T4 LT TEEEE
IR & F

FERICRHRESNBERICEIEFRVRBTOEEER., ¥/ T HKAFHITERET S D
THY. SRFREBEERALUNOEFIBMICFIRAT S LEETEFEEA,

B/ 74 %A%t




/716K Et

T4 LYTSEHERE

1.4 FEFIRR

Date: Total number of pages: 2

Page 1



1.4 PR
T4 LI SERER

1

FEEFIRR

S

o e,

=l
SE=II—=

H L

Page



/716K Et

T4 LYTSEHERE

1.5 BEXFERDEER VRHFEORRE

Date: Total number of pages: 7

Page 1



1.5 EEREXITRER ORER VREDEE
T4 LITSHRAERE

15 EBEXIEFERDBIER U BAFE DI oo 1
=] <SPPSR 2
E = T O U SRR TTTTRPTRT 2
1 R T HR DRI R B DI oo 3
1.1 T UL —HEXARICETIEAFIDERITDUNT (e, 3
1.2 2O =SSOSR 4
1.2.1 s R b Y - PSSR 4
1.2.2 BRI B T BB oottt 4
2 BB UMK oo e ettt ettt R R R R ARt e e e et ettt n e 5

F1l T A LT TBIABEITAR D BHFE DRI oottt e et et e e e et e e e e e eeeeeae e 6

Page 2



1.5 EEREXITRER ORER VREDEE
T4 LITSHRAERE

1 EEXEHEROZEERURAREOERE

1.1 TFULX—HEHEXEBRICBTAIREFIDERIZCDOINT

T LT —PERRIT, BIEEREEO S Lo, S RORALZ 3 EMET 5, SkEO T/ v
NE—MERBTH Y ZOFERE K OPUROE D Il & FEIMEIC 0., fiE 0% =N
BE, ¥=7x L %PRETDHT7 LAX—HEET, BHIEFIATOE /X, bLOWET X 7 EDfths
PR ET D VDLWDLIEMIETH D,

T LAX —ERREFIIRIEMIIT L B ARSI b BAZ O HERNH 5, SPERITFHNE
ThHY, 2WER E UTHRE, BEIREES, MR EEREE R ENSI SR I SN2 L0 dH
D, ZNHDIEROIZDEREL L LDDZERMOLNTND, TUAX—MERBEDO I A VT 1 -
47 + 74 7 (Quality of Life, QOL) |2 b BRI 2 DITHATH V. LAV EE OWA I 1T MEIRFEE
IZX D QOL DIK FRFE LW E DOHMENDH 5 (1)(2).

BIET VAR —MaRBEIITETIHE A IAEAZET2EADNHVLNL TS, LasLan
e AZ I VOB T 5HIT, < LoARait o T2 RIZEm < 22 &b, S
FERDIRNVEE TIIin A 2 N =3 SEEAAT A N, SEAMEHREER AV ST
%o LxLemnhinA 2 b U = 3TBIEIRIZRH T 2 RN E L | EEOEFOFHANHER S
THEVE)). BMTLHL-DHEVFEHIN TR, BEZEH AT oA REIIZXT oA FEOR
TERZBRE L0 a7 74T U ABIAWBEERTHOLIUI K@), BEIIHRG%L2EDL 10
FEL LeARRmzenteZ E 2T R T b20nG) e EEHOBEOLT LbLInH 5, mmf
MAE PRI (o ARARAIIEL) 1XEH & LCHIMEIZH 2 b 0, difeff HIC X 0 RO R 38
<720, HRABKEEIIE I TIER U, Hlo CHERIZEE L S SRR Z T &0 2 BIERICH D
ZERBHY ., DX RGADIEROUGEIIZEEM A D K 02D, oo MAIE 10 HLINO
ML ShTn5,

KEE L LT DU TIET LS MR RS CTREIEREZH T2 B TIE o BRI D 5
BH|TH LN DRI KEMEME IR S VD VN RERPMEE 25720 K 9 o AR
PO OFINIEL HNDHNTEZGS), TOFTRLVEHINTWDIONT VYA R2T7 = RY T
boleZ binh, Pk AZ I VIREBRMREEHEZET L7 VA =7 = R VEMAGDE T
0 ORAFINEEER S, A STV 5(6),

AIIZBNTET VA =7 = Y U HEBROBANIIGE TR0 TR PNARSERGE (@A)
AGRIEME | ([CRRIEROBEMA BRI E LS E LTRE SN TR Y . BHERVBEEEM ZBIER &
LTAHTHE MR OH e A% I v E OMAEDE TREANRESC)OH TS Sk ER
AW BTN D,

Bt 2% I 3T Bl U7z X5 ICEFHERD MW -0, IREDFRINDLZ LD HE
B IEHR T D NRMER 7 EREITIERF T2 NTIFHERRE S T un 1), 207k, 29 LI/EEICHESE T
HEMIEIROH DT LAF—EERBEICH LT, AT — K« RT3 =<V AZRERNT EN
REB S, Pt R X X UHEOFP THEFEHORENIEF IV nE SN THLH 7 2F VY 7 =
FTUUERBENDE, VA R T 2 R U EMASDELERIOE S ZRBET LI EIIERIOH S &
Ez N,
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1.5 EEREXITRER ORER VREDEE
T4 LITSHRAERE

1.2 FAXORE

T4 VT IRAEEL, 72XV 7o UUERBE 3 0mg LR T VA R 7 = RY v 60mg EEA
THEEAITH D, AUAIOBIFIZER LI/ TREICTHIR STV D Allegra-DI12 (7 =% Y 7 =
DU 60 mg, AT VA R 7 = R v 120mg 2 &A) ORFHEMZIEIC, 18Eh07 YA R
T7x RU & LTORAEIEN 10%LLT L7 X5 BIEA O REZE 2 TR Lz BARENBEHOR
BHITH D,

1.21 @S HEIT LR

Txx Y T2 F VO UEBIE LR T VA R T = Y U OREH] (Allegra-D12) DBAFEIE. B0
KETORAFIBIREOBHIEAICHE T, TS TV D ZENZ N0 HERRA] (Allegra 60 mg / Sudafed)
& AllgraDI2 EDNRAFT XA T T 4 lREEL, 7=2F Y T2V KRV A 7o N
U v NI FRORSENENGEA S 7= 2 &0 BAAGRHFE 1TV, 1997 4F 12 A I K E THER
Nic, O, 20044 10 HIZIL 1 B 1 [EITORMZ "J6E & L7z Allerga-D24 23 KGR S iz, & HIZ,
2011 21 AIZIFAA v F OTC H & L CTRRB A% T, BIfEIX ALLEGRA-D 12HOUR ALLERGY AND
CONGESTION } (! ALLEGRA-D 24-HOUR ALLERGY AND CONGESTION 7% OTC 3£ & L CTHRFE &
T\ 5, Allegra-D 3V —XO®EITKEE Pbic ZhE T30 pEU ETER S, JE] 2
B )P =coiicMs 7 —#ic ks & I treatment pays) 23005 STV % (IMS
T—H)

1.2.2 BRIZHITHEH

AARENCTORIE 2 M 512872 > TILEIE S EES R AP & OEIEE [ FHPMGATER 21T
W, XY T U T A R T = RY VESKIE T =% Y T =Y R O
IREA] (7 V7 T 8E 60 mg) DFEXII A 4T XA Z T ¢ 3kBk (BDR11250 i 5R) . AEORER
B (ALI 11251 388%) RO 12 m&bl FOEHET LV X — B REE L RICHBE T VA F=7 = R
CORERFIE O T =% Y 7 2 U U T A R = N VB RIO AN et A
BEtd 5 Z 2B E L8 /ARG R RER (EFC11243 #BR) % EhE L7z, TORE., AARANIE
T DFEXEINA AT XA FZ YT ¢ BEORE, AL OLZEENHERINTZZ LD, AT
DORERFRBREEITI 2L L Lz, 2B, 72XV 7 =¥ U ERE O JER R OB XA T ok
RHFBICBWTEICGIHEA A THY, VA R 7= R AZOWTH R AERSLORS & LTER
DOENTNDEDTHFARBENRENTVDHD LML WD, A EZHH LIZEA0ERY
FIAEAEM 2 3 REMEI MRV L B2 DD 2 &0 B ENBER A D 5128 L CEINO IR RER X
MBI Z EZHOW TSI CHERR O L, F&hE L7 -7,

FETHRRE X ITRNE., HELOCHBEIILL T LBY THh 5,
[ZhEE TN E) : T LA —PhEk
[FHEEOHE] @E, RALO 12 Eo/NRIIZ 1288 (7Y 727U EiRiE L L

T60mg MO Y f =7 R & LT 120mg) % 1 H 20\, HLOY DOZEMEIICRE 0#& 54
50
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2

1.

S Xk

BT ULX—BENA RTA MNEREES. BT VX =N A T A —@Erak & IEHiE
—2009 4EfR (KRTHE 6 k) A (BR) T4 7 « ¥4 =2 22008, [EFIE S 5.4-1]

H fo. B LL— — L & BRR — SUERR. KR E 3 S v —F 14152005, p.369-72. [EEFE =
5.4-2]

KA BT B & 7 LA — BRI T 28k -fia A =2 B Y = U FE(LTRA)E TV A M
¥ 7 LT (R), ¥ 7 L A(R))-FEH 2008;27(11): 1070-4. [E K5 5.4-3]

KK . AIERERE 2R L L7 VAR —3RICET 5 7 o4 — F 4. Prog.Med. 2009
Jan;29 (1):218-24. [&EE B 5.4-5]

J. Russell May, Philip H. Smith, % —=. 7 7 —~at 7t — (&) —JHELEHENILOT 7o —
F—. WE:T L — 2 HHRi;2007. p.507-22. [EEFE 5 5.4-4]

J. Bousquet, N. Khaltaev, A. A. Cruz, J. Denburg, W. J. Fokkens, A. Togias, el al: Allergic Rhinitis and its
Impact on Asthma (ARIA) 2008. Allergy. 2008 Apr;63(Suppl.86):55-61. [E£IE 5 5.4-6]

AR BN 2 ik AY I VROBIRATIE) DI DN S D HI SRR O HRIEEIER. 7 L
/L3 —H}. 2002 May; 13 (5):434-42. [E KR 5 5.4-9]
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16 NNEIZEITHERARRFCET HEN
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1.1 RKETODIETE » BRTEIRID oo 3
1.2 KELANADHBETOREER = BRTEIRII oo 4

® B X

# 1 KEIZHITH ALLEGRA-D12 /24 OA&AFRIRIL (2011 2 1 AFHA) oo 3
# 2 KREIZEIT S ALLEGRA-D 12/ 24 HOUR ALLERGY AND CONGESTION O z&F kit (201149 H
SR 4
RKI3- 72XV T F VIR BT VA R T = R VA IO EE R ETORR - ekl CKE
g S ISR 5
4 -ERNEAAIE21L OTC & L TOMKGRE K OHIEEL (20124 5 HFFA) e 6
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16 NNEIZEITHERARRFCET HEN
T4 LI SERESR

1 SETOER GFr) RUERARER

T4 VT IEERE (LU, AFEWS, ) X, ASE LT =Xy 7 = U U (FEX)
ROV A4 R7 = R v (PSE) ZHAEHLELEAHITH 5,

AFNL, WS CTHIRESNTWS 1 H 2 [8A] Allegra-D12 (%04 & L C FEX 60 mg / PSE 120 mg
LG LA o®AIEIN 2K LT, AR ORI S OB EHIZFRI L TH LR, VA R=7
= FYORAEIENERED 10%LL T2 2 X 5 (CENAITICRE L2/ Th 5 72 B TIER
KB TH D, LN LN, [FA—B 2y &G 7= FEX 60 mg/PSE 120 mg A&7 & U FEX 180
mg / PSE 240 mg B2 &K E % 13 U 20 2EHL ETHRES A THY . ZALOM@RbAATHS &
Bz, RETITZENSIZEET 2 4ME TORGE L OME LRI 2 Fld 35,

1.1 RETOEER - RFTIRR

1997 4 12 A\ZK[ET 1 A 2 A 55K TH 5 ALLEGRA-D12 (FEX 60 mg / PSE 120 mg Bl A5E ) 23,
2004 4 10 Ai2i% 1 B 1 [ 58K TH 5 ALLEGRA-D 24 (FEX 180 mg / PSE 240 mg Bl A 8E ) ASEEHR
FBLEAIE LT, TRRAKL DN 125 0L Eo/NEOZFEFIET LV —ER RIS &P, < Lo, BN,
B/OFMHEEDZ 5 e, IRE 2 FERE, FIF/FEI 72 & OFEROFER | Z2hHE - R & L URRES iz (3
1) .

&1 XEI<H1T5 ALLEGRA-D12/24 %K (i £ A7D

Rk 4 ALLEGRA-D 12 ALLEGRA-D 24
APBREAB* 1997 £ 12 B 24 H 2004 £ 10 A 19 H
X -88 FEX 60 mg / PSE 120 mg B2 & &% FEX 180 mg / PSE 240 mg B2 & 82

DEE - DR | BRARV 12 RULD/PDEOFEH T LILF—HESRITHEIRE. <LoH,
iR, R/OFBMWWEDE SE., RESER. RR/FEMGE EDERDEM

Ri% - RE 1E14E. 1H2H 1TE18E. 1H1H
*RAYIDEER

Dk, 2011 1 HIZAA v F OTCH L L THEF 4, ALLEGRA-D 12 HOUR ALLERGY AND

CONGESTION } ) ALLEGRA-D 24 HOUR ALLERGY AND CONGESTION N E/E OTC # & L CTIRGE X

nNTEL (F2) . BEEMARSH THS ALLEGRA-DI2 TN ALLEGRA-D24 [ZR7E STV R0,
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1.6 HEICE T HERKRRFICET LEH
T4 LI SERESR

# 2 RKREIZHT5 ALLEGRA-D 12 /24 HOUR ALLERGY AND CONGESTION @ #&F2IR iR

( E EER)
R4 ALLEGRA-D 12 HOUR ALLERGY ALLEGRA-D 24 HOUR ALLERGY
AND CONGESTION AND CONGESTION
OTC & H 201141 B 24 A 20114 1 B 24 H
#|% . &8 | FEX60mg/PSE 120 mg B &4t FEX 180 mg / PSE 240 mg B2 & 8

Zhee TEMHEH D VSO EKED T LILF—I & % TR D —BERIZHEH -
g1, <Lodk. 8. RESER. RR. S/REDT SFE

SEOENDERH

Bl&RES - MK VEERO— G ER

ST O — R AR

R - g 1TE 148, 18 2MH TE18E. 1B1@E

1.2 RELUSOHNETOEE - BRFTIKR

TFE, TITUN, A=A RNZ VT E, 77 AV B ROT VT REERE A I A EE 29
DIE & %\ T2 T FEX 60 mg / PSE 120 mg Bl 57 & O'FEX 180 mg / PSE 240 mg Bl &5 7 25 4GE S 4,
20 Bl koE D s viEtkic ot sn T2 (I ER AR o £ 3 KELSO EERET

OGS« lRFetkiz ., £, RAZERMEGAIH 20T OTC & L TORGRESH 2 W id s CRkE
aite) &,
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1.6 HEICE T HERRRFICET LEH
T4 LI SERER

KI-TxXVIzFPUBBEBE EBRIVARI T N VEEFIOETELETORR

- lRERRE (REZERC)

E& hr4 F—R+SY7 B/E T2
ﬂfﬁﬁé* 1999 4 3 A 26 H 200018 5H 200048148 1998 £ 11 B 24 H
554 Allegra-D (OTC) Telfast Decongestant (OTC) Allegra D (OTC) Allegra-D
1)
ﬁll}g FEX 60 mg / PSE 120 mg B2 & &8
"EE
BYIL BARU 12 U LO/NROEHE | ARD 12 BUEO/NROBIRE & | HARY 12 RULDDMNROFEHMET | RARV12EULED/NREOT L
PR | FULF—HERITES BOSHEZESSHMERCEEET7LIL | LILX—HERITHES LE—HMERIZIL AN
. . F—HE% EMEEEL) OTFREK i - Led. BEE. FRUVEDNZ
o Lo A LS o o S SR R/HEIO | S, ARG E. LREO
BADZL D, MRT SRR, it T OREL RT O PR WER/ M. | 5 5 f@ieic & BER EERT
{5/ Fe L DREA o BIBEERUBMIED S S, < Lok, Wil 7 /A K27 = RY L o5 | 2
o BOZ S, B TR, IRE D, DA T PR
o MPREIR O —EERYafE N D 2 5 5
Fﬁi 1B 1468, 18 2M@E
A=
* RYDOEER
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1.6 NEIZHITHERARRFICET HEH
T4 LISHRER

=R 4-EERBAREFIFERIZOTC & LTORZEER USSR (2012 4F 5 A H)

EERAREFIE LTOEXRZEER U OTC L LTOEREE
FIWEFo, TN, TSP, TILRA, FY, aREY) XE. A—RX+S5U7. hH5. &
A, FEIZH, 97 FL. M F.AVERVT, Ov<4 &, BEH, xL—17F

N FASUEBEBTUTAIV, INFRB Y INFRLINSTTA,
RN)—, POHR=L, BE. F34. bY=F—FK - kT,
IWNTTA ARRXITS5, RUET. hoiRDT

&5t 24 DEH B L[S

55t 6 DEH S L[Sz

AHNDOEFEGTRET =5 v — b KEOFSCEOE L OKEORMNICE (30 2ARTHITH
4%,
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L6 HEICE T2 ERKREICET 2EH
T4 LI SERESR

ALLEGRA-D" 12 HOUR (fexofenadine HCI 60 mg and pseudoephedrine HCI 120 mg)
Extended-Release Tablets

B R O TR

ALLEGRA-D 12 HOUR REEIX. 12 LA ED/NR K OB AN DO ZEHINET LV — P @RI LE S ER
OfEfM G E L, < Lok, SR, & OF - HEORERK, IROBE-K. iR, BRossiim, S
72 8 DIERICRNER S 5,

AKENE, 72XV 72V UEBEO e AX I UNER R VA o7 = KU v oFi&EAER
DO HNRKD ENDGAEICEET S ( [EEREKE] OEE2SH) |

P, =/
=

n

ALLEGRA-D 12 HOUR D %55 (2% LIBUE D & 5 BF 121X, AAIIER TH 5,

AHNIT VA R 7= RY U aSE LTEATHASTD, MEAENE IR0 H 5 8E . &
N/ 7 2 U EEESE (MAO) BHEMRZ G L TWA IR G 2HIE LTS 14 BUNOHBEEITIT
B ThD (HEWHREER OEEZSR) . 7o, BIEOGME ILEEIIRE B, K ORI .
SEEAPRERICEL . SUIFREL DTS & b DM OFEAN 6 UFr A 72 ek - 2357880 B2 B3 1T
L TH D, RRARRRNEIRIZ T AR R R - BE L LT, RIR, DFW, B, Kk, <
AR END D,

BwE

A, HER, MmO R, IRE B FURIEEE CHEAE . BHEREREE . AIRIER D & 5 A
FNCRBEMHENER T I V2T 5613, BHRICRG T2 L ( 15 OHEESMR) | QR
VERT 2 A3 2 L CORBE A A U0 . RIEZEITERERZAETCDLZEND 5,
R LEORER

—x

BHSREME T L TWAEE TR, 72XV 72TV RO VA R 7 = R OB EN -,

BHE 1R 18) 2o T 228 (TRRERE) kO UL - &) oHZZH) |

BE~DER

ALLEGRA-D 12 HOUR $E% # 59 2 BE 21T, FHIET LA —M 8K OERER O 7 DIZAH
BHT5Z L EBBL, L@ ICARERAT DX 28T 5, BrRARZEXTRAL TR
B2V, MR, HE V., UIRRNSA CEEE, S a2dhik L, ERICHEET 2, bz, —
MHAERGL O e A% I VRO S MRERE AR ZHH Land 2 BET 5,

ARHFINEZE DRI LIBBIE D &H 5 BF L, AFIZHEH LTI b2y, £, AKFNXT YA R

T7x RUEBSELTEATWADD, HREARNEXIIIRAOH 5B, €/ 7 I U BLEER
(MAO) HEMRZFEE L TWD UIEELZ DI L THE 14 BURNOBREIL, AFIE2EH L TR S
R, BT, HIEOEIME T EBREBEE BHEHEZRT & ThH D,

Page 1
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L6 HEICE T2 ERKREICET 2EH
T4 LI SERESR

BERR A ST AT, ARFIO S OBTERI SR 7 ¢ v PRI ASNC KT HEIEN Y 227 L0 K
TWGEERRE ., AFIEZEA L TUI 620, AFNIZEERFIIKE & HICIRAT 5, SEAIZZDOEE
AIATe L DT L, BATZ D RENZ D LTI B 7220, BRE DBITEARZIC AL, /NEDOFDfEH
PRI U723 LW TR S 5,

&I, mOEANHE L EORTES S A EE ISRt s 2 b s (TG - &) ©
HEZW)

EKFEEER
TR T o FUUHEBE R OERRE T VA R 7 = R U %, LT BV Oy ERE |- %
KIE S 720N,

T7xXY 72 URIEEAERBH Sy (B 5%) ZEBMIE T REINATVWD, Ll V=
XV T2l VUEREE r ha Y =TI 2aw A U R LSS, T Y T )
CrUOIMEFRENR EH Lz, mY Aa~vA X hat S — L OEYEREIZHT L T 2 Y T
U OEBIIR LN o T, BIAICER ST 2 EORER TIX, EEIREO LM T TR
2 (BakBr24B) 72XV 72 F VU HEME 120 mg 2 1 B 2[E HERAED 2#%) =) Au~<A
2500 mg & 8 WEEEXIL S b)Y — 1400 mg & 1 H 1 [RIGFABG L-, ZORER, 7%V 7
;U A MR LU EAIC L. T A~ A Yy Xt ha b — L E B LT ERAIC D .
BEFEGK O QT MMREIZEIT RO hoTe, IRFIZHRBROFMEEEZEH L TRT,

ERRA 4] oxtL, 12KREEBIC7 =X Y 7 = F VU EBE 120 ng
(1R 2EOHERED 24%) % 7 AMEHAZD
EEREBIIBITA 7%V 7 =2 F Vv OEYBIRE~DBE

P Cmaxss AUCs;s (0-12h)
idaiE S e
(RENEPRE) (EHRBEORE)
SN = , )
(8 W41 500 mg) 820 +109%
rhafy—n . )
(1 A 1[a] 400 mg) +135% +164%

MBI EOZE IR, WENZ 2 b —/L SRR CEIE SN EREOHMN TH - 7,

EEEOFEAERH OFFIZOUW T, in vitro, in situ, in vivo BT T LA H W IZREII A T TV S,
INHORBRTIZ, HhaF Y — A XiFz ) 2uvA U fHICE T T =% Y 72 F PV OHELE
WINAMEE SN D Z DN RENTWS, 207 2F V72T DDA FT A7) T 4 BRI,
p BEE A EESICBIR LT ERICER L CW D RMEER B D, FoWIUEELISMNC S, 7 ha) Y
— L EDL D7 =XV 7 =V Ukl E, = U ZAa~ A 2 UTEE DS Ot A2 T 5 2 &
23, invivo BiERER TR STV D,

TIA F=T7 = RY &S ELTEATWST=H, ALLEGRA-D 12 HOUR (%, &/ 7 I Vgl
% (MAO) [HEHRZKE L TWA UIKREZTIELTHD 14 HUNOBREIIES TH D, AE4H
RISk LIHIRICER T 2B E3E (AT LR/ A I T30, LBV RY) EOFHT D L,
EIEER AT T A ATRetEn b b, YA R 7= R L e OXX Y 25035 &, BTtE~—2
A —H DIEENTLETH Z &3 H D, ALLEGRA-D 12 HOUR & MDA EARRNER T 2 v 2T 5
Ll DMERICKT HMEOIERNBEICAEREELRETARERH LD, EETLHI &

Page 2
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L6 HEICE T2 ERKREICET 2EH
T4 LI SERESR

( &%) oEZZH)

3 L DI EAER

T =T AR~ TR DG edligd (Maalox®) 254 155LNICT 2%y 72D
WEFEYE 120 mg (60 mg 7 7BV 288) & GTHE, 7=2F Y T2 F YD AUC S 41%, Cmax 23
BWET L, BEMBZHTTIC, TLI=ZT AR 7320y LAEETHlEE LS ALLEGRA-D 12
HOUR ZfHEH L Tid7Ze 5720,

TIN—I T a—R ¢ DOHEEER

TL—TTI0—=y FLoy, Joadnloor—Ta—R L, T2x T2 DR FT
RATEYT 4 LOBBREZMETHZL083H5, Tt B AZ I UMD R E D M O IRD
FHE BB REMEAT 2 -\ T2 3 RO ERREBR OFERICE SN TND, 7 =F YV 7 =7 VU ERIER G
FRICK AR LZEAICHRT, L —T 70— Va2 —AIA L vV 2 — 2 F R LESEAI
L. BB R ORERPEEICIER L, ZRODOEREENSG, Vrdva—A R Mo 7r—r Vo
— A TCTHREOERNAE L D RN H D, 29 LB ALOBRERIIRAHATSH S, I DIT,
TV —=TTIN—I Y 2a—AXFTA LTV a—RA AWl T — % 2 4% 7R R SRR O T —
2 LS UT- RHEMSE BT ClE, 72XV 72 F D0 DOL FT_A T YT 113 36%ET L
TWe, LD T, 72XV 72 VO E & KRG & H7121%, ALLEGRA-D 12 HOUR %
KEEBIRHTAZE (THIE - HE OBEESR) |

AR, BREM, A
ToX VT F U R OERE S Y A R 7 = R VA FIO AEME ., BRI, At
W2 B 2 @B in vitro BRBR I T TV R,

W77 =% Y 7 =V UMgEE (FERRE —REE M T [AUC] ) AT v 7 =
PV OREBAERNTC, 72XV T o F P UERRE O N AEME R O ERE O 2 T o 7, v T AR
VU7 v MK 150 mgkg DT NVT = F V0%, ZREN 18 # A, 24 » AERROHEL LIRS,
DAFPEITRE D b inole, WTFNOEFETYH, 747 =F 2 150 mgkg ##&5-LIcGa D7
=¥V 7 2V D AUCHEIE, b MIHRKHELE 1 HEO ALLEGRA-D 12 HOUR Z#% 15 L7=%H46
DK 3fETH o T,

KEEZFFEME 7 2 277 A (National Toxicology Program : NTP) DOfEBIO FCHEiiIN7=, 7 v M
U~ 7 Az fnie 2 EM OB CIT, TnENiET7 = K v (FY A P77 = B AHp
DOIEFL R 2 b OREEAI VRS &K 10 mg/kg, 27 mg/kg (mg/m” BAZIZ K B M7 A
Fo7 = ROt MIBITORERAHERE | BRAKGELI D bR & LR, 2SAJRMEITER
Do T,

In vitro 3Bk CFEE IR 22K 3Bk . CHO/HGPRT RiEZ2sRZEHRER . T v MU o SBRYL (R H
PER) KON in vivo RBR (= U AEHE/MERER) TIX, 7 oX Y 7 oV U ERRE O BIFEMITERD
LI ho T,

Ty M HWET VT 2V OAFTERMERBR T, ik 300 mg/kg/ B &8 QG U 7= MERE(E AR 0
AEFHREINCR BT R S N2 0y > 7228, 300 mg/kg CIEAE KRB K O K% O RS I3 85 4, 150
mg/kg/ H 2 O H& G LG 10 b EREBD PElE Sz, 7107 =272 150 mgkg KT 300
mg/kg ZRE ARG LIEBAED 7 2% Y 7 2F V0 ® AUC L, b MOHRRHES: | H & D ALLEGRA-
D 12 HOUR #0055 LI-HADK 4 5 Tholz, ~ U RACREE L & IR K 4438 mg/kg
(AUC Dl iz i—>< & & MBI 5 ALLEGRA-D 12 HOUR O kHERE 1 AR A#K5-EDK 15
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%) 2&KEG LIESEITE, MBEEEDOATEREIIN T 27 2% Y 7 =27 P ORI A 5N -T2,
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WEATEMEER - 72V —C ., 7 v MRS FITHRK 300 mgkg DT VT = F T o0& 5 L
ToRES, BABEIEERD N oTe, T 7 =T 300 mgkg %G5 LI2GED 7 =% Y 7 =)
YD AUCEIE, B MR ARHESE 1 H& 0 ALLEGRA-D 12 HOUR Z & 05 L7856 0K 4% (Z
v R) KOV30fE (7HF) Tholz,

<~ AR E & HICHEKA 3730 mgkg (AUC OHECHES< L b MZBIT S ALLEGRA-D 12
HOUR D RH#ESE | AR ARG EDOK 15 £5) Zih LR, WiET oG EER KOG IEER
TR Tz,

Ty MNROTHXIL, TAT 2T PRV A R 7= N v A2EENR 1:2 THARET S
B AT 7=, 7 v MT 150/300 mgkg ZHFHROKG Lz 2 A, BFEERED. BRE O A
ZRE D BIERBIEN R bz, T v MIT A7 = F P2 150 mgkg 25 LT-BA0 7 2% Y 7 =
F 2D AUCEIZ., b MMTHKRHELRE | H & ALLEGRA-D 12 HOUR # &A% 5 L7=85A8 0 4 15T
Hotm, - mgm’ B TREBE, T MBI AHEBT Y A4 R 7 = FU > 300 mgkg &lE, b
MZ¥1F %5 ALLEGRA-D 12 HOUR D g RHESE 1 HIR OB G EOK 10 f5I2FHEY Lz, v¥FicT L7
=DV T A R 7 = KU % 100200 mgkg OEGTRAOKG Li-L 2 A, RiFEERD
NS, IMFT DL, TAT7 SV 100 mghkg ARG LIZHAEO 7 2% 7 2F 2P0 D
AUC %, B MZEIT 2D ALLEGRA-D 12 HOUR O RKHELE | HRE DG EOK 10 f5ICHY Lz, &
7= mg/m’ BT CTR-BE. HiE7 YA F=7 = FVU 200 mgkg &%, & FI31F 5 ALLEGRA-D 12
HOUR D KHESE 1 B O 5RO 15 5124 L=,

TR 2 kb5 & 3 2 U] Ze s BRERBR X T Hh L CuvZeyy, ALLEGRA-D 12 HOUR @ & DIEFER)~ R 7
4 v FRRRICHTHEENY A7 L0 b REWGAEERRE, EIRPIIAFIZHEH L TR 5780,

PETTENELISNDIER, T v MCT V7 = F 20 150 mgkg /% N#5- L& 2 A, HAEFORER
I OAEFRPHEREOICIER T L2, CORBEICBITSA7 2% Y 72+ Y 0 AUC IE, b MOk
KHELE 1 B 80D ALLEGRA-D 12 HOUR # ¢ O& 5 LI=HE 0K 4FTh -7,

LI

TxX VT 2 ORAA~OBITOFRIARHZN, < OFEANIRFILFICBITT 5720, &3
M7 =% Y 7 2 VU ARG T AL AITEERLETH DL, HET VYA R T = R V&%
HIFlcgk 535 L, BAHF~OBITHRAROND, BAFOT YA R27 = R R IRE X
DL —ELTEWEZZR L, AUC (2 X CTHII L7 AL ok &3t AUC @ 2~3 5272
Lo IIA RTT7 = RYVOBAL~DBITRIT 04~07%EHETEND, BEH~OFRGOEEELZE
BL7-ET, ILzP T o0& E52H LT 5020l <X ThHbH, ALLEGRA-D 12 HOUR ##%
s\ 5T 2SI EEL T XxThH 5,

INRA~DEE

12 %Ki D/NRIZI1T D ALLEGRA-D 12 HOUR D224 K OV WEIZHEN, STV RV, S BT,
ALLEGRA-D 12 HOUR D& RS O &I, 12 Rl O/NRIZk 3 5 2ot H &4 8 2 T
%o 12 A O /NN X T D AF O FHIITHELE L7220,

miEE ~ DR

ALLEGRA-D 12 HOUR DGR CTix 65 Ll EOBREOHIT D72 <. KREIDOZNEN 65 A D
BE LB 0B DEHET 2230 Th b, MOBEKRSRE ClL, WEE & HEE OIREFI
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ALLEGRA-D 12 HOUR D5 THH 7T VA R 7 = R T, BrbHtEns L nmobn<
BY., BEEREOHLEE T VA R 72 RY X ZBEHO Y 27 REmnWetEZbND, &
B B RERE M L W D ATREME RS B W 2, FESRIICITEENRSLETH Y | BRSO HNE
HTHrEEDND,

EI1EH

ALLEGRA-D 12 HOUR

FEIPET LA X — PR 21527 =% Y 7 =P IR 60 mg tEEE TV A R 7 = R
V120 mg BEAAI 1824 1 A 2], &E 2BERIChZ > TG Lz EERER (BF 651 #1) <Tix, Ad
BHRBEGROFEERGIL, 72XV 7 oV UERE 60 mg HALELGRE 218 ) KROMEEE~T VA R
T7x RU Y 120 mg HAMEGH 218 #)) LEDLL o7, ZORRITIZT 7 BRI EENT
W7o T,

HERERIZLARMTILF OB, 72XV 7o F DU BT A o7 = R VRS
BEN 37%, 7 =%V 7 2 F VU EREREMEEN 0.5%., WiE7 YA Ro7 = R U VEMEEN 41%Th
ST, WS 1 HEO 7 =X Y 7 =2V UEMBE W7 VA Ro7 = R VAR Z#E LTI
BT, BEEN 1% B2 -2 TOAERSE TRIIRNT,

FHET UL X —MEBROEF M BERRRICB O TREED B -AEER

FEER Ji¥xVIzFTry | JxxVIzFYY | BEEBIVYAFITx
IBERIE 60 mg/1EFE | IEFIE 60mg 1 B 2 K1y>120mg1H82
ARl N - | @ (218 5)) B (218 )
> 120 mgEREEE 1
B 2@ (215))

GIEV] 13.0% 11.5% 17.4%

AHRIE 12.6% 3.2% 13.3%

FED 7.4% 0.5% 5.0%

M PRz 2.8% 0.5% 5.5%

LR B 2.8% 0.5% 0.9%

LN RS 2.3% 1.8% 0.5%

HEWN 1.9% 0.0% 3.2%

Ve 1.9% 0.0% 1.4%

T 1.9% 0.5% 0.5%

[ == 1.9% 0.0% 0.9%

USSRl 1.4% 0.5% 1.8%

S 1.4% 0.0% 1.4%

| RGE G 1.4% 0.9% 0.9%

i3] 1.4% 0.5% 0.5%

TxX VT 2SRRI T VA R = R VEAREIICRONTEAEFLOL L I1E, NIR,
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7 XY T 2 F U UEBEORERSICET 2MEIIRONATHS A, HFEW, HIRRE, 0N
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HICBAT 2E8IE, W7 YA F=7 = FU COfiRE#RE LRV, &K 800 mg D7 =%V 7 =
TR A R L Te s (RN 6 ) . KUK 690 mg & 1 H 2[El 1 » AL L7z
Yt (fERERR 3 61)) 1213, BRIRMICER DO S 2 HEHLORBUI bR -T2,
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kyZEbvdho,

WERGNE UTGE 18 RWIDGEEY #BrET DN 7 FE 2G5, HERE &K QR BhE L
EEMBTDHZEDRLEELY, TAT7=2F YV raE LESE, MRS ClimEto 7 =%V 7 =
Uy (TNT 2 F P OEFEEREEY) ERMICHRETE R o7 (B0 L7%RE Lk
LT, MESHTICED T YA F=7 = KU U OREDHRIIAHTH S,
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K 2000 mg/kg (mg/m® AT TRIZEA. b MIBIF A RIHELE | B OG5 EOR 450 1) 20
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Rev. December 2009
ALLEGRA-D®12 HOUR
(fexofenadine HCI 60 mg and
pseudoephedrine HCI 120 mg)
Extended-Release Tablets

DESCRIPTION

ALLEGRA-D® 12 HOUR (fexofenadine hydrochloride and pseudoephedrine hydrochloride)
Extended-Release Tablets for oral administration contain 60 mg fexofenadine hydrochloride for
immediate release and 120 mg pseudoephedrine hydrochloride for extended release. Tablets also
contain as excipients: microcrystalline cellulose, pregelatinized starch, croscarmellose sodium,
magnesium stearate, carnauba wax, stearic acid, silicon dioxide, hypromellose and polyethylene
glycol.

Fexofenadine hydrochloride, one of the active ingredients of ALLEGRA-D 12 HOUR, is a
histamine  Hj-receptor antagonist with the chemical name (+)-4-[1-hydroxy-4-[4-
(hydroxydiphenylmethyl)-1-piperidinyl]-butyl]-a, a-dimethyl benzeneacetic acid hydrochloride
and the following chemical structure:

H,C
COH
HO N
Q )

* HCI

The molecular weight is 538.13 and the empirical formula is C3;;H39)NO4*HCl. Fexofenadine
hydrochloride is a white to off-white crystalline powder. It is freely soluble in methanol and
ethanol, slightly soluble in chloroform and water, and insoluble in hexane. Fexofenadine
hydrochloride is a racemate and exists as a zwitterion in aqueous media at physiological pH.

Pseudoephedrine hydrochloride, the other active ingredient of ALLEGRA-D 12 HOUR, is an
adrenergic  (vasoconstrictor) agent with the chemical name [S-(R*R*)]-a-[1-
(methylamino)ethyl]-benzenemethanol hydrochloride and the following chemical structure:
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The molecular weight is 201.70. The molecular formula is C;oH;sNO<HCI. Pseudoephedrine
hydrochloride occurs as fine, white to off-white crystals or powder, having a faint characteristic
odor. It is very soluble in water, freely soluble in alcohol, and sparingly soluble in chloroform.

CLINICAL PHARMACOLOGY

Mechanism of Action

Fexofenadine hydrochloride, the major active metabolite of terfenadine, is an antihistamine with
selective peripheral H;j-receptor antagonist activity. Fexofenadine hydrochloride inhibited
antigen-induced bronchospasm in sensitized guinea pigs and histamine release from peritoneal
mast cells in rats. In laboratory animals, no anticholinergic or alpha;-adrenergic-receptor
blocking effects were observed. Moreover, no sedative or other central nervous system effects
were observed. Radiolabeled tissue distribution studies in rats indicated that fexofenadine does
not cross the blood-brain barrier.

Pseudoephedrine hydrochloride is an orally active sympathomimetic amine and exerts a
decongestant action on the nasal mucosa. Pseudoephedrine hydrochloride is recognized as an
effective agent for the relief of nasal congestion due to allergic rhinitis. Pseudoephedrine
produces peripheral effects similar to those of ephedrine and central effects similar to, but less
intense than, amphetamines. It has the potential for excitatory side effects. At the recommended
oral dose, it has little or no pressor effect in normotensive adults.

Pharmacokinetics

The pharmacokinetics of fexofenadine hydrochloride in subjects with seasonal allergic rhinitis
were similar to those in healthy volunteers.

Absorption

The pharmacokinetics of fexofenadine hydrochloride and pseudoephedrine hydrochloride when
administered separately have been well characterized. Fexofenadine pharmacokinetics were
linear for oral doses of fexofenadine hydrochloride up to a total daily dose of 240 mg (120 mg
twice daily). Peak fexofenadine plasma concentrations were similar between adolescent (12-16
years of age) and adult subjects.

The bioavailability of fexofenadine hydrochloride and pseudoephedrine hydrochloride from
ALLEGRA-D 12 HOUR Extended-Release Tablets is similar to that achieved with separate
administration of the components. Coadministration of fexofenadine and pseudoephedrine does
not significantly affect the bioavailability of either component.

Fexofenadine hydrochloride was rapidly absorbed following single-dose administration of the 60
mg fexofenadine hydrochloride/120 mg pseudoephedrine hydrochloride tablet with median time
to mean maximum fexofenadine plasma concentration of 191 ng/mL occurring 2 hours post-
dose. Pseudoephedrine hydrochloride produced a mean single-dose pseudoephedrine peak
plasma concentration of 206 ng/mL which occurred 6 hours post-dose. Following multiple
dosing to steady-state, a fexofenadine peak concentration of 255 ng/mL was observed 2 hours
post-dose. Following multiple dosing to steady-state, a pseudoephedrine peak concentration of
411 ng/mL was observed 5 hours post-dose. The administration of ALLEGRA-D 12 HOUR with
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a high fat meal decreased the bioavailability of fexofenadine by approximately 50% (AUC 42%
and Cmax 46%). Time to maximum concentration (Tyax) Was delayed by 50%. The rate or extent
of pseudoephedrine absorption was not affected by food. Therefore, ALLEGRA-D 12 HOUR
should be taken on an empty stomach with water (see DOSAGE AND ADMINISTRATION).

Distribution
Fexofenadine is 60% to 70% bound to plasma proteins, primarily albumin and a1-acid

glycoprotein. The protein binding of pseudoephedrine in humans is not known. Pseudoephedrine
hydrochloride is extensively distributed into extravascular sites (apparent volume of distribution
between 2.6 and 3.5 L/kg).

Metabolism

Approximately 5% of the total dose of fexofenadine hydrochloride and less than 1% of the total
oral dose of pseudoephedrine hydrochloride were eliminated by hepatic metabolism.

Elimination

The mean elimination half-life of fexofenadine was 14.4 hours following administration of 60
mg fexofenadine hydrochloride, twice daily, to steady-state in healthy volunteers. Human mass
balance studies documented a recovery of approximately 80% and 11% of the ['*C] fexofenadine
hydrochloride dose in the feces and urine, respectively. Because the absolute bioavailability of
fexofenadine hydrochloride has not been established, it is unknown if the fecal component is
primarily unabsorbed drug or the result of biliary excretion.

Pseudoephedrine has been shown to have a mean elimination half-life of 4-6 hours which is
dependent on urine pH. The elimination half-life is decreased at urine pH lower than 6 and may
be increased at urine pH higher than 8.

Special Populations

Pharmacokinetics in special populations (for renal, hepatic impairment, and age), obtained after a
single dose of 80 mg fexofenadine hydrochloride, were compared to those from healthy subjects
in a separate study of similar design.

Effect of Age. In older subjects (>65 years old), peak plasma levels of fexofenadine were 99%
greater than those observed in younger subjects (<65 years old). Mean fexofenadine elimination
half-lives were similar to those observed in younger subjects.

Renally Impaired. In subjects with mild (creatinine clearance 41-80 mL/min) to severe
(creatinine clearance 11-40 mL/min) renal impairment, peak plasma levels of fexofenadine were
87% and 111% greater, respectively, and mean elimination half-lives were 59% and 72% longer,
respectively, than observed in healthy volunteers. Peak plasma levels in subjects on dialysis
(creatinine clearance <10 mL/min) were 82% greater and half-life was 31% longer than observed
in healthy volunteers.

No data are available on the pharmacokinetics of pseudoephedrine in renally-impaired subjects.
However, most of the oral dose of pseudoephedrine hydrochloride (43-96%) is excreted
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unchanged in the urine. A decrease in renal function is, therefore, likely to decrease the clearance
of pseudoephedrine significantly, thus prolonging the half-life and resulting in accumulation.

Based on increases in bioavailability and half-life of fexofenadine hydrochloride and
pseudoephedrine hydrochloride, a dose of one tablet once daily is recommended as the starting
dose in patients with decreased renal function (see DOSAGE AND ADMINISTRATION).

Hepatically Impaired. The pharmacokinetics of fexofenadine hydrochloride in subjects with
hepatic disease did not differ substantially from that observed in healthy volunteers. The effect
on pseudoephedrine pharmacokinetics is unknown.

Effect of Gender. Across several trials, no clinically significant gender-related differences were
observed in the pharmacokinetics of fexofenadine hydrochloride.

Pharmacodynamics

Wheal and Flare. Human histamine skin wheal and flare studies following single and twice
daily doses of 20 mg and 40 mg fexofenadine hydrochloride demonstrated that the drug exhibits
an antihistamine effect by 1 hour, achieves maximum effect at 2-3 hours, and an effect is still
seen at 12 hours. There was no evidence of tolerance to these effects after 28 days of dosing. The
clinical significance of these observations is unknown.

Effects on QT.. In dogs (30 mg/kg orally twice daily for 5 days) and rabbits (10 mg/kg
intravenously over 1 hour), fexofenadine hydrochloride did not prolong QT. at plasma

concentrations that were at least 17 and 38 times, respectively, the therapeutic plasma
concentrations in man (based on a 60 mg twice daily fexofenadine hydrochloride dose). No
effect was observed on calcium channel current, delayed K" channel current, or action
potential duration in guinea pig myocytes, Na' current in rat neonatal myocytes, or on the
delayed rectifier K channel cloned from human heart at concentrations up to 1 x 10° M of
fexofenadine. This concentration was at least 21 times the therapeutic plasma concentration
in man (based on a 60 mg twice daily fexofenadine hydrochloride dose).

No statistically significant increase in mean QT, interval compared to placebo was observed in
714 subjects with seasonal allergic rhinitis given fexofenadine hydrochloride capsules in doses of
60 mg to 240 mg twice daily for 2 weeks or in 40 healthy volunteers given fexofenadine
hydrochloride as an oral solution at doses up to 400 mg twice daily for 6 days.

A l-year study designed to evaluate safety and tolerability of 240 mg of fexofenadine
hydrochloride (n=240) compared to placebo (n=237) in healthy volunteers, did not reveal a
statistically significant increase in the mean QT. interval for the fexofenadine hydrochloride
treated group when evaluated pretreatment and after 1, 2, 3, 6, 9, and 12 months of treatment.

Administration of the 60 mg fexofenadine hydrochloride/120 mg pseudoephedrine hydrochloride
combination tablet for approximately 2 weeks to 213 subjects with seasonal allergic rhinitis
demonstrated no statistically significant increase in the mean QT. interval compared to
fexofenadine hydrochloride administered alone (60 mg twice daily, n=215), or compared to
pseudoephedrine hydrochloride (120 mg twice daily, n=215) administered alone.
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Clinical Studies

In a 2-week, multicenter, randomized, double-blind, active-controlled trial in subjects 12-65
years of age with seasonal allergic rhinitis due to ragweed allergy (n=651), the 60 mg
fexofenadine hydrochloride/120 mg pseudoephedrine hydrochloride combination tablet
administered twice daily significantly reduced the intensity of sneezing, rhinorrhea, itchy
nose/palate/throat, itchy/watery/red eyes, and nasal congestion.

In three, 2-week, multicenter, randomized, double-blind, placebo-controlled trials in subjects 12-
68 years of age with seasonal allergic rhinitis (n=1634), fexofenadine hydrochloride 60 mg twice
daily significantly reduced total symptom scores (the sum of the individual scores for sneezing,
rhinorrhea, itchy nose/palate/throat, itchy/watery/red eyes) compared to placebo. Statistically
significant reductions in symptom scores were observed following the first 60 mg dose, with the
effect maintained throughout the 12-hour interval. In general, there was no additional reduction
in total symptom scores with higher doses of fexofenadine hydrochloride up to 240 mg twice
daily. Although the number of subjects in some of the subgroups was small, there were no
significant differences in the effect of fexofenadine hydrochloride across subgroups of subjects
defined by gender, age, and race. Onset of action for reduction in total symptom scores,
excluding nasal congestion, was observed at 60 minutes compared to placebo following a single
60 mg fexofenadine hydrochloride dose administered to subjects with seasonal allergic rhinitis
who were exposed to ragweed pollen in an environmental exposure unit.

INDICATIONS AND USAGE

ALLEGRA-D 12 HOUR Extended-Release Tablets are indicated for the relief of symptoms
associated with seasonal allergic rhinitis in adults and children 12 years of age and older.
Symptoms treated effectively include sneezing, rhinorrhea, itchy nose/palate/ and/or throat,
itchy/watery/red eyes, and nasal congestion.

ALLEGRA-D 12 HOUR should be administered when both the antihistaminic properties of
fexofenadine hydrochloride and the nasal decongestant properties of pseudoephedrine
hydrochloride are desired (see CLINICAL PHARMACOLOGY).

CONTRAINDICATIONS

ALLEGRA-D 12 HOUR s contraindicated in patients with known hypersensitivity to any of its
ingredients.

Due to its pseudoephedrine component, ALLEGRA-D 12 HOUR is contraindicated in patients
with narrow-angle glaucoma or urinary retention, and in patients receiving monoamine oxidase
(MAO) inhibitor therapy or within fourteen (14) days of stopping such treatment (see Drug
Interactions section). It is also contraindicated in patients with severe hypertension, or severe
coronary artery disease, and in those who have shown idiosyncrasy to its components, to
adrenergic agents, or to other drugs of similar chemical structures. Manifestations of patient
idiosyncrasy to adrenergic agents include: insomnia, dizziness, weakness, tremor, or
arrhythmias.
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WARNINGS

Sympathomimetic amines should be used with caution in patients with hypertension, diabetes
mellitus, ischemic heart disease, increased intraocular pressure, hyperthyroidism, renal
impairment, or prostatic hypertrophy (see CONTRAINDICATIONS). Sympathomimetic amines
may produce central nervous system stimulation with convulsions or cardiovascular collapse
with accompanying hypotension.

PRECAUTIONS

General

Patients with decreased renal function should be given a lower initial dose (one tablet per day)
because they have reduced elimination of fexofenadine and pseudoephedrine (see CLINICAL
PHARMACOLOGY and DOSAGE AND ADMINISTRATION).

Information for Patients

Patients taking ALLEGRA-D 12 HOUR tablets should receive the following information:
ALLEGRA-D 12 HOUR tablets are prescribed for the relief of symptoms of seasonal allergic
rhinitis. Patients should be instructed to take ALLEGRA-D 12 HOUR tablets only as prescribed.
Do not exceed the recommended dose. If nervousness, dizziness, or sleeplessness occur,
discontinue use and consult the doctor. Patients should also be advised against the concurrent use
of ALLEGRA-D 12 HOUR tablets with over-the-counter antihistamines and decongestants.

The product should not be used by patients who are hypersensitive to it or to any of its
ingredients. Due to its pseudoephedrine component, this product should not be used by patients
with narrow-angle glaucoma, urinary retention, or by patients receiving a monoamine oxidase
(MAO) inhibitor or within 14 days of stopping use of MAO inhibitor. It also should not be used
by patients with severe hypertension or severe coronary artery disease.

Patients should be told that this product should be used in pregnancy or lactation only if the
potential benefit justifies the potential risk to the fetus or nursing infant. Patients should be
advised to take the tablet on an empty stomach with water. Patients should be directed to
swallow the tablet whole. Patients should be cautioned not to break or chew the tablet. Patients
should also be instructed to store the medication in a tightly closed container in a cool, dry place,
away from children.

Patients should be told that the inactive ingredients may occasionally be eliminated in the feces
in a form that may resemble the original tablet (see DOSAGE AND ADMINISTRATION).

Drug Interactions

Fexofenadine hydrochloride and pseudoephedrine hydrochloride do not influence the
pharmacokinetics of each other when administered concomitantly.

Fexofenadine has been shown to exhibit minimal (ca. 5%) metabolism. However, co-

administration of fexofenadine hydrochloride with either ketoconazole or erythromycin led to
increased plasma concentrations of fexofenadine. Fexofenadine had no effect on the
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pharmacokinetics of either erythromycin or ketoconazole. In 2 separate studies, fexofenadine
hydrochloride 120 mg twice daily (twice the recommended dose) was co-administered with
erythromycin 500 mg every 8 hours or ketoconazole 400 mg once daily under steady-state
conditions to healthy volunteers (n=24, each study). No differences in adverse events or QT.
interval were observed when subjects were administered fexofenadine hydrochloride alone or in
combination with either erythromycin or ketoconazole. The findings of these studies are
summarized in the following table.

Effects on Steady-State Fexofenadine Pharmacokinetics
After 7 Days of Co-Administration with Fexofenadine Hydrochloride
120 mg Every 12 Hours (two times the recommended twice daily dose)
in Healthy Volunteers (n=24)

Concomitant Drug Crnaxss AUCgs(0-12h)
(Peak plasma concentration) (Extent of systemic exposure)
Erythromycin +82% +109%
(500 mg every 8 hrs)
Ketoconazole +135% +164%
(400 mg once daily)

The changes in plasma levels were within the range of plasma levels achieved in adequate and
well-controlled clinical trials.

The mechanism of these interactions has been evaluated in in vitro, in situ, and in vivo animal
models. These studies indicate that ketoconazole or erythromycin co-administration enhances
fexofenadine gastrointestinal absorption. This observed increase in the bioavailability of
fexofenadine may be due to transport-related effects, such as p-glycoprotein. In vivo animal
studies also suggest that in addition to enhancing absorption, ketoconazole decreases
fexofenadine gastrointestinal secretion, while erythromycin may also decrease biliary excretion.

Due to the pseudoephedrine component, ALLEGRA-D 12 HOUR is contraindicated in patients
taking monoamine oxidase inhibitors and for 14 days after stopping use of an MAO inhibitor.
Concomitant use with antihypertensive drugs which interfere with sympathetic activity (e.g.,
methyldopa, mecamylamine, and reserpine) may reduce their antihypertensive effects. Increased
ectopic pacemaker activity can occur when pseudoephedrine is used concomitantly with digitalis.
Care should be taken in the administration of ALLEGRA-D 12 HOUR concomitantly with other
sympathomimetic amines because combined effects on the cardiovascular system may be
harmful to the patient (see WARNINGS).

Drug Interactions with Antacids

Administration of 120 mg of fexofenadine hydrochloride (2 x 60 mg capsule) within 15 minutes
of an aluminum and magnesium containing antacid (Maalox®) decreased fexofenadine AUC by
41% and Cpax by 43%. ALLEGRA-D 12 HOUR should not be taken closely in time with
aluminum and magnesium containing antacids.

Interactions with Fruit Juices

Fruit juices such as grapefruit, orange and apple may reduce the bioavailability and exposure of
fexofenadine. This is based on the results from 3 clinical studies using histamine induced skin
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wheals and flares coupled with population pharmacokinetic analysis. The size of wheal and flare
were significantly larger when fexofenadine hydrochloride was administered with either
grapefruit or orange juices compared to water. Based on the literature reports, the same effects
may be extrapolated to other fruit juices such as apple juice. The clinical significance of these
observations is unknown. In addition, based on the population pharmacokinetics analysis of the
combined data from grapefruit and orange juices studies with the data from a bioequivalence
study, the bioavailability of fexofenadine was reduced by 36%. Therefore, to maximize the
effects of fexofenadine, it is recommended that ALLEGRA-D 12 HOUR should be taken with
water (see DOSAGE AND ADMINISTRATION).

Carcinogenesis, Mutagenesis, Impairment of Fertility

There are no animal or in vitro studies on the combination product fexofenadine hydrochloride
and pseudoephedrine hydrochloride to evaluate carcinogenesis, mutagenesis, or impairment of
fertility.

The carcinogenic potential and reproductive toxicity of fexofenadine hydrochloride were
assessed using terfenadine studies with adequate fexofenadine exposure (area-under-the plasma
concentration versus time curve [AUC]). No evidence of carcinogenicity was observed when
mice and rats were given daily oral doses up to 150 mg/kg of terfenadine for 18 and 24 months,
respectively. In both species, 150 mg/kg of terfenadine produced AUC values of fexofenadine
that were approximately 3 times the human AUC at the maximum recommended human daily
oral dose of ALLEGRA-D 12 HOUR.

Two-year feeding studies in rats and mice conducted under the auspices of the National
Toxicology Program (NTP) demonstrated no evidence of carcinogenic potential with ephedrine
sulfate, a structurally related drug with pharmacological properties similar to pseudoephedrine, at
doses up to 10 and 27 mg/kg, respectively (less than the maximum recommended human daily
oral dose of pseudoephedrine hydrochloride on a mg/m” basis).

In in vitro (Bacterial Reverse Mutation, CHO/HGPRT Forward Mutation, and Rat Lymphocyte
Chromosomal Aberration assays) and in vivo (Mouse Bone Marrow Micronucleus assay) tests,
fexofenadine hydrochloride revealed no evidence of mutagenicity.

Reproduction and fertility studies with terfenadine in rats produced no effect on male or female
fertility at oral doses up to 300 mg/kg/day. However, reduced implants and post implantation
losses were reported at 300 mg/kg. A reduction in implants was also observed at an oral dose of
150 mg/kg/day. Oral doses of 150 and 300 mg/kg of terfenadine produced AUC values of
fexofenadine that were approximately 4 times the AUC at the maximum recommended human
daily oral dose of ALLEGRA-D 12 HOUR. In mice, fexofenadine produced no effect on male or
female fertility at average dietary doses up to 4438 mg/kg (approximately 15 times the maximum
recommended human daily oral dose of ALLEGRA-D 12 HOUR based on comparison of the
AUCs).
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Pregnancy

Teratogenic Effects: Category C. Terfenadine alone was not teratogenic in rats and rabbits at
oral doses up to 300 mg/kg; 300 mg/kg of terfenadine produced fexofenadine AUC values that
were approximately 4 and 30 times, respectively, the AUC at the maximum recommended
human daily oral dose of ALLEGRA-D 12 HOUR.

In mice, no adverse effects and no teratogenic effects during gestation were observed with
fexofenadine at dietary doses up to 3730 mg/kg (approximately 15 times the maximum
recommended human daily oral dose of ALLEGRA-D 12 HOUR based on comparison of the
AUCs).

The combination of terfenadine and pseudoephedrine hydrochloride in a ratio of 1:2 by weight
was studied in rats and rabbits. In rats, an oral combination dose of 150/300 mg/kg produced
reduced fetal weight and delayed ossification with a finding of wavy ribs. The dose of 150 mg/kg
of terfenadine in rats produced an AUC value of fexofenadine that was approximately 4 times
the AUC at the maximum recommended human daily oral dose of ALLEGRA-D 12 HOUR. The
dose of 300 mg/kg of pseudoephedrine hydrochloride in rats was approximately 10 times the
maximum recommended human daily oral dose of ALLEGRA-D 12 HOUR on a mg/m” basis. In
rabbits, an oral combination dose of 100/200 mg/kg produced decreased fetal weight. By
extrapolation, the AUC of fexofenadine for 100 mg/kg orally of terfenadine was approximately
10 times the AUC at the maximum recommended human daily oral dose of ALLEGRA-D 12
HOUR. The dose of 200 mg/kg of pseudoephedrine hydrochloride was approximately 15 times
the maximum recommended human daily oral dose of ALLEGRA-D 12 HOUR on a mg/m’
basis.

There are no adequate and well-controlled studies in pregnant women. ALLEGRA-D 12 HOUR
should be used during pregnancy only if the potential benefit justifies the potential risk to the
fetus.

Nonteratogenic Effects. Dose-related decreases in pup weight gain and survival were observed
in rats exposed to an oral dose of 150 mg/kg of terfenadine; this dose produced an AUC of
fexofenadine that was approximately 4 times the AUC at the maximum recommended human
daily oral dose of ALLEGRA-D 12 HOUR.

Nursing Mothers

It is not known if fexofenadine is excreted in human milk. Because many drugs are excreted in
human milk, caution should be used when fexofenadine hydrochloride is administered to a
nursing woman. Pseudoephedrine hydrochloride administered alone distributes into breast milk
of lactating human females. Pseudoephedrine concentrations in milk are consistently higher than
those in plasma. The total amount of drug in milk as judged by AUC is 2 to 3 times greater than
the plasma AUC. The fraction of a pseudoephedrine dose excreted in milk is estimated to be
0.4% to 0.7%. A decision should be made whether to discontinue nursing or to discontinue the
drug, taking into account the importance of the drug to the mother. Caution should be exercised
when ALLEGRA-D 12 HOUR is administered to nursing women.
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Pediatric Use

Safety and effectiveness of ALLEGRA-D 12 HOUR in children below the age of 12 years have
not been established. In addition, the doses of the individual components in ALLEGRA-D 12
HOUR exceed the recommended individual doses for pediatric patients under 12 years of age.
ALLEGRA-D 12 HOUR is not recommended for pediatric patients under 12 years of age.

Geriatric Use

Clinical studies of ALLEGRA-D 12 HOUR did not include sufficient numbers of subjects aged
65 and older to determine whether they respond differently from younger subjects. Other
reported clinical experience has not identified differences in responses between the elderly and
younger subjects, although the elderly are more likely to have adverse reactions to
sympathomimetic amines.

The pseudoephedrine component of ALLEGRA-D 12 HOUR is known to be substantially
excreted by the kidney, and the risk of toxic reactions to this drug may be greater in patients with
impaired renal function. Because elderly patients are more likely to have decreased renal
function, care should be taken in dose selection, and it may be useful to monitor renal function.

ADVERSE REACTIONS

ALLEGRA-D 12 HOUR

In one clinical trial (n=651) in which 215 subjects with seasonal allergic rhinitis received the 60
mg fexofenadine hydrochloride/120 mg pseudoephedrine hydrochloride combination tablet twice
daily for up to 2 weeks, adverse events were similar to those reported either in subjects receiving
fexofenadine hydrochloride 60 mg alone (n=218 subjects) or in subjects receiving
pseudoephedrine hydrochloride 120 mg alone (n=218). A placebo group was not included in this
study.

The percent of subjects who withdrew prematurely because of adverse events was 3.7% for the
fexofenadine hydrochloride/pseudoephedrine hydrochloride combination group, 0.5% for the
fexofenadine hydrochloride group, and 4.1% for the pseudoephedrine hydrochloride group. All
adverse events that were reported by greater than 1% of subjects who received the recommended
daily dose of the fexofenadine hydrochloride/pseudoephedrine hydrochloride combination are
listed in the following table.
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Adverse Experiences Reported in One Active-Controlled
Seasonal Allergic Rhinitis Clinical Trial at Rates of Greater than 1%
60 mg Fexofenadine
Hydrochloride/120 mg
Pseudoephedrine
Hydrochloride Fexofenadine Pseudoephedrine
Combination Tablet Hydrochloride Hydrochloride
Twice Daily 60 mg Twice Daily 120 mg Twice Daily
Adverse Experience (n=215) (n=218) (n=218)
Headache 13.0% 11.5% 17.4%
Insomnia 12.6% 3.2% 13.3%
Nausea 7.4% 0.5% 5.0%
Dry Mouth 2.8% 0.5% 5.5%
Dyspepsia 2.8% 0.5% 0.9%
Throat Irritation 2.3% 1.8% 0.5%
Dizziness 1.9% 0.0% 3.2%
Agitation 1.9% 0.0% 1.4%
Back Pain 1.9% 0.5% 0.5%
Palpitation 1.9% 0.0% 0.9%
Nervousness 1.4% 0.5% 1.8%
Anxiety 1.4% 0.0% 1.4%
Upper Respiratory
Infection 1.4% 0.9% 0.9%
Abdominal Pain 1.4% 0.5% 0.5%

Many of the adverse events occurring in the fexofenadine hydrochloride/pseudoephedrine
hydrochloride combination group were adverse events also reported predominately in the
pseudoephedrine hydrochloride group, such as insomnia, headache, nausea, dry mouth,
dizziness, agitation, nervousness, anxiety, and palpitation.

Fexofenadine Hydrochloride

In placebo-controlled clinical trials, which included 2461 subjects receiving fexofenadine
hydrochloride at doses of 20 mg to 240 mg twice daily, adverse events were similar in
fexofenadine hydrochloride and placebo-treated subjects. The incidence of adverse events,
including drowsiness, was not dose related and was similar across subgroups defined by age,
gender, and race. The percent of subjects who withdrew prematurely because of adverse events
was 2.2% with fexofenadine hydrochloride vs 3.3% with placebo.

Events that have been reported during controlled clinical trials involving subjects with seasonal
allergic rhinitis and chronic idiopathic urticaria at incidences less than 1% and similar to placebo
and have been rarely reported during postmarketing surveillance include: insomnia, nervousness,
and sleep disorders or paroniria. In rare cases, rash, urticaria, pruritus and hypersensitivity
reactions with manifestations such as angioedema, chest tightness, dyspnea, flushing and
systemic anaphylaxis have been reported.

Pseudoephedrine Hydrochloride

Pseudoephedrine hydrochloride may cause mild CNS stimulation in hypersensitive patients.
Nervousness, excitability, restlessness, dizziness, weakness, or insomnia may occur. Headache,
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drowsiness, tachycardia, palpitation, pressor activity, cardiac arrhythmias and ischemic colitis
have been reported. Sympathomimetic drugs have also been associated with other untoward
effects such as fear, anxiety, tenseness, tremor, hallucinations, seizures, pallor, respiratory
difficulty, dysuria, and cardiovascular collapse.

OVERDOSAGE

Most reports of fexofenadine hydrochloride overdose contain limited information. However,
dizziness, drowsiness, and dry mouth have been reported. For the pseudoephedrine
hydrochloride component of ALLEGRA-D 12 HOUR, information on acute overdose is limited
to the marketing history of pseudoephedrine hydrochloride. Single doses of fexofenadine
hydrochloride up to 800 mg (6 healthy volunteers at this dose level), and doses up to 690 mg
twice daily for one month (3 healthy volunteers at this dose level), were administered without the
development of clinically significant adverse events.

In large doses, sympathomimetics may give rise to giddiness, headache, nausea, vomiting,
sweating, thirst, tachycardia, precordial pain, palpitations, difficulty in micturition, muscular
weakness and tenseness, anxiety, restlessness, and insomnia. Many patients can present a toxic
psychosis with delusions and hallucinations. Some may develop cardiac arrhythmias, circulatory
collapse, convulsions, coma, and respiratory failure.

In the event of overdose, consider standard measures to remove any unabsorbed drug.
Symptomatic and supportive treatment is recommended. Following administration of
terfenadine, hemodialysis did not effectively remove fexofenadine, the major active metabolite
of terfenadine, from blood (up to 1.7% removed). The effect of hemodialysis on the removal of
pseudoephedrine is unknown.

No deaths occurred in mature mice and rats at oral doses of fexofenadine hydrochloride up to
5000 mg/kg (approximately 170 and 340 times, respectively, the maximum recommended
human daily oral dose of ALLEGRA-D 12 HOUR on a mg/m2 basis.) The median oral lethal
dose in newborn rats was 438 mg/kg (approximately 30 times the maximum recommended
human daily oral dose of ALLEGRA-D 12 HOUR on a mg/m” basis). In dogs, no evidence of
toxicity was observed at oral doses up to 2000 mg/kg (approximately 450 times the maximum
recommended human daily oral dose on a mg/m” basis). The oral median lethal dose of
pseudoephedrine hydrochloride in rats was 1674 mg/kg (approximately 55 times the maximum
recommended human daily oral dose of ALLEGRA-D 12 HOUR on a mg/m” basis).

DOSAGE AND ADMINISTRATION

The recommended dose of ALLEGRA-D 12 HOUR Extended-Release Tablets is one tablet
twice daily administered on an empty stomach with water for adults and children 12 years of age
and older. It is recommended that the administration of ALLEGRA-D 12 HOUR with food
should be avoided. A dose of one tablet once daily is recommended as the starting dose in
patients with decreased renal function. (See CLINICAL PHARMACOLOGY and
PRECAUTIONS.)
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ALLEGRA-D 12 HOUR must be swallowed whole and never crushed or chewed. Occasionally,
the inactive ingredients of ALLEGRA-D 12 HOUR may be eliminated in the feces in a form that
may resemble the original tablet. (See PRECAUTIONS, Information for Patients.)

HOW SUPPLIED

ALLEGRA-D 12 HOUR Extended-Release Tablets contain 60 mg fexofenadine hydrochloride
for immediate release and 120 mg pseudoephedrine hydrochloride for extended release.
ALLEGRA-D 12 HOUR Extended-Release Tablets are available in high-density polyethylene
(HDPE) bottles of 100 (NDC 0088-1090-47) with a polypropylene screw cap containing a
pulp/wax liner with heat-sealed foil inner seal; HDPE bottles of 500 (NDC 0088-1090-55) with a
polypropylene screw cap containing a pulp/wax liner with heat-sealed foil inner seal; and
aluminum foil-backed clear blister packs of 100 (NDC 0088-1090-49).

ALLEGRA-D 12 HOUR is a two-layer tablet, one white layer and one tan layer with a clear film
coating on the tablet. The tablets are engraved with ”’06/012D” on the white layer.

Store ALLEGRA-D 12 HOUR Extended-Release Tablets at 20-25°C (68-77°F). (See USP
Controlled Room Temperature.)

Rx only

Rev. December 2009
sanofi-aventis U.S. LLC
Bridgewater, NJ 08807

©2009 sanofi-aventis U.S. LLC

www.allegra.com
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1.8.2 BAER (IR F DR ERR
T4 LITSHRAERE

1 MHRER TR RERHL

[Zhae i3 4h k]

7 LV X—PE &

[ ZEAR AL

ARNOEEFENLT THDH7 =X Y 7 = F VU (LUT, FEX) (X, ENINCEE 2o H IR
NHY ., ZTOREMER OHIIEIMENT LT D, FEX HE (T L7 T8 12, 7L AX—hask,
S, KRR (85 - RER, KX OEEE, 7 ME—MRER) IS Z 55 OIREXITR
BEREL TN D,

ABEIDOG D —DOEEANE ThHDHERET YA K27 KU > (BLF, PSE) 1%, EN TIXHE
AN LRGeS ATV s TEAINIRIERTE (FA) AGRREYE) [CNEiSh Tl Y ., &BE
KoM AEHPE LTcpksy (1 BRKRSE 180mg) & L TaRANRIES)HEHEK L W — A E
FRIZHAWSN TV S,

AFNE. Fie A I AERAZ FERE T AT LAX—AITH D FEX & FEX & 1357 B V/EFIH%
Pl SR L TCEDR PSELXR AT A2 LI2k, it 22 I U ERZFER T 5817 L
NE—HITHDHT LT IEEOBHIIT 2R A2UET 20K Th D,

AARNTFEGMET LV X =8 BE RAKR 125 Eo/NR) Z2xtgic, SICHd 57 =%
V7 xR 60 mg R T Y 4 K7 = KU 2 60 mg (FEX60/PSE60 #f) XII7 =¥V 7 =
TR 60 mg/tER 7 Y A4 =7 = KU > 120 mg (FEX60/PSE120 &) % 1 H 2 [a] 2 #[HH% 1 4%
HLEROEMER O L2 E, 7 =% Y 7 o7 VU 60 mg (FEX60 #f) % xFHR & L Tl
L2 ENE /IFERER (EFC11243 35k) 225 LA FOBRERE LTV D,

o  FEFHMHIHE Th D aMHAZ a7 QWM FEAZED LS mean O AHEEEIL. FEX60 #£T-0.18,
FEX60/PSE60 #1C-0.25, FEX60/PSE120 #C-0.32 T& ¥ . FEX60/PSE120 & CiX FEX60 #f: &
bl U CREEH PRI e B EEDRD B/ (LS mean D 7E @ -0.14, FHHEH 7 p=0.0201)

([Module 2.5.4.4.2]) .

o BIRFHEIHHE TH 5, 3&ER (K Lo, &It &) KOHVERDOEEZ 27 O
AR (GBI — N — 2 F A ) @ LS mean O A HEEMIL, FEX60 # : -1.03,
FEX60/PSE60 A% : -1.29, FEX60/PSE120 £f : -1.34 TH Y, W OREL FEX60 B & b LT
MEH PR A EAITRD bR oTc b OO GFREW 4 p HIZZILE4 p=0.3094, p=

Page 2

Page 8



1.8.2 BAER (IR F DR ERR
T4 LITSHRAERE

0.1843) . FEX60/PSE60 £} (X FEX60/PSE120 #f & £ 12 FEX60 £ L W & A a7 DL 3588
517z ([Module 2.5.4.432]) .

e FEX60 . FEX60/PSE60 E. KON FEX60/PSE120 BED WF O ERETH AAMIZBIFTH
- 7= ([Module 2.5.5.8]) .

Lk AANTT V277 g it LSBEIR 2 A IS UeEd 5 2 & 3 E NS T/IAERER ) b RS S,

TUAX—ERKEZICBWNT, 7 LAX—03FH (K Lok, 2K, &) 2AK% 1 & CiksE
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Y
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1.8.2 BAER (IR F DR ERR
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[ O ]

WL AR 12 Eo/NRICIE TR 288 (7 =%V 7= F VU W & LT 60 mg & UM
> A }‘3171]\J/<‘:L“C120mg) Z1H 2\, IEOYOEERICRAEST 5,

[ EARML]
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OAEGBHETHSH 181 60mg 1 H 208 (1 BHHE 120mg) & L7, PSEIL, lvﬂ@—ﬂxﬁﬁz%nfﬁ
FEMREAE L TR EHENTWS 1 60mg1 A 200 (1 HAHE 120 mg) M OCKETRRA KON 12
LA E DO/ NRIZARE TS Allegra- D12 (FEX 60 mg / PSE 120 mg) DOIREHAETH 5 118] 120
mgl A 2\ (1 A& 240mg) D2 H&EIZOWT, FHMET L —MHEREER (AL 12 5L

Fo/NR) gl L EWNE D/IARRER (EFC11243 3RBR) CTHRIME R OV &M 0 llsiat 2470,
LTI RBRASER 6 1E 120mg 1 H 2[] (1 HH&E 240 mg) ZFdHEE L THRE LT,

o  THFHMHIEA CTh D EMAA T OB E L EIZOVW T, FEX60/PSE120 # T FEX60 #f &
el U TR PR e B BN H L, FEX60/PSE120 BEAY FEX60 £E L 0 &FAIC% L THEZ)
THdHZEDRENT ([Module 2.5.4.4.2]) ,

o B a7 OHIMEHZE(L RISV T, PSE OHRICE L THERE 21T > 72 BICB N T
I%. PSE O &N 2 5120 > TR T 5 HERSER N2 — BB btz ((Module
2.54.42]) .

e FEX60 #£. FEX60/PSE60 BE. K X FEX60/PSE120 BEDO WTF N O ERETH ARMIZBIFTH
-7= ([Module 2.5.5.8]) .

A A NERER N BVE 2 5 Tl L e B O 855k (ALIL251 3BR) 2B\ T, 7 m 24—
—I5ET, ZEfERE R OV IZ FEX30/PSE60 Bl & 8E 2 88 (FEX 60 mg / PSE 120 mg) % HilRIFE #¢5- L 7=

X, EIERHCXTT D RBEGRHCBIT MR T Y 4 R=7 2 KU 2O Cpa KTOVAUC 7, DR
SEEILE D 90% NG X X Z VZE 41 0.96~1.10 2 X 0.90~1.00 TH - 7=Dizxf L, I~ = %
y7m%9y?i%h%m0w~m3&wow~mm&ﬁ%’;@ﬁ?btoLtﬁof\mﬁmf
VYA RZT =2 RUDNAFTT AT EVT 4 [ FREFICRDZELZ TR0, P 7 =%y 7=
FOLDNAFTRATEU T 4 TR i@ﬁ?#é &ﬂméht(mmwwmsﬂ)o:@:
R0 ARENTERRICERG T 52 ENEEITHY . Fo, ENE I/IRE (EFC11243 3 5) 128
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(4) fexofenadine hydrochloride
b4 @ (HA%) @H)-2-{4-[l-t Fa¥i4-[4-(E FrF U7 2=l A F )R
U T FNT ==y 2-AF T a vl —igE
(F4) () -2- {4- [1-hydroxy-4- [4- (hydroxydiphenylmethyl) piperidino]- butyl]
phenyl} -2- methylpropanoic acid monohydrochloride
e
H;C CH;
CO,H

N
OH HCI
OH

e, TENAEICEBT DEERLO RIAFHROETIZOWNWT (D 1) (CEER 1948 A 6 HfY
HRAFRAIE 0806001 5) | ICT, AARLN MR 2V 7 =2F2 ) o [T2FY T xF
VUMEERE ) (AR ST,

1.2 EE—#&%2 (INN)

fexofenadine
(r-INN List 36 WHO Drug Information, Vol.10, No.3, p147, 1996)
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Loy ] R B2 s BUEROE AR L,

(il o FACHR 5 Sh 58 dn Bk 2002]

RS AR O TEA: g7 Y A F27 = F) v~

22 [EE—#&% (INN)

pseudoephedrine
(International Non-Proprietary Names For Pharmaceutical Preparations, WHO Chronicle, Vol. 15, No. 8,
August 1961, pp. 317)
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It£:1080, 5154, DIELFEFHD
10324
4 X 658 |0 | 100,300,900 | 900 Ent, EERE
€S- AL @l Sswk 3 YR
HE%kE
EiE | RERE |1 | BEOBEE (mg/kg)
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Sw bk |18 | #&0O | 150,300, | #EFTZ | 600 mg/kg/BULEDE TELEN
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3.2.5-2 [3.2.5.1.2 Structure = - - mEe | EEEe
3.2.8.1.3 — @4t - EELL
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HES = EEXIT| ABEE EES BEME | FEEHLS
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3.2.P-6 [3.2.P.2.5 Microbiological Attributes = - - HlEY | FEER
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BES = FEXIT| HBRER B ES BEME | FEENS
= - sEE HARE ST 2% |SEEHOH
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3.2.P.5.3 Validation of Analytical
Procedures

Fexofenadine D (30mg/60mg and 60mg/60mg) Bi-
Layer Tablets (Japan) -Validation of HPLC
Method E37918 for Determination of Content
Uniformity

3.2.P-21 [Fexofenadine D Tablets for Japan (30mg
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] Kansas City, USA HREH STl A
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|

. B T4 TRUT 4 ZERE| Lt omng | cpr e
F_.. T el

3.2P.5.4 Oy bHHF
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AR BT 4% [SZEHDII

3.2.P-22 |3.2.P.5.4 Batch Analyses

w: [

3.2.P.5.5 RO

HEe iz EEXIE| BBRER ECES |EMES | FHEERE
il i HiTE | HIR 157 2% | SEEHOT
3.2.P-23 [3.2.P.5.5 Characterisation of Impurities I - - HREH | FFEEH
3.2.P.5 6 MEKUVHABRFEZOR LY
HEE = EEXIE| HBRER ECES BEME | FmENE
i - =5z HAfE BT /2% [SEZEHDII

FIIL TRTAABRR] o | smmay

3.2.P-24 |3.2.P.5.6 Justification of Specifications :. i AR EEMRE LA —

lE

3.2.P.6 {ZHSRRLIZLYE

B RS =5 EE Y ES ECES BEME | STEERL
i = HiE HARY BT 2% |SEEHOR

- HRER Bl )

3.2.P-25 [3.2.P.6 Reference Standards or Materials

"

3.2.P. 71 RHBERUVIERR

B ES =m EEHEXIE| HABRERR B ESH BEME | FEmERL
i = BEE #AFS 1B 2% | BEEHROR
3.2.P-26 [3.2.P.7 Container Closure System = - - HmEY | EEER
3.2.P.8 REM
3.2.P. 8.1 RFEUDF LHRULER
BB =g EEHEXIE| HABRERE EEESH BEME | FEERL
i e HEE #Ar8 sl 2% |sEEHOA
3.2.P-27 (3.2.P.8.1 Stability Summary and Conclusions _ — - HREH SEmEH
3.2.P.8.2 ABHODREMHABRAEDERR VX
BB P EEHXIE| HABRERE ECES BEME | FHEERL
i s sE HARS b Tvil 2% SEERDRI

3.2.P.8.2 Post-Approval Stability Protocol

and Stability Commitment - - #HRER | FEER

3.2.P.8.3 REMT—4
P e E3 HRER RRER BRNE | FmARL
ANES i e e | &% |sEauon
| 1 AN TAUT 4 AHBKE 3y S 2
SiE it AP AEMELos—| SAM | EHERH

3.2.P.8.3 Stability data

Fexofenadine D (30mg/60mg and 60mg/60mg) Bi-
Layer Tablets (Japan) -J-NDA Validation of
HPLC Method E37919 for Assay

3.2 p-29 |ldentification, and the Determination of
Degradation Products

Fexofenadine D (30mg/60mg and 60mg/60mg) Bi-
Layer Tablets-Validation of Method E38006
for Determination of Water Content by
Volumetric Kar| Fischer Titration

| Rd sanofi-aventis U.S.LLC, [ p——
=‘. Ky U6 HREE | REEY

E

I sanofi-aventis U.S.LLC, o S
F.. Kansas City, USA HRAH R4

Page 5



112 R fTEH—E
<FaULI5EBRER

3.2.A Tt

3.2.A 1 WEMHmERRUEE - —

BB = EEXL | HEREMR ECES BEME | FHlERE
i “’ 5EE #Ar8 15T 2% | SEEHOI

3.2.A-1 [3.2.A.1 Facilities and Equipment I - - HREH | FFEER

3.2. A2 SARHERBREMEYNEOREMEITH S

B ES = EEXL | HEREMR HERETE BEMES | SHEENE
i “’ EEE #Ar8 15T 2% | SEEHOI
o |3.2.A.2 Adventitious Agents-Safety _ _ Sy = (3 322

8.2.A2 [y ent I #HRER | FHEER

3.2.A.3 FIMARMHAI __

B ES me EEXL | HEREMR HERETE BEMES | SEENE
i e EEE #Ar8 15T 2% | SEEHOI

3.2.A-3 [3.2.A.3 Novel Excipients I - - HREH | FFEER

3.2.R BEOEREN : HALGL
3.3 BEXH - BmELL

Page 6



112 R fTEH—E
<FaULI5EBRER

FARDRTER

4.2 HEBRBEE
4.2.1 EEHER

4.2.2 EYEREHER
4.2.2.1 BERVNYT—2 3 VREE

EE L

FHES i=eE FEX(T| HABREME HEREE BEME | FmENS
- EEE HARS e Tvil £2% SEEHDI
Validation of a high performance liquid
4 |chromatographic method using tandem mass a1 Sy o
4.2.2.1 spectrometry detection for the determination = f|Canada) HREH BEAH
of fexofenadine in human EDTA K3 plasma
Validation of a high performance liquid
chromatographic method using tandem mass
4.2.2.1-2 |spectrometry detection and automated a1 Canada) HRER SEEH
extraction for the determination of ]
pseudoephedrine in human EDTA plasma
4.2.2.2 )RR ZaiL
4.2.2.3 2 ZahL
4.2.2.4 /35 ZahL
4.2.2.5 HEitt ZahL
4.2.2.6 EYEBRFNEYHEEER GEERK) ZahL
4.2.2.7 ZDHhOEMBNEHER ZahL
4.2.3 SRR
4.2.3.1 BEHSHMHRAR _ _
BuED =5 FEX (T | HBREME HERZEE EEME | FEENE
i - =T e Tvil £% SEEHDI
The effect of terfenadine on the acute oral Merrel | Dow Research SEZEH (GLP
4.2.3.1-1 |toxicity of pseudoephedrine hydrochloride in [N Institute HREN | HBRENEH
rats (GAERES :T-84-18) (Cincinnati, Ohio, USA) REGATH)
Determination of comparative oral minumum
lethal dose of a sustained release form of d+ .
4.2.3.1-2 |pseudoephedrine (120 mg/capsule) versus the = T(??ogts"ci?Tgml?iéigﬁgpa{]ém HREH SEEHR
raw form of d-pseudoephedrine in the dog (E®ER) ’ ’
(GRE&FE = ' PSE01)
Determination of comparative oral minumum
|lethal dose of 120 mg sustained release
capsule versus an old formulation of 120 mg The Dow Chemical Compan
4.2.3.1-3 |sustained release capsule of d- = | Zionsville Indianap UéA) HREH | EFEER
pseudoephedrine and a 60 mg immediate GR&EH) ’ '
release cupsule of d-pseudoephedrine
(GRE&E = ' PSE02)
4.2.3.2 REBSSHEHER _ _ - -
BFHED = EEXNT| HABRER B ES BEME | FEENS
- HEE AR 5T 2% SEEHOI
Range finding study with a Merrell Dow Research
4.2.3.2-1 |terfenadine/pseudoephedrine hydrochloride | Institute HREH | SEEH
combination in rats (EXERZFE S :T-85-03) (Cincinnati, Ohio, USA)
Three month oral toxicity study of a Merrell Dow Research SEE&¥ (GLP
4.2.3.2-2 |terfenadine/pseudoephedrine hydrochloride Institute HREHR | REREHNEH
combination in rats (FRERZE S T-85-11) (Cincinnati, Ohio, USA) REBZFAARRA)
Subacute (30-day) oral toxicity of novafed .
4.2.3.2-3 120 in New Zealand white rabbits e vou Chmical Sompary | st | smEM
(A58 %& 5 1 PSE05) ' '
Subacute (30-day) oral toxicity of novafed The Dow Chemical Compan
4.2.3.2-4 |120 (d-pseudoephedrine HCI) in mongrel dogs ] ionsville Indianap UéA) HREH SEEH
(5482 %5 PSE03) (EwEH) ' '
Subacute (39-day) oral toxicity of novafed .
4.2.3.2-5 |120 (d-pseudoephedrine HCL) in beagle dog , T(;‘I’ogz‘\’l’lﬂ‘gm'fﬁéIgﬁzpaﬂém HNEH | sEEH
(518 &5 PSE04) (#HwER) ' '
Three month oral toxicity of a _I' Merrel| Dow Research SEZEH GLP
4.2.3.2-6 [terfenadine/pseudoephedrine hydrochloride in Institute HREH | HEBREHNEH
dogs (RAERES T-85-07) B | (Gincinnati, Ohio, USA) REIHA )

Page 7




112 R fTEH—E
<FaULI5EBRER

4.2.3. JREBMRR - BEGL
4.2.3.4 BARMERER - BuUEL
4.2.3.5 £REREBEHR

4.2.351 BRERUEKETODMEREICET 35B © HAKL

4.2.3.5.2 BF - FRIRFEAICBY HEER

AHES P EENT| HABRER EEET BEME | FmENS

- sEE AR 5T 2% |SEEHO5

Teratology study with a Merrell Dow Research SEEH (GLP

4. 2. 3. 5. 2-1|terfenadine/pseudoephedrine hydrochloride Institute HRAEH | AERIEZHEH
combination in rats (FRXE&ES :T-85-20) (Cincinnati, Ohio, USA) RESZFAAH)

Teratology study with a combination of Merrel| Dow Research SEE%¥ (GLP

4. 2. 3. 5. 2-2|terfenadine/pseudoephedrine hydrochloride Institute HREH | HEREZHEH
combination in rabbits (FRERFES T-85-21) (Cincinnati, Ohio, USA) REBFTAEA)

4.2.3.5.3 HARMRUHARDOFEES VICBAOHEEECET 58 « ZHGL
4.2.3.5.4 HFEREZRAVEEER - ZEGL
4.2.3.6 BETRIEERR - ZAGL
4.2.3.7 zothoEHHER - HEBL
4.3 SENE
AHNES FEMESE

4 31 Koss MC, Yu Y, Hey JA, McLeod RL. Pharmacological characterization of a noninvasive, chronic, experimental dog model
’ of nasal congestion. J Pharmacol Toxicol Methods. 2002;47:11-7

43-2 Koss MC, Yu Y, Hey JA, McLeod RL. Acoustic rhinometry in the dog: A novel large animal model for studies of nasal
’ congestion. Am J Rhinol. 2002;16:49-55

4 3-3 Erickson CH, McLeod RL, Mingo GG, Egan RW, Pedersen OF, Hey JA. Comparative oral and topical decongestant effects of
’ pheny Ipropanolamine and d-pseudoephedrine. Am J Rhinol. 2001;15:83-90

4 3-4 Rudolph K, Bice DE, Hey JA, McLeod RL. A model of allergic nasal congestion in dogs sensitized to ragweed. Am J
' Rhinol. 2003;17:227-32

435 Tiniakov RL, Tiniakova OP, McLeod RL, Hey JA, Yeates DB. Canine model of nasal congestion and allergic rhinitis. J
' Appl Physiol. 2003;94:1821-8

436 ME—X, MHAH. HAREE. AHLz. RHX. KIMEL. EBEENR. d-Pseudoephedrined iE{EfA. AZEEES.
' 1982;79:401-8

Walker RB, Fitz LD, Williams LM, Linton H Jr, Smith CC. The effect of ephedrine isomers and their oxazolidines on
locomotor activity in rats. Gen Pharmacol. 1993;24:669-73.

438 |PE-EBEXE. BARE. Mg, REFK. #ER, ADLFE. d-Pseudoephedr ined K EH - FIRFRISHT HIEM.

) BEEMEEE. 1979;75:383-90.

Aviado DM Jr, Wnuck AL, De Beer EJ. Cardiovascular effects of sympathomimetic bronchodilators: Epinephrine

4.3-9 |ephedrine, pseudoephedrine, isoproterenol, methoxyphenamine and isoprophenamine. J Pharmacol Exp Ther. 1958;122:406-
17.

Sussman GL, Mason J, Compton D, Stewart J, Richard N. The efficacy and safety of fexofenadine HC| and
pseudoephedrine, alone and in combination, in seasonal allergic rhinitis. J. Allergy Clin Immunol. 1999;104:100-6.

4.3-7

4.3-10

4.3-11 |Empey DW, Medder KT. Nasal decongestants. Drugs 1981;21:438-443

4.3-12 [Johnson DA, Hricik JG. The pharmacology of a-adrenergic decongestants. Pharmacotherapy. 1993;13:110S-115S

Palamanda JR, Mei H, Morrison R,et. al. Pharmacokinetics of pseudoephedrine in rats, dogs, monkeys and its
4.3-13 |pharmacokinetic—pharmacodynamic relationship in a feline model of nasal congestion. Drug Metabolism Letters
2010:4(2) :56-61

Crowe A, Diep S. pH dependent efflux of methamphetamine derivatives and their reversal through human Caco-2 cell
monolayers. Euro J Pharmacol. 2008;592:7-12

4.3-14

4.3-15 [Till AE and Benet LZ. Renal excretion of pseudoephedrine in the rat. J Pharm Exp Ther. 1979; 211: 555-560

Jacquot C, Bralet J, Cohen Y. Metabolism, tissue distribution, and mechanism of cardiac fixation of 14C-
pseudoepfedrine. Comptes rendus des séances. 1973; 167: 1789-94

4.3-16 [Jacquot C, Bralet J, Cohen Y. Metabolism, tissue distribution, and mechanism of cardiac fixation of 14C-
FER pseudoepfedrine. Comptes rendus des séances. 1973; 167: 1789-94

4.3-16

4.3-17 |[Kanfer |, Dowse R, Vuma V. Pharmacokinetics of Oral Decongestants. Pharmacotherapy. 1993; 13(6) :116S-8S

4.3-18 Till AE and Benet LZ. Pseudoephedrine pharmacokinetics in the rat using a microanalysis technique. Pharmacology
: 1979; 18: 306-310

4.3-19 Cvetkovic M, Leake B, Fromm MF, Wilkinson GR, Kim RB. OATP and P-glycoprotein transporters mediate the cellular
. uptake and excretion of fexofenadine. Drug Metab Dispos. 1999 Aug; 27(8): 866-71.

4.3-20 Petri N, Tannergren C, Rungstad D, Lennernas H. Transport characteristics of fexofenadine in the Caco-2 cell model
: Pharm Res. 2004 Aug; 21(8): 1398-404

Page 8



112 R fTEH—E
<FaULI5EBRER

Zhao R, Kalvass JC, Yanni SB, Bridges AS, Pollack GM. Fexofenadine brain exposure and the influence of blood-brain
4.3-21 |barrier P-glycoprotein after fexofenadine and terfenadine administration. Drug Metab Dispos. 2009 Mar; 37(3): 529-
35.
Shimizu M, Fuse K, Okudaira K, Nishigaki R, Maeda K, Kusuhara H, Sugiyama Y. Contribution of OATP (organic anion-
4.3-22 |transporting polypeptide) family transporters to the hepatic uptake of fexofenadine in humans.Drug Metab Dispos
2005 Oct; 33(10) :1477-81.
4.3-93 Nozawa T, Imai K, Nezu J, Tsuji A, Tamai |. Functional characterization of pH-sensitive organic anion transporting
: polypeptide OATP-B in human. J Pharmacol Exp Ther. 2004 Feb; 308(2): 438-45
4.3-24 Matsushima S, Maeda K, Ishiguro N, lgarashi T, Sugiyama Y. Investigation of the inhibitory effects of various drugs
: on the hepatic uptake of fexofenadine in humans. Drug Metab Dispos. 2008 Apr; 36(4): 663-9
4 3-95 Matsushima S, Maeda K, Hayashi H, Debori Y, Schinkel AH, Schuetz JD, Kusuhara H, Sugiyama Y. Involvement of multiple
: efflux transporters in hepatic disposition of fexofenadine. Mol Pharmacol. 2008 May; 73(5): 1474-83
4.3-26 Strindelius LG, Nation RL, Evans AM, et.al. Effect of organic cations on the renal tubular secretion of
: pseudoephedrine in the rat. Clin Exp Pharmacol Physiol. 2001; 28(1-2): 43-7.
4.3-97 Motohashi H, Uwai Y, Hiramoto K, et. al. Different transport properties between famotidine and cimetidine by human
: renal organic ion transporters (SLC22A). Eur J Pharmacol. 2004; 503 (1-3): 25-30
4.3-98 Moadde! R, Patel S, Jozwiak, et. al. Enantioselective binding to the human organic cation transporter-1 (hOCT1)
: determined using an immobilized hOCT1 liquid chromatographic stationary phase. Chirality. 2005; 17(8): 501-6
4.3-29 Toxicology and Carcinogenesis Studies of Ephedrine Sulfate (CAS No. 134-72-5) in F344/N Rats and B6C3F1 Mice (Feed
) Studies). National Toxicology Program Technical Report No.307. National Institutes of Health: 1986
4.3-30 Nishimura M, lizuka M, Iwaki S, Kast A. Repairability of drug-induced “wavy ribs” in rat offspring
: Arzneimittelforschung. 1982:;32(12) :1518-22
4.3-31 Pharmacology Review of Advil Allergy Sinus (application number 21-441). FDA Center for Drug Evaluation and Research;
) 2002.
4.3-3 Pharmacology Review of Aleve-D Sinus & Cold (application number 21-076). FDA Center for Drug Evaluation and
) Research; 1999
4.3-33 Tong jaroenbuangam W, Meksuriyen D, Govitrapong P, Kotchabhakdi N, Baldwin BA. Drug discrimination analysis of
) pseudoephedrine in rats. Pharmacol Biochem Behav. 1998 Feb; 59(2) : 505-10
4.3-34 Anderson KG, Winger G, Woods J, Woolverton WL. Reinforcing and discriminative-stimulus effects of ephedrine isomers
: in rhesus monkeys. Drug Alcohol Depend. 2001 Dec 1;65(1):45-53
4.3-35 Wee S, Ordway GA, Woolverton WL. Reinforcing effect of pseudoephedrine isomers and the mechanism of action. Eur J
: Pharmacol. 2004 Jun 16; 493(1-3): 117-25
4.3-36 Freeman KB, Wang Z, Woolverton WL. Self-administration of (+)-methamphetamine and (+)-pseudoephedrine, alone and
) combined, by rhesus monkeys. Pharmacol Biochem Behav. 2010 Apr; 95(2): 198-202. Epub 2010 Jan 25
4.3-37 Pharmacology Review of Zyrtec-D 12 Hour (application number 21-150). FDA Center for Drug Evaluation and Research;
) 2001.
Palamanda JR, Meia H, Morrisona R, McLeodc RL, McCormickb K, Corbozc M, Xua X, Korfmachera W, Broskea L, Nomeira AA
4.3-38 [Pharmacokinetics of Pseudoephedrine in Rats, Dogs, Monkeys and |ts Pharmacokinetic-Pharmacodynamic Relationship in a
Feline Model of Nasal Congestion. Drug Metab Lett. 2010; 4: 56-61.
4.3-39 |KkFHIETEE. HLFoAOY. BREESHANFIRRRE RE EXERKFMYNC FTvy. EBARE: 2007
4.3-40 |BAEELRAFANFIHRE EESRNYIFHR2007. EFBHRE, 2007
4 3-8 Final Report on the Safety Assessment of Candelilla Wax, Carnauba Wax, Japan Wax, and Beeswax. Int J Toxicol. 1984;
: 3(3): 1-41.
4.3-42 Rowland IR, Butterworth KR, Gaunt IF, Grasso P, Gangolli SD. Short-term toxicity study of carnauba was in rats. Food
: Chem Toxicol. 1982 Aug; 20(4): 467-71.
43-43 Parent RA, Cox GE, Babish JG, Gallo MA, Hess FG, Becci PJ: Subchronic feeding study of carnauba wax in beagle dogs
: Food Chem Toxicol. 1983 Feb; 21(1): 85-7
4.3-44 SCF/CS/ADD/MsAd/194 Final. SCF. Opinion of the Scientific Committee on Food on carnauba wax (expressed on 11 July
) 2001).
4 3-45 Carnauba wax. Toxicological evaluation of certain food additives and naturally occurring toxicants. WHO Food
) Additive Series, No. 30, 1993, nos 758 on INCHEM
4.3-46 |RIEEELE, L¥FE— XABRFIMPOINMEGEYE (Z04) . BEREEFHS. 1987, 28(6) 1498-501.
4 3-47 Parent RA, Re TA, Babish JG, Cox GE, Voss KA, Becci PJ. Reproduction and subchronic feeding study of carnauba wax in
: rats. Food Chem Toxicol. 1983 Feb: 21(1): 89-93
4.3-48 “Inactive Ingredient Search for Approved Drug Products” in the FDA CDER website. (as of 2011/7/15)
4 3-49 FAO/WHO JECFA. Evaluation of certain food additives and naturally occurring toxicants. Thirty-ninth report of the
) joint FAO/WHO expert committee on food additives. World Health Organ Tech Rep Ser 1992; No. 828

Page 9



112 T EH—E
<FaULI5EBRER

%S%B 0) AN 1_.|- é*'l‘

52 BRRABR—EXR
5.3 HBREE &UEQJETF;#E
5.3.1 £MRHFZHBREE
5.3.1.1 /\«(7}'7’\4’7t')7’4 (BA) EAERERE CBELL
5.3.1.2 HWEBAAEBRR VAEYZFHE SN BE) HERBEE
—— =5 EEXE | HEBRER ELES BEME | FEmERE

EEE HAR8 L 17i0 2% [SEEHDII

A double-blind, randomized, 5-day repeated-
dose, dose ascending, crossover

bioavailability, safety and tolerability .
study of fexofenadine and pseudoephedrine - o S 47 2
5.3.1.2 fixed-dose combination tablet in comparison F . BA HAAH BFAM 54

with the marketed Allegra tablet in Japanese
healthy male subjects
(5452 %& 5 BDR11250)

5.3.1.3 In Vitro-In Vivo OBHEZERET L-HBREBEE  &Z34LL
5.3. 1.4 EMFHRVEILFZM SRR RE COBSAL

5.3.2 £ FEKRAMZRV-ENBEREOHRREE © ZIALTL

5.3.3 BRIREMEIE (PK) HBRMEE
3.3.1 BEHREICE T HPKRUMABEHARREE - ZULL

5.3.3.2 BEICE T KRV BEUHREESE © FH&bL
5.3.3.3 NEAMZERZHKRE LI-PKREBRBEE - HUGL
5.3.3. 4 NAMERZHET L F-PKHAERRBEE

- - EEXNZ | AR RERE BEER | amanE
= e EiEE #Rg 187 2% |sEEHOR

An open-label, randomized, single-dose, two-
treatment crossover study, to investigate
the potential food effect on the

_, |biocavailability of fixed dose combination - o = [ 22
5.3.3.4-1 formulation of fexofenadine hydrochloride F . BA HAEH ST R
and pseudoephedrine hydrochloride in

Japanese healthy male subjects
(FRERES ALI11251)

Effect of pseudoephedrine on the
5.3.3.4-2 |pharmacokinetics of fexofenadine
(FERE S PJPR0O043)
5.3.3.5 REaL— 3 UPKHERIREE - BZuAL
5.3.4 BRIREH%¥ (PD) HERBEE : KIGL

5.3.5 AMMERUREMHARBRES
535 1 BB ABOEICHET HLENERBEEE
P =5 EENE | ABREE ELES BEMES | FHEEN &

EEE | #m ST 2% |sEEHOR
EHE7 LT —ERRBEICALC. JIxY 4 =

T+ D UiEEE 60 mg /

BTV FITIFY) > 60
gg@ﬂﬂﬁ?:#yjlf9>ﬁﬁﬁ%mg/ .
) YA RITTFYY 120 mg - - R
BARE B2EEE L 202BMOaEy T " B& HAEM | FEAN
VREMOBRT (SUFLE, —FER. J15
VI F U EEEE60 mg 182

EF 508, 11T R R LB ER)

(GREA TS EFC11243)

A comparative study of the safety and
efficacy of a twice-daily fexofenadine HCI

; . Clin
60 mg pseudoephedrine _ Tmnuno|
5.3.5.1-2 [HCI 120 mg combination versus its components = nFs T

KE HHER SEEN

5.3.5.1-1

J Allergy

alone in the management of Jul ;1041
ragweed seasonal allergy ) '160—6
(B2 &S PJPR0035) ' ’

5.3.5.2 FANBRBEEE - HEULL
5.3.5.3 HEORBREEHE TRITL-HESE - BuGL
5.3.5.4 TOMOBKRBEEE © HuuL

Page 10



112 R fTEH—E
<FaULI5EBRER

5.3.6 MIREOMERAZERICET FREE
P e EENE | RBEE B ES RS | SWARE
i * BEEE il 1S 2% | SEEHOI

Post-Marketing Safety Information on Allegra
5.3.6-1 [FDC (fexofenadine / pseudoephedrine
combination)

~EA/ | HREs | sEEN

PERIODIC SAFETY UPDATE REPORT -
5 3 6-2 for FEXOFENADINE HYDROCHLORIDE F _-N_’ _ R sEaH

FEXOFENADINE HCL/PSEUDOEPHEDRINE HCL
FEXOFENADINE HCL/PHENYLEPHRINE HCL

537 BET S —BRRUEHILHE

AEHES fEfl—E R

5.3.7-1 HEBRER—B

5.3.7-2 BIERESI —ER
B EECHERERRRES -
5.3.7-4 BRREBEELZHRREN—EX
B RRREELESR

5 4 BEXEK

MBS FERMSE X H

RTLULF—DEAA K54 VEREES
BTULX—BEAA LS4 - BEUR R EEME—2000FM (BETHE6HR) /R (#) 547 - 44T 2 Z:2008.

5.4-2 |BE & RT7ULXF——EREBR-YUER KR EFEDv—F)L4t2005. p. 369-72.

RKARLHB WEETFLULX—MBERICEBTI2HAE RO ) IVELRNEVTFILAR M YILTR), FTLRR)-
CBEIR. 2008;27(11) :1070-4.

J. Russell May, Philip H. Smith. 27—+ E— (T%) —REEEILDT7 TO—F—. BHE:J L— kR 2007.

p. 507-22.

5.4-5 |K#E HE. AFEMWEBEERRELERTULX—FICETS7 24— bFAZE. Prog. Med. 2009Jan;29 (1):218-24.

5.4-1

J. Bousquet, N. Khaltaev, A. A. Cruz, J. Denburg, W. J. Fokkens, A. Togias, el al: Allergic Rhinitis and its Impact

546 |on Asthma (ARIA) 2008. Allergy. 2008 Apr;63(Supp!. 86) :55-61

5 4-7 Mansfield LE. Once-daily immediate-release fexofenadine and sustained-release pseudoephedrine combination: a new
) treatment option for allergic rhinitis. Expert Opin Pharmacother. 2006 May;7(7) :941-51.

5. 4-8 Schenkel E, Corren J, Murray JJ. Efficacy of once-daily desloratadine/pseudoephedrine for relief of nasal

: congestion. Allergy Asthma Proc. 2002 Sep-Oct;23(5) :325-30.

5. 4-9 Bt 2, 8N —Z. RERFIIVEOESGHARINSHLNICSNDH ZRAOFREERMER. 7 LILEX—F. 2002

May 13 (5) :434-42.

Zieglmayer UP, Horak F, Toth J, Marks B, Berger UE, Burtin B. Efficacy and safety of an oral formulation of
5.4-10 |cetirizine and prolonged-release pseudoephedrine versus budesonide nasal spray in the management of nasal congestion
in allergic rhinitis. Treat Respir Med. 2005;4(4):283-7.

Samantha M. Mucha, Marcy deTineo, Robert M. Naclerio, Fuad M. Baroody. Comparison of montelukast and pseudoephedrine

54711 fin"the treatment of allergic rhinitis. Arch Otolaryngol Head Neck Surg. 2006 Feb;132(2):164-72.
Berkowitz RB, McCafferty F, Lutz C, Bazelmans D, Godfrey P, Meeves S, el al: Onset of Action of Fexofenadine
5 4-12 Hydrochloride 60 mg/Pseudoephedrine Hydrochloride 120 mg in Subjects Aged 212 Years with Moderate to Severe Seasonal

Allergic Rhinitis: A Pooled Analysis of Two Single-Dose, Randomized, Double-Blind, Placebo-Controlled Allergen
Exposure Unit Studies Glin Ther. 2006;28:1658-69.

5.4-13 |EBiS BAE. EHMHT7LULF—MERIIHTIERIIFY I -0 0FMMETM. 258 & #2002 Jan;39 (1) 19-18.

Nicholson AN, Stone BM, Turner G, Mills SL. Antihistamines and aircrew: usefulness of fexofenadine. Aviat Space
Environ Med. 2000 Jan;71(1):2-6.

EIIEAE, AL, HdZH, AmBitF AEEE RREF i BRI X VI SO UOREBERMBECRIFTEE
FEPRZEEE. 2000 Sep:31(5) :649-58.

Weiler UM, Bloomfield JR, Woodworth GG, Grant AR, Layton TA, Brown TL, el al: Effects of fexofenadine,

5.4-16 [diphenhydramine, and alcohol on driving performance. A randomized, placebo-controlled trial in the lowa driving
simulator. Ann Intern Med. 2000 Mar;132(5) :354-63.

5.4-17 |Empey DW, Medder KT. Nasal decongestants. Drugs 1981 Jun;21(6) :438-43.

Johnson DA, Hricik JG. The pharmacology of a-adrenergic decongestants. Pharmacotherapy. 1993 Nov-Dec;13(6 Pt
2) :1108-58

5.4-19 |DDPROCOSSAERAIESREE. #/ T4 - FRLUT 4 AkX L4, IS FEE

5.4-20 [DDPROOOTEERMIEREE. ¥/ T4 - TALT ¢ A2, ISEAEE

Alice E. and Leslie Z, Benet: Renal Excretion of Pseudoephedrin in the Rat. J. Pharmacol. Exp. Ther. 211: 511-560,
1979.

Page 11



112 R fTEH—E
<FaULI5EBRER

5.4-22

Kanfer |, Dowse R, Vuma V. Pharmacokinetics of oral decongestants. Pharmacotherapy 1993; 13(6 Part 2):116S-28S.

5.4-23

BER ST LULF——HEBEBR—®ETHR. KBR: (%) EESv—F L4t 2005, p.323-34

5.4-24

7 L7 548830mg, 60mg, ODFE6Omg AT XE. H/ T 1 - TRUT 4 ABKAKH, BAR20114£7A

5.4-25

Ronald G. Kuntzman, Irene Tsai, Leonard Brand, Lester C. The influence of urinary pH on the plasma half-life of
pseudoephedrine in man and dog and a sensitive assay for its determination in human plasma. Clin Pharmacol Ther.
1971; 12:62-7.

5.4-26

Pharmacy Law: The Role of the Pharmacist Regarding Behind-the—Counter Pseudoephedrine Cold and Sinus Products. From
The CE Solution website http://www. thecesolution. com/ce/|essons/Bayer_PSE_090106/Bayer_Pseudoephedr ine. pdf
Sep. 1. 2006.

5.4-27

BA R KAR O BH FH: TULXMEROFLVEEESFE—XIT7EOEHA. 7 LILFX—0ESEV0l4. 199711
102.

1974

Page 12



112 FftEH—E
T4 LISEBRER

AT REEMDLTNERVR b

%288 CTDOME (<) —)

2.3.S FE (7% 7+ 2 UiERE)
2.3.R BEBOERER

2.6.3 EEHRBOBMER

2.6.5 EVEERBROBESR

F3M REICHYTOIXE

3.2.8 FRE (7xxFV 7+ 2 UiEmME)
3.2.5.1.3 — RN (BB TV R J2z R )
3.2.8.25 JOotR - NYF—ar /IO REEE (EETVA RFI T RYY)
3.2.8.3 it BBV FIT7z R)Y)
3.2.5.4 FREOEE (BEBITVA KT FYY)
3.2S85 EEGRITEZEYME BBTVAI FT I FYY)
3.2.8.7 REME BBBIVAIRFIIZRYY)

3.2.R EBOERER

3.3 SEXH
HEAER  JEERIREABRIREE

421 EIERER

4222 KR

4223 kil

4224 R

4225 Bttt

4226 EYEREFMENMEEER (JEERK)
4227 Z DD EYENEEER

4233 EirHEERR

4234 NARMERER

4.2.3.6 BRI SR

4237 ZDOEMRER

580 ERERAABREBEE

5.3.1.1 NAATRALSEY T4 (BA) HBREEE
5.3.1.3 In Vitro-In VivodBHEZ#&RET L - EBRIREE
5.3.1.4 EMZHRVEBIEZND I ERTHRESE

5.3.2 ErFERRHEAV-EYBEEEDRREREE
5.3.3.1 BEBREIZS T APKRUMNBIZRERBHRES
5.3.3.2 BEIZHITAPKRUVMREERBREFES
5.3.3.3 ANEMHERZRE L PKREBREE

5.3.3.5 RE1L—Y 3 UPKREBRIEE

5.3.4 BEEREE N (PD) HERIEE

5.3.5.2 EXMBHBRBES

5.3.5.3 BHOGKBREEZHE CTENLZRESE

5.3.5.4 Z DM OEEREBRIREE

Page 1



	  表紙
	1.4 特許状況
	1.5 起原又は発見の経緯及び開発の経緯
	1.6 外国における使用状況等に関する資料
	1 外国での承認（許可）及び使用状況
	米国添付文書（概要の和訳）
	Labeling information of US 

	1.7 同種同効品一覧
	1.8 添付文書（案） 
	1.9 一般的名称に係る文書
	1.10 毒薬・劇薬等の指定審査資料のまとめ
	1.12　添付資料一覧


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Japan Color 2001 Coated)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
    /TimesNewRomanPS-BoldMT
    /TimesNewRomanPS-ItalicMT
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects true
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /JPN <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 0
      /MarksWeight 0.283460
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /JapaneseWithCircle
      /PreserveEditing true
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice




