOLNZ RSB

DT, FEEPILTEHET, KK 1AM

ENT TR IZBET AR EEEIZITS Z

L

AEIOBGIZ I KEBEMERTZLBD

H0OT, BHIZEEL., EROBERD D

ni-BEE, AERE, ERRES0EN2

WEHITOZ &, R, BEEOHEM, 55

WREHRSCHEVEEENIARBDLNS

ZEBHBD, EHOCEEFHEZERT

5T ¢,

BR. B8 - £90 - K EBRAZ DK

THREZAZEBHBOT, AHBREFDE

FIIXBBEOERS, EREME S BROR

Bl RESERVLIEETHZ &,

@) FROBEILY., HR, HERE, ER.
BREDREENE T BTMEENH B DT,
BEEC, BEECHOVWTHRZEZITISRE
L. EERRD SN -HAITIEN LB L
FFr e, IF0foirEl OEBR]

@

~~

3)

PFIZER CONFIDENTIAL




JLHNY Y EM 1.7 RIERMR—EX Page 5
— B A W FLAHRY Y HiRVF Y
FERLEDOREE]3. BEHER 3.H#EERA
#EER (BRICGEET S L) HERER (BFRISERT S L) UEYERE) ©
BHLE | RS- HESE gg@ﬂ RS e
R . BEAL LR n || TovR® | BRER BERE | e
FEFA Rl OBRERDH D, HIERE R ET 52 &I X | FERE
ZEEA (KBILT |0, HARVFLORS
FxTaly (RAMEBRERVHKEMMB 2|3y, | DIEDEBE (Co 25 17%
=578 AWN BYBREREE IO L CARIE B I &) A B b~ 27| KON 4 b o B —Re ]
Tha—n (BRIBHEMBCERT 8% FTmA) | BTEE (AUC) 28 20%
YE) naidh s, BT L™, #IBKIRA%
MEZEE 5| & | ERE & OREEENTEFTH Mk D 2 BRREILAREIZ
BITEA (7SR TWAEFERAL ARNERATHZ ENE
UOFT UV TWAHBRE TR, LER F LV,
THERMAER E En, 0. SEHOE ELE X HRRYF 2D Come B | BEFIZARH
%) R y) 2RETHI R 24%. AUC 28 M%ZNE |18, =NV
IRBELIBEARD NEMLELOBMERS | b & I k
3, 3, AREOPRMEM| v, HILE
KM BREEZSF 7Y U URER & AR|BERH HUEWRICER L, LBIZ [ EB A
FRZTEAFOMBICE Y KNSR U TABIUIEA LR | SRAER D
(FTIVIVCUBERETD) A7 BE DOHEEZEBRTIZ L, | RIS M
REHE) EABENARBB, ETr, LiztEX
FF7 VYD RER LA bh3,
BRI HRRrE %5l
EHRZ L, DRENRE
RITBT I ER8ED
7o, XH T 8
SlCREEICRETSZ
ko
4. Bl{ER 4.E§IH’EFH
BT RIS B AR CIENE VIAERVOEHEE

ENAERIGEER. ENELRSHRER. SMEEH
FENHERR, AEFMHARREOII\EESRSHA
BRIz BT, AF 75~600mg/ B & 1 H 2[EH BN
X1 B 3 ETHES SNREEEFEx26] 1,680
Blth 1,084 5l (64.5%) ICEWERMBRD bk, x
REWERIZ, EEMEDE V393 #] (23.4%) ., HHER
267 Bl (15.9%) ROVEHE 179 ) (10.7%) TH-o
Tro (RREE TOFEDLEE)
FERBEREARERICHESER
EN_EERLIEREGR, EREHRERRICBY
T, AH150~600 mg/A % 1 B 2 BICTHRE SNz
e MEFE 851 302 FlF 199 5 (65.9%) (ZEIfE
BrRoohi, ER2EMERIZ., EIR 74 6
(24.5%) . ZEMEDE V6861 (22.5%) RUNZE
5261 (172%) Thole, (EKBFRE TOREDNE
Eip)
SRHERRTEIE
ERAZEEmERR, BRRSRSRBRICBY
T, AF300~450 mg/B % 1 B 2[ECRE S|,
MR 25 356 FiIF 295 41 (82.9%) IZBIME
AR onhi, EREMEMIE. ER 141
(39.6%) . ZEMEDEVBF (27.5%) KUMAE
BN 56 1) (15.7%) Th-olr, EKEREE TORE
DEEED)
(1) EXLEIER
1) (DAL (0.3%FKH) . fKE GEEFHY )
DARE, BARERD bbb E0RERD D
oL MERFEEZFTT8E), LRE2DY

I(MEXL

ﬁs%z_ \/\T 257 BlicAFIREE SN, 55
140 BliIZEANS I/IEERROAFBEEHILE
B 5 RBRICHBIT LTolR®R 56T H 0 | FHES
Bz~ 397 Bl TchH o7z, D397 FilF 235
(59.2%) ZBIWERIZS, 387 Bl 78 B (20.2%)
KRR EEEEEHRRD b,
ERBEMEAX, EIR (33.5%). BEIEDEW
(15.9%), 8% (8.6%). B (5.0%). HEERK
(3.8%) EThotz, BWEADIZL A LIX, BE
XREFLEETHoTc, TRBEREEREELE
iZ. CK (CPK) #M (5.2%). ¥ o¥xi v
(4.4%) . FIEERFHBE (3.4%) . BmERERAD
(3.1%) Z£Tho7,
AR ABRFE TICEINEMARRRIZB VT 89
FheARIRBRE SN, 5B 65 FliXENELM
HE) b RUBRERRICHBIT LR 54T
HY. FMEBIIOR 154 FTHo7, 3~155
DOHRBOVNRBEEZED~ 154 5t 60 5] (39.0%)
WEIERD, 1545 38 (1.9%) IZERRREMR
BEELEBHEBO LN, ER2BIERIZ., EE
(27.3%), EE (2.6%). BEEILE (1.9%). i
iR (1.9%). #Z (1.9%) £ ThHo7-, ElE
RADIZL AL, BEIPEECTHoT-, BE
BREEZFEENZ, AP M (1.3%). AMBRE
i (0.6%) Thoiz,
ElER
SHEBEFE AERES) BEE 52TV,
BERRDONEEAIIE, BEEFRLEL,

1)

PFIZER CONFIDENTIAL




FLAHNY EM 1.7 ABERMDR—ER Page 6
— & B4 TLAHNRY Y HIRVUF Y
HFEREDEERE| RI73HZ3BETIE. BELTHITV, &) HORLEZRITIZ &

ERRD L5

TRALBERITIZ L,
2) Bk (0.3%%M) : BEREARRH LI

HLOBENHDDOT, BEEZTHITIT,

Bl EEPIEL, ED

BENBOLNEHACEEEEZPIEL, &
HIRMEZITHZ & ,
@ﬁﬁ%ﬂﬁr(ﬁFT%m):ﬁﬁ%ﬁ%E

BHELLNBZ EBHHDOT, BIEE+HIC
1TV, R, BA, CK (CPK) k&, m
PEVRFIA I EEERS bbb
AT, BEEZHIEL, BERAEBEEITS
&, Eh. HUGREREIL L DANERE
DREIEICAERTBZ &,
4) BF€ (0.1%%KH) : BRarkbdbbhb &
D|ENRH B DT, ﬁ%mwwgnt%A
BEERIEL, @EORLEEITIZ L,

5) MEFE EEFRHEY ) EREZ OB
ERHLONDEZERHDBDT, RENRD
b FAiE, Ebic®ZEs2FIEL, &Y
RAWBEITOZ &

E)a%ﬁmﬁoﬁﬂﬁmﬁ%®tbﬁ§$%

)7 DD EIER
DL 5 RBITERAMRRD b - BA&ITiE, z%a:
B EE. BEPEESOBTRABEITS Z

RS #EIRER AE 1R B¥ (Stevens-Johnson JE %
Eﬂ(ﬁFT%ﬂ BREy+HIfTY, BE
RBOONEAITIREE2FIEL, B2
ﬁ&i‘i 1152 &,
EHEBBUEERE EERHAY) . MHE
RELTRE, BENRALN, EDITHFHEE
EEEQEEEE, U AFERE., BmEkE
N, FERERIEL, BAVY VBB &SRS
BRECEERZBBUIERESHLDLNLDZ L
BHBOT, BEETHTTV, ZOLH 7R
ERNB D bbh i BaicidksePiE L, B
G BEITO Z &, B, BB, BEF
BEEELOEREERD 3 WITEELT
B EBHEADTHEETHI L,
Fr#. FFSeEES, &E EERHEY)
B2 THIATV, BEBSRD bNEHERI
BEEPIEL, EOLABEITY>Z &

3)

)

2 ZooEIER

&@ioﬁﬁwmm D bR HEAI
§;mb\ﬁ§\ﬁﬁ¢m%@@@&%

E%ﬁb:a

1%Ll | 0.3%LLE HETH . HEXH
b 1%k 0.3%%H - 3%tk 3%RiH )
& R FFRERR A, | MR 5 B - |(ER. e R, CAPAKE, |EREE. O
vy F BRI WER | DO TR | KW SERE BRE |¥. 340
AR Y Bk, RS, R, [—X 2
B D T, B
KB R AR, B[ EhsEE, S e, SEELIRIE, WiEE
UV #% Fod., RRg e ke g TR, RE, B
= TRERE, B, TR,
Y TIRE, 55l (50w, wbE|MAE. & Foy
= RAMH. ZE(E0RE, KP|AVFRA|| B R BiE, RORER. Z (B0 axE
K5, WE. BBHE, 15 OF|E. B, # o
B 4, R, A |WEEEEE. ||| R BB, %%, 85, # |SpaE
#, VE R0 -7 WS, TOE
%, BREE, &, <=l #isE Bl G, B,
BER¥ 7 %45, B ARE, BRETR,
ol B, LR R, TA.
R EER EEIEEE. BaE % R HIERS . RHTLHE
BE (. |EEE, K|S 34 e— |8 B2 o R, BBk
B, FH|EE, #«F. B|X X, RiE|EE B, ~Erary
B TEEEE, BRIk VAXEY B~ 7Y b
R, R, REMR. |—, REEST Wb, PRk,
BRA (BREREY | fod: HFE SR, BER
V., AEIBE. BOE, SFERRRERHE
SRR, BBk H0, I /MESoR
B, RE, F BIER BLE, BiE
R, & WR - RREL, FREEHM,
s B TS

PFIZER CONFIDENTIAL




JLHNRY Y FM 1.7 FAERDR—ER Page 7
— 8 A R AV AU M HIRVFY
FEREOHEE| (03%) (o3%)
oLy N A N
ok | /::r:: 0.3%%k | AT 3%L1E TR RO
REE B, #[RERE. B AEXE, RIBRAE. 2| F B AST(GOT) # fn .
8. 1’5 (M HIERR . B|E. BhigE. ALT(GPT)#& 0. Al-P
BT . REEFERREOE #hn, v-GTP 0
%, MEH|LREOCHAN #oih |CK(CPK) # |, BEE, Mg, | hEsE, 7
m, FBE. |5E, IRIE, v o | R BIE, HEE | E, BR
R, IREIE| ABL VURA T, EREDE, R
Bk O|E&EHE | 55 TR B ERFHE | REE THE. K8
B B EV W, &k, B, 2
= #4417, LDH 380,
oL BiE % — K & = [RtERR FRERRD . BESEM,
&= Tuys 8 MEERD | &R - &,
IR, AR AIFEER
MR, iR T BRSEODEETRH
W, Lo
SR
m & & BIME, 12TY [{EmE
- .
IR S, P R BIRER. M| BER. &
iR R, WO, |, MR
Tt B BN, BRI
BE
H B EN., BESEE. ¥(REES, 9Bk TR
& O, THL B, TR, | BRBEEREE
B, | EARRE, ON|RB, L,
% % R
B R|\RS TOEEE. IRE| L ITE. B|ES
TET JRERRIE, B2 [T, EHRD.
AR R e
=
5E®% EEER. 5 H | AR, &
RE WG BT, SR, R, EERE.
WA PORER . W EDE | F B R
BiEE
TR U RksE HRER |ZR. RE
R BB
&
o ER, Bk | MFEEIE, 14
RO e, ZiEbERS, &
EEE LE AR, LB
W, AR
fEILEEX
2 5 BRE, O|8E, ERZ RS, A%, B
E R OB, 5F. B AR #5(EE S
& 5 BH& 1T B MaF . BETR
FikiE |E. BE
HE, B
B
BE sl - &
=R 0%
nEE
BHAE
BT BB 38 IFHSRERE
REE
e K B |ESM | CPKCK)|AERD, M MEh Y v
7= i, oo L PREEM | AR
T F =8,
M7 I5—
A ) /N
AST(GOT)
fn. ALT(GPT)
g
& EARAEREICA T 2 EERT — ¥ B LU
AHRET —F 2 E LT DAERH

PFIZER CONFIDENTIAL




TLANY LM 1.7 AERMA—ER Page 8
— B4 B LAY Y HRRUF
EHAEDEE)S BlE~DEE 5 EEE~DRS

FEE CTIBBESETL TN Z &8N
O, JVFTFr I VTSR ERBELRS
2 BREHEBZRASTIRE. BEECRETS
&, [THE BRECEET B HEREOER].
MEERE] RO TERYEE) OES2R]

ERETHBBENMETLTWAZ EMNB N
D, IVTF=r I VT oRERBEICEE
B BERBERHT IR LYEECRS TR
to [MEERE IRV TEWERE] OESE]

6. TR, ER. BABE~ORS

(1) S5
EREXER L CWAHRREO S 2 AIZIX,
BREDOERENERELZ LR LTINS
BACORRET S L, [BEDORSIZET
BEREMIIHET LTWRY, BMERT, KA
¥ RAE, BRMREORAR LR BRER,
BGBIES) | HER~OEE (KEEKT. £%
ROBKT, BEMBERISOET, REEIE., £
FEEEICRTT HEBE) RRESNTWVWS, ]
(2)1R5L5R

BAPOFATIE, AFEEPIIFAEBRET X
BBZE, [(KHET v bORLHFIBTTAZ
ERPEIN TN, ]

6.0718. EiR. BARE~OKRE

(1) EEFITEER L TW AR & A7 AT
13, R EOBEREN GRS EE S L H b
ENEBBCORBETEZ L, [BHER
T, R HERIZEEBE (=UvR) R
TR - BRIER (T v b)) | FEREBEEL
ZOWEM (THE) BRHREEHTWDB, ]
B F OB NIIAFIR S PITIREL 28T
X¥BzE, [ PAHFP~BITTARZE
BEHBENTWDS, ]

@)

7. NREADEE

EHAKER, FAR, 2R, SRR
9 AREMEITREST LTV, (ENERRR
WRBWTHERRRITZV) BT Tk
DBFEHENEL . BRBERARE (600 mg/H) &
FZOBREBICRV T, FRSBRER (BRES
TLERUVHEELY) RORE~OHE (—Ek%
DEREHMMA) BHRESHTVDB, Tk, &
KERFED 2 282 5B% CHRESEIER
ISOIETR, 5 BFOBRECTRERLHOER
NP|EEN TN, ]

7NRE~ADES
BHARER, HAR., LIRXIE 3 BRmONE
ZxtT A RAMIIHESL LW AW (BNERRRER
BWCERRRII W) . 2B, SETERS
Nz 3~12 BOMBRUO/NEREEZN&E L LT
BERRBR T, AFREFOBRBELALE. BE.
EHRASZECEEREORBRRN S REL
HEELT, FRICE o EFEEINTNS,

8. BERIS

(NER
15g FTORERESHFAPHESINTRBY ., B
BEREFICADNERERIT., HEESE,
R, SEELIRTE, # O o, B, BHEFED
RETHD,

@@
RHEFIE 1T 5. AFITMIGENRIC X b E
ENBZEnb, BELTWAEROREID
S LTMREFOEEEZETs 2L, [T
WEhie| DESR]

8 BERE

(NFER
SEIZRBWTH AR F Ui 49 g TTREA
BELEFABREIN TS, BEEERIC
AR ERERIEZ. EEEDEV, BHE,
TEARRZGE, [EIRRAE. EIR, BEOTHT
»5,

(2 E
RHERIEEIT . ZNE TOHTILMRENT
PRETAZERBEELAZEALHREIN
T3P, FAFNIMBENTIC L D BRETEET
HY, FBHELTHIEROBEILS U CMK
BINOEREZERTIZE, £, BEEOE
EEBREFICR LTS, MKETOEREEZER
52 &, [[Epak oBEsR]

9. HRLOZE

HRIZATEE - PTP AIEDIEHRIL PTP o — b
BRoHLCTRATA L >EETZ 2L, [PTP &
— P OREEKIZ LY | FEVGLA T A3 A B R~ A
L. BB EZB I L THBRAXZEDEE RS
BHEZBRTEZ EBMESNTNE, ]

LERALDEE

(1) EHFIZATEF . PTP BEOEHX PTP ¥ — b
POERYVHLTRAT L SEETS
&, [PTP — FORRERIC L Y, VAT
BREHE~HAL, BIZRELERBZL
THBIRREDEEZRAMHEZHETSHZ
ERREINTND,]
AFORBEETBRORBEZTHDOT, ®IR
TORELZET, HLWEZATHRETS
LHEETHL,

@

PFIZER CONFIDENTIAL




TLHNY L FM 1.7 RERZ&KR—ER Page 9
— BB £ R TLHN) Y HIRUF Y
ERALOEE |10. TOHOEE 10.ZDHMDEE

()N CEBENTARBE ELEROTTA»
AEICBIT S, TAPA., BHERSLIS
& L7 199 077 R BERRBROBEE
Rz T, BRSBRVBERERORED
VRIZR, MTADPAERORABETT 78R
BHLHEBELTH2 FE BITANLAERE
B 043%, TR 024%) . FITAD
ARDORREARETIX, 772 RBEE B2 1000 A
HED 19 AZWEEHEBEIN: 95S%EERK
B :06-3.9) , F/=. TALABEDOY TS
N—T"Tix, 77 REL LR 1000 AH72Y
24 ABWEEEERLTHWDE |
EAKIZES CHRTAPAEE LTRREATY

BH, FIICBIT BEFOLEE - RIT TR
PEREEEER, REGRECEOIER) T
b3,

(2)2 FE D= 7 AR AFHERRICE N T RRE
KRAETOYH e NREED 6 fFLl LD
BERICHYTAIREOREIZLY., &K
FRCHERBEORARNEM LI OH
EBH B,

(3) 2 FFMDT v FBRARMERRICEBWVWT, &KX
BEAETOEYE MNEEED SEL EOR
BEICHYTIEAEOREICRY., M7 v
/Ty MIBERD NI BIEEHEOR
BEPEMLIZEOBRERH D, £z, Fv
b &AW B AR T, KREET
D UC-T VL H Y AR FTEOERITM
BEMEEACDOHEBIIS OBHRTH-
725, T v b 13 RO 52 BRRE RS =R
BRCIKBEIIRTI2EEBITFED LN RH
STz, RICET2EERORRFITZEHR
BLoEL., #REPHMERENRELE
13 BB EOENBERBRO T T RET
1% 9.2%Iz%F L. 4B 150 mg/ BB T 12.6%.
300 mg/ A BT 11.2%. 600 mg/ BT 19.6%,
EHBRERBCIX151%Th o1, -, B
FRBMERREEICE Y ERELRHE L L
7= 13 BE&SOENBERRRO 7 7 &R
T 3.0%izx L, A< 300 mg/ B # T 6.7%.
600 mg/ B #£ T 8.9%. B 538 TiX 7.3%.
BHERRIEZ R E Lz 16 BREREOERN
BERRBRD T 5 R TIX 2.8%i2% L, KA
B (300~450mg/B) T9.2%., EHIEE5HAR
TiX94%ThoT,

DT v P OZHRERVCIERREAICET R

BICBWT, BREBEXAECOREYE VNEE

B0 8EHU EOBREEICHYT AAEORS

LY, BREFEORAHEEREMLZLD

BEXDH D,

1) BN TCERINEFREZEOEROTTA
DAEITEIT A, T A, BEEBSLN
Bl L 199 D7 T RARERRROM
FERICBWT, BERSERCEZEM O
BOYVRIB MTADPAERDRABKETTS
EARFELEBLTH2EE FLTAMARE
RFAEE : 0.43%, 7T EREE:024%) ., LT
APARODIRABETIE, 7T RBELHN
1000 AdH72 0 1.9 ABWEFEEhE (95%
KM : 0.63.9), £z, TADPABED
YT I N—TTiL, 7T 2REE L~ 1000
AHTZD 24 ABWEHBEINTWAS,
SHENCRB VT, AEIREFICRERE R
RIENRPEH SN TV B, BRIECHE, T
AP BEILB T DHEEOBENTH -
77
FEEREMEERRICB T, AKITIT >
b, wUR, FADOKBEIIERESE 10~12
BRRILL Elch o> TH ML, &5 120
RIS K EENBEETHZENT v b
THEREN (v U A, VA TRIELFERZR
BLidok) . 7y RO LD 52 ABK
HHEEEHERBRICB W TKBEOELILER
B oot RICBET AEIERHORBRR
B7I5eRBLVERCEL., 12 Bfks
DENERRBRO T T 2R T 3.7%I1CH
L., A&l 1200 mg/BEET 11.6%. 1800 mg/
HEET 7.3%., BB S TILS57%THY ., 12
AR S ONEBKRBRO T 7 & A8 TiX
6.2%izxF L, A1 600 mg/H A5 1800 mg/
AIRE5#T9.5% M5 29.6%. FHIBRE T
17.3% Th o1,

BAURMRE QEMRDRS) 2B\ T,
5y N DOBEDIT 2000 mgkg/ B (BRER
FAE 2400 mg BICBIT AL N2 HBEE
(AUC) @ 11 {FicHHY) CHERRERE
BEOREFEM LI DBRENDH D T v
+ D FERRR BRI 1000 mekeg/ B (B
KEERBE 2400 mg/ BIZB 5 & HE
BEO 7HICAY) CREOHEINMIZEED N
P, E O T v F RO T XT3

@

©

BAMEIIRD b zinoTe,
(5) BRARBRIZBWT, AHOEFEEORREN
IEFHE S TV,

$ETZ v b0 7 BERERRICBWT, B
® 2000 mg/kg/ B THIZAR, #ED 1000 mg/ke/
AL ECRIBOREMIHIARED bhi,

(6

Bt XED
ER A H

2011 £ 7 AT (B4R

1 =

PFIZER CONFIDENTIAL






