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TEICDOWTHAL 7,

1. EELBRSEEXY P7—2 (Fig. 1)
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Table 1 BEFIE (KR DR B EEBRICLTVET, ThHrLRATIEE
5 FITSIIs b, cOMEEEEALTVET
8% AROXRYEREFFIECERME

CEEBITERLOME»23a=s—y 1. BEAUHBEXBRGORE (Fig.2)
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HLHI3EFEZFT. MRHETIE, £F - BRICA-
T THLVAEREZERLTL L) oo, REH
LfEHe LTnRFmSHAxxELRELE L2

3.1 Web BB @I BAAXHE

HEETEIL, IT ¥ RPENEICHBIT 2 E®RE
HhHEEEEI Web JEEREL XL 72, WebjEo
AR, 2o VoE0RBRERUTLEIEHNTES
Ze&TT (Table 2). L&L, 23 &5H&iz, &
% BRICERICEL 25, BICRELZEIZ 2
bipnde, LYOEREGELEIT. FOREME
HEZBEIRD, FOREERYID ML L
HREUTY., #27T, FRUFEENTARER S
EIZL L ERELTEPEDFELWER 4
LITHDEER T, BBA, FHEML, FEHEEH
DR, HRELERMNEDL I ICELT D,
HHEEY, FREHMH, o6 2nEXRL ZNOEED
XETEIPNTWAIESFILWEFEZTWDE
ey ) F LI

HIIBH 60 Fr LM TORERELBHO I L
frht, FOERBEILCKERRL Y, NBRELAE
WHESBT B, TORETRVWEVWbREL
72T, BRERICBEN=—ZWHE (L -T2
ZEHMHNET.

EREIC OV, FEO—BEICR-Tw3E
BHRETESLEOL B NICERIN T AED
W, BEHNPEILWXEIrLDLHELVWHET
MNHIZ, EROTRYGH B EVITFAELLL
2 b, XENHPITHERIG LU WEEENEALEH
5L0?, &HE L TOXER WL EDAHE

Table 2 Webhil : BERITHRAE

® F &
C iy OBROEREZEHATEE
e BXD-— XL ERFR(TER 14EERELD)
==X BELWVEEBTFELWVWEZZTWS
PIEDMER) . (R84 T{ERL
fir) TEBIeBOER] (x&Eei
SEERMBESERTDI) EFE
gy TERAHREL
PREZHE  —R TR OERMERE, <FV
OLEBY ] KERENTVWEIXES, B
BOBEADIHLRVWEESLHI LD
@, NEIL 00U LD ANERLTND

BLTWbZ NI L, ZHLDHEEDL,
Web B EMITHBLETIIL A N OFHR L 4
LTHEWEHNETL X L7

3.2 BERUBHAXEEENTSFS4 LR
(Table 3)

B BT 5 BEmIT HAXE 2 RETT 2 40
0, W TOBBATHETHS K51, Bk
ICIRT AN ADFDAD LB E N T\ 2 Medication
Guide, EU @BINESERTH & 3 1LTvr 3 pack-
age leaflet, # L TA—2 } 59 7 CMI (Consu-
mer Medicine Information) 22w CHzEL L
. Tb R HELETE, HRELIERMR,
Medication Guide T3 TXTHOEERINE T
t{, FDADBRELF2 3RERIZ DV TEHRE
EEIERL, BEICRMST I L 2FEHT T
7. EU TH TR TOEERSI MR E L > T g
T, A=} 7N T CREEGHGHEINTE,
ZORTHRLE R AETH > TERIII BT 25
BT B3 2B B EIFRIZBHETIT Tw 3
¥.

REHE, TAVHEA—2FZ )T OBEIR
EMEREENBREICET I 2R L, EU D
BETNTHEROBII AN LICE>TWET,
VTR L TLMLTEESAOTLICEL Z 25
BT CwE T, —FTEoggIzAs—% v +
TOLRZZIENFTED LI TWET,

T3 —=y MZDWTR, EETORLE XFED
REIL Y2 DEHMICHEINRTYWEY, ZZT
HBLTWBZ &L, EMFRDITORBEREASEH»—
Hibzl, TOREPEEVEBTELSETE
BT L2 KHTWERILETY., ZOHNE
BT,

LHEBIC YW TTIRIIIZE LT

INLENEROEEMEICO2WTIE, T AD
Medication Guide 123 FDA»REB L Twi i D
THaZrdEehEzy, A— A5 TTid—
BOADINBE, LA BELFERNEZH 2, %
BLEY, Bictn) b 0%LL L4850 2
THTEL2ITUBPERLALTVIOTIHREICAE
FHEEITECEBWEY, EUTLA—ZLFF N T
MEAEHEICERL 2B TITbhTwd & ) TT.
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Table 3 BEMITHRHALEEEN A FT A ik
KE EU =
1998 £ 12 A Medication 1992 4 3 B 54 92/27/EEC | CMI(Consumer Medicine
Guide BN —N994 6 A | ICLVEHNBEEXLOBER | Information)i, HEHEEN
ROEE A SUEER & S7(1993 | BET b0 T,
SEHBAFTIHbONLER £ 1 &5, TGA(Therapeutic Good
(fhooislic L o FEOEER | ZhicES% EUECKEE | Administration) 3¢l - 5
wgomnc | FREECL OFRRESH | BERARAXEORELE | HT2bOoTIREN. Ll
T (8 T3, ) B - BT 5. TGAIZ, 'CMI 4% PI(Product
zmm&& MERMMBERTZRERE | SEIEC->WTIE, 1998 | Information : TGA AZE DL
xomEs | TXEL BIALESBESE | £ A Ko vl | FERLARTI 0TS
) FLHbo, EEREEE h, REXEHETZLI 2D
sam . A 1. gfionQE&w,tb
;7’“5 MHEESD CMI 1
Therapeutic Goods
Regulations @ Schedule 12
%, FAMOLREBOERR
iX Schedulel3 Zik~ 54T
WAHEBES ERTHAEL
720,
L BERAXTFEICLIVEES 2TOSHBT, HERHE D2 | Schedule 8 (V 2 27 MFEFIZ
FEFEREBLETED HERABIE ATV | BRLE, 8, ER%RE
a) B AFEORIZ User R TWaE, HFHAE
2.HAEHLHRTEAERM | package leaflet AN KRG D H B 3 V),
Bt H Y, fEBRMEICRT schedule 4 ({5 % 3K),
FHERE B THEREND L TR schedule 3 (FEHL LTS
(7%) FROGOERT LIk 2, FHEH- X sy T
DREICHEETILO R R DPER2FE)
3 BECEDIZEETHY, REIhIERR
EODRERET LD
2, BRI T2BEDX
FREERLO
BEEFIITROVTR,LO | MEOFPIZFHEA 54 & 7 CMI b 3E57)60 4% A
FHETEREFILLTREIND | §FE, ARZLEHOXE | LXWERERYZ b2 =TIC
ozt a. e T D SVAFFARETHD. Tk
BRECEE - QEEE - FHF | AFEKIIH>VWTRHRESAB L | ETH, EFAERALTVWS
T iz BlizEA L CHREERT | aF Y2 by =T CLRIBE

1} + 4> 72 B Medication
Guide ¥ B2 7 5.

2) Medication Guide % {ERE
TE5FB(avEa—s7
7 A NE)ERET D,

A TER LS ICT
5).
EREEZICILIBEERS
bLoik, EFXHRTIFROES
NEPVEELED LIICEABOT
BBz iRk,

BBThd. EXGDyir—
VERHSKATWEHRELH
D, TLHRENLDEE
AMBFETRELH D,

13 BERMIHBEXEERR

BEATHALBETEEL T L3,
FOUBE -HRICE - THART(, 2LTENE
AT IeMMc b THE» M ETE
PHBRINGXELL-TWBIETY. #0712

RHINnEA

OHITTTRHE T,
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Table 3 Continued

*E EU 3
EETER BRASNIEDARE TR | PILFER LRNEMII—
DD TINEE T3 LiboThs.
BRFT{EHEA TN XF 8RS FUE FRIZARER TRV,
HESIZELWY HREMBLTHEARTWVWE | ERT, BHOMETHRE

Sh—y EMZEMIT ERAFENIZ—& BWX - SHERITD ICERE LT VWL O,

b (REH)ARE « B35 RO LEE VERZIFRBES RO
XF10RA » bELE RS AY A5, REOES | MWD E5ICRHLAHETH
T - BARE SPCERIABEBE)OREL —F | 3.

TAHBERICERT S ERBERTh D R2d .,
EMAGER%IRE T3
RHELIIIESEZ 2, B
[y
“Medication Guide” (405 3%) Consumer Medicine
(D s (—4) "Read all of this leaflet Information
(2)“What is the most carefully before you start * the name of medicine(E 3§
important information I | taking /using this DA FR)
should know about X ? medicine" + + - - (1)What is in this leaflet
(3*What is X ?" (= o) (2JWhat X is used for
(4)*Who should not take X ?” | "Read all of this leaflet (3)Before you take X
(5)'How should I take X 7" carefully because it When you must not take it
{(6)*What should I avoid contains important Before you start to take it
while taklng X7 information for you" « .. Taklng other medicines
(7)*What are the possible or (4)How to take X (DHE
reasonably likely side In this leaflet(H %) N, BERSEFOMNEE
effects of X" (1) What X is and what it is Eite)

m#mEA ORELTHROBEADID | yeed for (5)While you are taking X

D—RREIIRF R (2) Before you takefuse X (6)Side effects
OLBEIZIELTREHLEEM | (3) How to take/ use X (DAfter using X (R4, BEIE)
"This Medication Guide has | (4) Possible side effects (8)Product description(#h
been approved by the U.S. | (5) Storing X 18, R4y, BUEELus)
Food and Drug
Administration." * The active substance

is + «
* Other ingredients + -
Marketing authorization
holder 'ABC Ltd. at
address. . . '
Manufacturer : 'DEF Ltd.
at address.’
BRI EDOREICH LI | v TI0RBREILSWT | —fFAD 0% LS, &L
LBWESIRTRTESM, B | bEFE FBRBEEZITH D d B,
Z ot RERBHEORDBHIITR | FD 3 HD %L, LR, R

gELnIE g6 20

BOZTBITEIDET, %E
RERLNKLS

ETHIOOWBA 4 ZOERTHEET B 2 LiciE
LE L7 (Table 5), SHAXBIEBTI2HAFTIR
BUOA FS A4 R, BEMERTNRT L
LRI XEFBRII IR ERE L2 L.

3.3.1

A, BERIZPAT 32 (Table 6)

ZIMCHEL TR, BRE, TER BSEOEE
Ll 2 9. MRARBGAXEBREEROSH LT
L, BAXCA~ULIE&RE, RoEmAFLLANET
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Table 4 SEiz LBEBTRALE Table6 A AFFCHTHIL
VAU F ® R4

o EXRLBEEHIFHRE B HZicREEE D 4%

e THOLEY RILA~AHLAND

e USP-DI * SHE

® Med Master ® 4

® FDA Consumer Information BRI AN AN B(EDERS IR+ 2Bk

® Consumer Medicine Information (CMI) B B — g 2 ~2L)

® Package Leaflet
SR TF s A B . 2NV 8E Panaldine tablet

® Medication Guide 1% 100mg

BESFI7oP
ticlopidine hydrochloride

Table 5 BEMITRALIHRAR

», BSrA TR ENELFHRRN—RED

HAXEOEE B (FHa) j .
A~ %3 .

ATEmcm sy ] BREELIALS Bt 3 BEREL T T4, 22Tl F LY

B. ZMEE - BRICHTHZ & > ® 24 (2004 % 3 BEEE ORI EE 2%

C. ERMOZEHTICL BRI 1T At AL £ T

D. #ERAFECETE L h § :

E. EETOREIETs oL 3.3.2 B. PrE- BRIZEAT 2L (Table 7)

F. BERBIcE+3Z & ZNEE - BRI DWTIE, FA4 Fid [ZoFENE

G. REFERETHIL Rz kL, FRMEOEMBCBRT 5, M

H SZERGOBHICHTDL HIcBI L TOss, HFEERCMLTENS 350

L X o HELREL T, AERTFE WEECHAELR
REELEEE R, RLCHEMTAIiIcLEL2, W

Table 7 B %tE - ZiRIZBET B L

ZOHEOYREL?

® YOI N—FIZBT D EEMEE)

e HEBICPLT

XL 2 HEBA HEMML+ FRLEBERORR R LR DIRERE BT IS
¥ - HRICERINTHOIRALBEICEMTEOIRABTAND
o FRBERICEALT
EAE AR CEETTRE R R B EOERELE D OHERMRGEER B THRRSRDH 6T
5 a1

Bl : A8 Panaldine tablet
OEOPEIL?
o o, M/MRESEMEEE L FEhE VTR TIETT.
o "X, MERTH/IIERL 2 2ZFR T o THARELNEL, MEEZILILELTLESEE
HDEFHLET.
T L5 RAteREn-ACLFsnET.
M FOFEMEZITARPLEBIHEZZITTVDIA
- B EIREAZELE - MEE kY
e "L BHORENMCHBFRIISRr o L EIEDD L, FIMBELLED, BRIIZZEELVET. BF
BT AD ENEETT.
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ZEBEVEBRTCELIABETANDIZLICLE LA,
RIEL, BEFHEMTEZLIIILAREBED L
BICEFRABELINOLOOER» LB TN TLE
EHHNETOT, FTOBLERETNE IERHE
FoTBEFFTIIEIZLVEELZTHET,
HIZENBEMBROBHE Y > 7 3¢ THBITE
dWVEEZTwET,

3.3.3 C. =RAeERECMT 3t (Table 8)
BRHEOEFICHTI A b iz 2oL
Ailc, EHyEERI~NEIER?] L, Bio T2
DEEFOL ) B, EER SN F T,
LREBLTES - BRICHBREESZERT 38,
EFESEITHFITINE Z ERENERFADRE
FEBLTLLI L LELRE 27, [kt
THANR, COEEFOAEDHLENICEDZ & FERM
VREHBICHETFTTE W, | mIET, BE ZER,

FRIEZER, HERSICHTLENTWETRTDEE
FERETA I EICLELL,

KICHEERICEAT2BWRTTY, ZORFIZD
W, IMIBIEEPN TV AEESTCEEL
T2l 2900012 (b #E:, BEREH
Aanswgitom-EERicK-T, —HEEA
haZ &zl gzl Web kT, —8x&ICH—-Y
NEEbELE, MET2ERENETRENDL LD
UTHA A A= L TWET.

FLTLT [Zofic b ERFETIER LY S
NEY. MMORERT LTS L LT VEELLT
EEF I AR L TT 3w, ) Ewi—F%
ANTHEERETZ L2 LF LA

Bz, H0EER EAMELEERMIRE~D
AR DARESEEE L, HXHcEiRIn Ty
WAL [HELL) L ANTEE - BESHE]

Table 8 C {FHHBIOEEICETAZ L

TOREEIRNT, BFPRERTAEIENE?
IORFOLWES)FIC, BERIEAHVET.

e KDLI3 AR, OERTOLBDIBNCFOI L 2EMEIIEFRIET TFEW,
gL oBD FHAER, HERESEHTONATWAIEELWNS., (EEIEY  BES>EBE>FARERE>H

Hixs)

¢ ROEEAVERMLL ZOREARIIOALES, TORCEREMODTVBHEY LET, 0F2iThiE

R LRWEETE, BER-CEARMICHBLTTEV.

*EEERIC OV T, EBRELBRIN D AR EVERL(—REA TEHDOH)

IOMICHEBERETIERGEHVET. MORZOT 2T NE2L2WEE b TEME L IRAN Iz

BLTTFEW

® ENEGERUHEFEELCEERRBE~ORBEATRTRL 5. BATHCERILTORVEAD

Sl OEEAND)

] : F Y8 Panaldine tablet
TDIEBFEIENC, BFBRERT &I LY
T OREMbeRIC, BEEARZILBESHDET.

8 KDLESAN, IOEPMLEDIFIIED I LEEFE BT STFTTE .

CRAEHDLTWSERRHALSTWEEOA - REFBICEERH S, $RBEEICTOBREZT
FrrldHBIA - BEMBEROBAMERSDPIRL 20TV, EHILAECFOEREZT-ILE55
A CBECEEFIOEYVoTAMERNRDL RS RoT=IEMNBDI AN BECEHETF I oYY TR
REGEBBRLEEIERHDA - ARMMFOA HERPELERFTOFESMNLDIA - RESILL
TWBA - ERZVHOEZESBREZT T IELEEZOTFEDA

o ROWELEUERER L ZOELRFICRATLEE, JOROCERAZMDLYBOLD LEY. RELiTh
T bR, EMMREARICABELTTE.
N VREEEE TFF T4V T bV
e TR T 2y VIO T=Fr A FAZ

TOMICLEBRETAEELNH Y T, oEEHETRTNELLRVES b U TEM E TR

HBMLTTF&EV.

o BEOEGERUEFEECHERRBIE~DOEE
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[N - i B Nl D= O A BAHZEXHDET] R [HHME L TARICIRER
1.1.4 D. EEFEIZEAT 3 (Table 9 LEwAl S+RBLEIT. BufaTnck, &
FEAFECELTE [CoBEoFEWHIZ? ] »5 BicHERL 2BOMIGIE WL Ee T, KaT

A PATY. S TIRARERZMEE L BBER N7ze L ARERBOMG IR REnEL

Tt Rk, IHoEHE, 1 Bt H PN TFTOTERICLTHLWEFHFZ T

2 LTATERODD, £ LTEOMERFENL I L, 7,

W2 [ZnERELODOHRIZEA TW S LERL

Table® D HFERAFERICEATII L

ZOEDBENHL?
o OFpfEX
1BoERAE( BoERD
VER, TICEIZEDIBENDHIEEE, TRETHIE2VTER
e 1 AlznbrE$
Bl L B & R T AR S,
VER, BEINERLIIBWBHLIEAR, ThTHIZ W TR
o (A TOErds
GRENFZ—)a v 7 —HROAELRAETOLET. ICOATWIESRHIHAITL, RLHTHic=
v 7—HOAKEEIIABTCOARET.
TR OAY, HREREELEMICIIAND.
o T, BHMHNARILW  TOXKIESAOFIZIEATVWDE, EHRMBBIILBEHDETF. Z0HE, K
BELTHRIZBEBLERA. 28)
o Ehi-HEOXIG
ERLMEREERELER
o BEEABNOMSEGEHIECERRSOHELRREE, TRIBIMELEEHRESR)
c 2~3 [\ R DOAIGE
cEFNLUEEDOATLESTREE

5] : 238 Panaldine tablet
ZOEOEWFIE?
o Ok
IO, 1E 1E~28( B 2E~6820 L CEMBRDET.
BRI L o COLEENRERVEYT. BOLNAERLFOL I EHEETT.
e | Qi EE ‘
“oOEIE, BE 10 2E~3E, @408 R YOREOALNICODE I KERSNET.
® {FTOLrM
v —ROKEERABRTORET. LICOATHEERHIEER, TLHTHILzy7—HO
AREFRABRTCORET.
o “OREIIELADFIIEATNE Y, HEHRBBRAZEBHDET.
e “nIKT, FalE LTOMRIZIERLEREA.
o Shi-ii& oS
iﬁﬁwt%fCKm&?<ﬁéw.oaﬁnmiéwtﬁﬁ#,&@@Uﬁﬁmﬁw%ﬁu,1@%
FHNT, AL LBAMIIOALTLEE Y, 2ESGE—EIROEZNTIEE .
I~2EDHENTH, FREAESEETIZLRLYEEA,
® SBEEFAROT
c 2~3EDEDATRE
BT ERBULNENWEL, LEHVETA. UL, REZLIIEMICHERL TES
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cFRUEEOATLE-EE
AR RASEMICHBLTLES Y,
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Table 100 E {HFHAFOEEIZETIZ &

CORPERPIIE A2 TN LD ik
(EEAEEHREOEARBIELS : ZOEKEERASWVWLOTHREORE4E FEELESEEREL D

BRE®R

o TMBEGFRIECELT, MFREYCEYELETEERRBITOVTIXEOBE)

e OFEAEEEORE

EE, AFEAEMLOBEEARSHIBELEDH V), MFR(T L a—, FEE), KITH, Ta, %

DEETE

B : 7N 8E Panaldine tablet

IOREERFIZZESTR2TNERLRVWIEIX?

® ZDEEMAIEHTHE 27 AUNIL, I<KENTYHREVERRABEZZZLBHLATVWET. &P
D2y AR, 2BHABICLBERELZITVRICERELETOT, EMSERLEEREETF->TCTE

AN

o i L7cigE, NI 2TV ET ERELAVWEIREBLTLIFE L. F—HORES|I B
SPERORAXRREVGEE, EHIALORREEEZLTIES W,

e EDOIEFRY, WOERMEZRTIHEE, LTIOELERATVILEZEMICELTIFE W,

o AR CHOEXBATIGGR, Y TFIOEEZHATWH I EFEROEAMICELTIEE N,

o - OEFBATHWIRIIAFIIRLAZZ LA oi b, EMTIIIEAMICEEL T,

3.3.5 E. {EHboOEBICBATSIL
(Table 10)

FRFOEFTCHTIZA iz [ZnE2ER
RizfEk 20 it e bevnwz bid] &L, HE
ZEFNEZOTRERM AL 2L LA, &
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WL, 2% ERCIOBEELZEALTLLY =
EFEEFEZ LR Pl LThiIFxFrsrogs
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TIHIBENHBNT] L) XENBMTTCH Y
FTOT, [B2R2BHTr52 5 AHUAKE, &
CENTTIFECRERIMEILZ EHXHELNTY
F4.] LV BELLEHTHET,

3.3.6 F. BffHCEAT 32 ¢

EMERICET 22 & # Table 11izRLET. &

BlOBERTHAXCE TRLRET 2 ERTSTT.

EHERORMERICEIBEOR I HELIIHRIEL
ZNEY. BEMFIOTICL » THREERGMOEIF
RirEDRTREERE L TR D2 280, 7
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TEHIEBRCHRETIL £ L2, BHERMS

Table 11 F BI{EAICET2 I &

ZOREERPIE, LT L5 ARERICIE D
WELEHERORESEMNH D T, FRAThoiE
R T FEE N,
® KOLIRERFERLEOELIZERZLTT
v,
BREZEERICHITF LN TV SEIER
RIERBI, ERIBID 2 DR E{ER
® ROLIPIEREZBRELEZL2S B2
LTT &,
oM OBIHER] F, [HE 0.1~5%%F
) ChToh CWaEHER(RERSEER
DHLOIEEEL)
B D

AL, #ERATRE#&T2Z i Lzl 4L
nig TzoFEEFRPICUTOL ) cHEERKIZA
oWl CRVERDWREESH) I T, T FLD
FRICHE-TTFaw] Ll FLT KDL
IUERFHBLALELIRZERZLTTE W] &
Rk ERE2BEBLAELE N CR S22
TTFEW] Wi onAhT T —izaitr L1
[ROL I UEREFPBELAZLELICZ2LTT
B TREXKZEMERICET LA TY 2EHER»
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FHEERL £ L7 (Table 12). EMfERSIOEOTER
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Table 12 F

FHERICETAZ L (RKXFADVoF-TD 1)

o ROIIPEREZEELELELREZRLTTEW,

EERB BRI ERERERRLEL:

mietEm MR | FHE, E<Eotn, A, ZTHm, R

YEBETR

EFTRIERTE DY DRI, B

SR ATREE xS IR, EEBENRA RS, RN, hHEENREDY,
Baps, MMI LHIRFENLDB L

A1 ER B fE fhiE, BEh, oMM, BECRE LAFROBESLEDN, Ad,
HEHERTELFELTLENHE LYY, HABEFDIZ< W, HFEWN

AL BRI E M L4y, EE0Hm, £ib, FHENTED, 8F, BEh,
HEn, HFEWN

FRIFEREY s, B4, HEEXEBW, HEN

du /R DI Wi L vy, EoHn, Al, FHIMBTES

H{CE L Wi, MmE

Bt ifn TR, MR, WEM, KRR, BEAMEE, BEE, MEDITWD,
FREORE, LU

h SR ERE JEVVEERDATEE - A, BEAOHLEWVIL, 2F0E5S, ik

B2 RS LR (R R B, AKTIR, 29855, PRICBERZ L Lo,
FEERLIROF M, ODEVWORRK

E B A RAFAmL 72D, BEAELL2D, BE, BERHIPEINPBTED

FLREIE BEBEL D, AR Re@gdih#gbs, B8, 3 71E50,
BET IR

TR nEx&, G, HH BeE

SHEBAL ROELRMD, RETH, &Rl t, ER

E MR R HLEMRTE, BRELY, B, ER

S L EXRIELR MRy, B, 2HEER, BICER O

BB EEROERE. RhbEOMEn| iRBLEL:

o= MEFEREL N, BE, BENRLY, &Mt e, FUOKE, S, HaMNEED
<y, LU :

SHER R, BREE vIw

i) B, BRICER O

1= b

BE BESLOEMNEELLS, FL-PEOFTML

g HEE, B, OXDOFA, H<EOHML, ®oidy, DEVWORE

FR BMEoRA, PR LI RF0LED X, FTREOKE

MER B, B9h, BEOREZ FIBROHESLEYN, hEENTS, BAELL

g 6

47 BEECHENREAL RS, MBI 2D, EEBRA R olddngEbs, BB
PTEINBTED, EVWEFEOHE - KE, BAHAOHIFV,
B BER L LR oA, bEHENTEAWMLTHLEREIRZY)

o RoOEMNED, BATHRY

{& n{E, Eaf
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i3, HHEEREKOEHEADEBR LR L Ty, 4L
Flogimz 28liE, FTEEREEERZEL
P, BNREROEME 4T, B2 K
] Ed TS LW X ERL DI EHED
BEBELZro026TT, ELenRPLTLEK
ZEMEA2BMICRATED LIz eHL T 200
EEERTLIZEIZLELA,

PRDE I UERFERELLL LB BLER
LTFawl i3, TOnRHERFOEE0.1 205
5% FGc T LN T 2 BHER 2 IR o
FZEEEL I L L2 LRERASELEOLD, &
Ve EARLBIERIC T LN TV 263 EH S
BT B7-blzBd 2 kizL$ L7z (Table 13).

ZORIERICXIGY 5 BICERAEL, £IXa
BERFEFMELTWwE T,

3.3.7 G. REFZCETIZ L

BHELEICEL Tt Table 4 & B9 T,
[BEOREF®RIZ? | v Bz (ErE-
TLE-6?2] vy HBEVMABZ EicLEL
P2, BT o BEICET AR MARSBT T
V. REE~OBELELFLET L, HEEEZ
TLEBENZEHEFRICHT 2B ERE L2
9.

Table 13 F BERICET3Z &
(R rrof)-Fo2)

® ROLSRIEREFARLILGRDKBLEDE

LTTF&Ew.
K% o d D
B R, REORHbLO, »o%,
HRZ

3.3.8 H. Y4EEELOBECHATZZ L
(Table 15)

EERMBEEICEAL T, TondTI0HIT? ]
ELTHE =X, BEI+E#8L, M8, 65 #
Ba—Fororb2E5H#RE, [ZoFEInT
WEDIZ?] LT, BRES LETRTIOHOERMSE
BTz kil L

3.3.8 I #¥0ft
PRCEENHE L TEEL S hbeiriie s
ZrizlLF L7 (Table 16). ¥ffiiz, BEZER
FUCBLA S o 2l L LS — BN E 2
HIELBEEINTTOT, BHIILZEEZDE
REFETE2ETRYSEEZL, BRTBILICL
F L7

Table 14 G {REFEIZPETIZL

ZDEDEEFEL?
EIEMBEENFTRESHR

FRfT2 ¥ 2 BELES MBFICAFICERE S s FEB HIIETAND.

EPEOTLESRL?
ERMLERDOREFEX HIZES
—AxEYE :

® OEBROKBERIE, MADITI L LTAZLTLIES .
L, 2L Ro2HBEE, BER~NBTITESLTH LTI EEW,

® HoBETEH, B AITEL THRWHEEA.

B : A Panaldine tablet
LOEOREFER?

® CORBIARINLEETRLLLA, SEILHLEGETHEELEEO LN LLRVHEDIIXHL
DEADRPIZERFLTEBITIERERTT. EFAESYALR2VLIKEBELTTS .

® FHDEDENRNWE ZASIZRE LTI SN,

EREoTLELDL?

& "OEBROTERNE, RADIILLTAR LTS
TelEl, B KoBE, ER~BITTLGLTLL-TIEEWN.

® HoBETHL, BaoACELTRWIEEA.
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Table 15 H FoEESOBEICETSILE

ZDOEOTIL?
o Al EE, Bx, Es#ANhD
AIBTE (. &E. BRla- FERI5 L5 25H)

IDEITEENTWHLOR?
® HHRES
o Nty
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IOEIZEENTWDLDOH?
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o BEBHEMEDTIEES 1 03(3561)1243

Table 52 hiFCvE ¥ [HHTHFOERE ] i,
WOEDERTH L L HBETE I T, EFEAL
WERBAXEREE - EROEMLBLALWEEZ
7., BEFRFCERERFIERTIENFET
B it N4, [EEHE] TR, [Z0HAX
T BEIITIEARRUTOZ LR IETTS
W] LS T Table 17D LI XELRFZI L
2, BAENICIIES  BRICESEEEFERLT
HLWEDEWEZRADTWE2L ) TY., ARz
ETY A, HRAXT L - TEEROMB LM LER
HroBFE - BRE» LM% 2 ERETHIL,

INHBETZESTEr T NE b w2 sz

Pharmaceutical Regulatory Science Vol. 36 No. 2 (2005)

£ TOER, BOEHESEZEETZIEEVE
BEHERMEFHE->TWET. BHTREAVHERBLTHS
iz REChoky, BEBHTEGEIL B
B 7 X FERICAB LTS,

7.

4, ¥k B
E#FOGHEREEIIBHETT. BENVLEERD
B EREEESBHETREFERD I LW
TTLLWIETTE, LNEWEEEHIICHE,
BELHIEMERLTUENHNET. TNz
A—2Ny—k LTARBHEL - BB R
MEBERNLEILS H-oTEBWTHRLVYARESD
DT WEETEINARELITOHBAXELARE
L litk o T, EHEHEE BENREL 23
2= =Y 3 DT, ELWEYWREEETT 2

— 109 —



110 AR EREADEREMERREOE HiconT

HEANES ) Z e TENREERICANEW-ERHT (2002).
WENLDTH AW EEZ TWET, 3 AERBTF  BEEROFRICIELZEEZSNERY
ERAMR SIS » 2RIl T 5%,
X 514 FENDEFRYEEERLLROTER

(2003).

1) Wl 7 BAEMEGEIER BRI 4) ABRSBT BERUERICEMS N LEHERS
PR3 583, EAHFR 12 EEFEABZEE5 EXEAESNENEE L EXGEEER~DE
wrge (2001). - EHMHEMEIZ BT BT, A M4 TR 15

2) AT BEICT AEEREBHMR RO 2HD FEERLSEREM 2 7 SHEFRR (2004).
WY e RHORSER RGN E) FIcHT 8 5) Pharmavision Vol.8 No.l January, 36-42
R EEEER B EEERETLBESTE (2004) .

Pharmaceutical Regulatory Science Vol. 36 No. 2 (2005)

— 110 —



— 111 —

S5z I ,rz* AL
RREmEH=F
Japanese Journal of Drug Informatics

VYol.5 No.3
OCTOBER 2003

3 Kl

HREERERES



JPN. L. DRUG INFORM. ([EZ ANEHHE) 2003 ) 5Na3 © 145~158

Support System for Early Detection of Adverse
Effects through Subjective Complaints

Suzuko Kubo'*', Minoru Kajita?’, Shogo Tokuyama®’, Toshinori Yamamoto*’ and Mitsuru Uchiyama"’

1) Japan Phammacists Education Center, Teranomon 19 MT Bldg., 1-2-20, Toranomon, Minato-ku, Tokye 105-0001, Japan

2) Interdoin, Inc., Motosawa Bldg., 1-11-2, Hyakunin-cho, Shinjuku-ku, Tokyo 169-0073, Japan

3) Department of Clinical Pharmacy, Center of Clinical Pharmacy Education and Research, School of Pharmaceutical Sciences, Kobe
Gakuin University, 518, Arise, Ikawadani-cho, Nishi-ku, Kobe 651-2180, Japan

4) Department of Clinical Pharmacy, School of Pharmaceutical Sciences, Showa University, 1-5-8, Hatanodai, Shinagawa-ku, Tokyo
142-8535, Japan

Received May 26, 2003 )
Accepted September 5, 2003

Abstract |
Objective At present an appropriate support system to detect adverse effects of prescribing multiple medications to patients at an early stage
does not exist anywhere including Japan. This study was conducted using patient's subjective complaims of adverse effects when they were ad-
ministered multiple medications. To establish this prompt detection system is useful for both patients and healthcare professionals.
Design A model of the prototype system, which allows both patients and healthcare professionals to detect adverse effects obtained from the
information, such as complaints and conditions of patients, and prescribing medications, was designed.
Methods
1} Five active ingredients {furosemide, nifedipine, digoxin, diltiazem, and benzbromarone) in the “Essential Information for Safe and
Effective Use of Drugs" {EISEUD) were selected for development of a prototype system. Subjective complaints appearing in EISEUD
were combined with the adverse effects in the package inserts,
2) To list up the order of severity of adverse effects in patients, each adverse effects was scored with the order of severity
documented in the package inserts. Cn the other hand, extra points were added according to the physical condition of patient.
3) From the basic data obtained above, a model system to assess severity of adverse effects is presented in this study.
Results The results indicate the feasibility of designing a system that allows assessment by both patients and healthcare professionals,
This system can be utilized to judge whether patient’s subjective complaints comelated with adverse effects from administered
medications, and 1o detect these adverse effects in order of severity. This outcome can be provided to patients as a self-monitoring list. This
list provides adverse effects in patient's understandable language and in order of severity. The results also indicate that adding the degree of
severity and the physical condition of the patient as factors for analysis can yield additional information, such as relative urgency of seeking
medical attention.
Conclusion It is meaningful to establish an early evalvation system for adverse medicinal effect such as the one presented in this study because
many patients in Japan are administered multiple medications. Furthermnore establishment of this system might be useful in supporting both pa-
tients and healthcare professionals.

Keywords { early detection of adverse effects; subjective complaints; scoring system: multiple medications; self-monitoring list for patients.

responsible. Therefore, for the early detection of adverse ef-

Introduction fects, we believe that healthcare professionals need to predict

Striving towards carly detection of adverse effects using in-
formation based on a broad range of actual patient complaints
is important to reinforce post-marketing safety measures for
medications.

In many cases, however, patients are prescribed multiple
medications,”’ and patients subjective complaints results from
their adverse effects. In such cases, patients find it difficult
to judge whether the symptoms are related to adverse effects
of the total medication or to determine which medications are

potential adverse effects, and to provide information for self-
monitoring using patient's understandable language.

We have designed a system that allows healthcare profes-
sionals to respond immediately and properly to adverse ef-
fects, which will allow patients to participate in their
medication. The system allows patients and healthcare profes-
~ionals to search for information regarding potential adverse
effects of all administered medications based on subjective
complaints, and moreover, allows healthcare professionals to
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explain the adverse effects to the patient using patient's under-
standable language.

Methods

We started with the assumption that both healthcare profes-
sionals and patients should be able to access this system. We
developed a prototype to examine the process of extracting
the information needed to predict adverse effects, including
the severity of adverse effects, based on subjective complaints
and patient condition, and to present the information using
subjective complaints.

1. Software preparation

Five active ingredients (furosemide, nifedipine, digoxin,
diltiazemn, and benzbromarone) were selected for development of
a prototype system. Data were saved in the Model Database
Management System after data were arranged as follows:

1-1. Correlations between subjective complaints of patient
understandable language and adverse effects

We used the "Essential Information for Safe and Effective
Use of Drugs" (EISEUD), which lists approximately 400 ac-
tive ingredients, and also the reference for terminology regard-
ing subjective complaints®'. The EISEUD, is based its
information using package inserts, is considered highly reliable
and includes various examples of patient expressions and their
equivalents in medical terminology. We examined the asso-
ciation between subjective complaints and adverse effect ter-
minology for each of the five active ingredients.

1-2. Extraction of adverse effects

Information regarding adverse effects was obtained from the
Drug Information Supply System®’, developed by the Ministry
of Health, Labour and Welfare. As a preliminary step for
presenting adverse effects in order of severity, adverse effect
terminology for the five active ingredients was sorted by de-
gree of severity ("warning”, "contraindication”, "relative con-
traindication", ‘"careful administration”, "serious adverse
effect”, "other adverse effect leading to discontinuation of ad-
ministration”, "other adverse effect"). Subjective complaints
refated to each adverse effect were listed.

1-3. Classification by body region of subjective complaints

Previously, we reported that subjective complaints have
broadly included three elements . "expression of the area of the
body and function”, "expression of condition”, and "expression
of degree”.®’ Based on the results, we classified subjective
complaints into 10 areas of the body: "head and face", "eye”,

ear", "mouth and throat", "arms and legs", "skin", "whele
body", "abdomen", "lower abdomen", and "blood".

2. Prioritization and classification of adverse effect severity

To examine the possibility of presenting adverse effects in
order of severity to be used as information for predicting ad-
verse effects, we developed the following scoring system for
information about adverse effects in package inserts and for

patient conditions that might increase the risk of adverse ef-
fects.

For our scoring system, we referred to the information in
package inserts. In the "precautions for usage" category, we
scored "warning” as 5, “contraindications” as 4, "relative con-
traindications” as 2, and "careful administration" as 1. In the
"adverse effects" category, we scored “"serious adverse effect”
as 15, "other adverse effect leading to discontinuation of ad-
ministration™ as 10, and "other adverse effect” as 5. Moreover,
regarding incidence of adverse effects, we scored "unknown
incidence” as 4, "greater than 0.1% but less than 3%" as 2,
and "less than 0.1%" as I.

The following patient conditions were categorizing: child
(less than 15 years old), elderly patient (older than 65 years
old), pregnancy, lactating mothers, renal failure, and hepatic
failure. We tentatively set up multipliers ranging from 1.2 -
2.7 according to types of warning, contraindications, relative
contraindications, and careful administration for each patient
condition. For example, in the case which is mentioned the
caution for children in the section of "careful administration”,
for patients of hepatic failure in "contraindication” and for pa-
tients of hepatic failure in " warning" of package inserts, the
scores multiplied by 1.2, 2 and 2.7, respectively to reflect the
severity more correctly.

These scores were also recorded in the Model Database
Management System. However, scores used in this study
were not based on theoretically established values, and the
system was designed such that scores may be appropriately
adjusted, because we need to evaluate appropriate values in
future.

3. Development of computer model

The user can click the area of the body on the computer
screen corresponding to the body area in which symptoms
have developed. A pop-up list of subjective complaints is
then displayed, and the user can select the descriptions match-
ing their own symptoms. This allows the user to extract all
potential adverse effects indicated by their subjective com-
plaints. The user then inputs the name of the administered
medication in order to extract adverse effects based on infor-
mation in the package msert. Next, inputting the condition of
the patient generates a list of adverse effects that is specific
to each patient. This list of adverse effects is generated in
descending order of severity (descending order of scores), and
is accompanied by the subjective complaints, We designed a
mode! that automatically leads to the generation of self-
monitoring list for patients, including instructions such as rec-
ommendation to visit a physician, as the last step in the
model (Figure I).

On the other hand, a self-monitoring list printout can also
be generated when healthcare professionals input the names of
medications written on the prescriptions. This list can be
used as information to predict adverse effects. Healtheare
professionals can provide patients with adequate guidance
using this list, that patients should be aware of.

Patients and healthcare professionals are able to obtain the
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Figure 1. Flow of Prototype System
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@numbness in legs and hands
@difficulty breathing
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@ rash, itchiness

@urge to urinate and defecate
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®chest pain
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®heaviness in hea

~._Q_getling tired easily
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@ vision darkens on standing

Visual disoryér

® lightheadedpbss

@ spinging sdMsation

ness

@ vision darkens

® seeing stars

@ dizziness on standing

@ difficulty seeing shapes
{unfocused visipn)

@ cloudy vision

Figure 2, Indication of adverse effects

same information using the procedure described above. In ad-
dition, the system allows healthcare professionals to confirm
the information on the screen and to obtain details needed to
identify the responsible medication. Since it is important that
a system including patient conditions and medications respects
patient privacy, we evaluated the security of the system dur-
ing use over the Internet.

Results

1. Correlation between subjective complaints and adverse

effects

A total of 11 preducts containing the five active ingredients
were examined, differing in drug formulation and amount con-
tained. The adverse effect terminology was comprised of 126
items. Each adverse effect corresponded to between 1 and 20
subjective complaints. The same expressions of subjective
complaint were associated with various adverse effects
(Figure 2). A total of 140 subjective complaints were iden-
tified. Each subjective complaint was studied and the adverse
effects indicated by each subjective complaint were identified
(Figure 3). The information obtained will allow users to
identify the terms using either subjective complaints or ad-
verse effecss. Figure 4 shows the association between ad-
verse effects in order of severity according to the latest
package insert and subjective complaints. In addition, Figure
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Feeling dizzy

Feeling nauseous

@ anaphylaxis

@ dizziness

@® complete atrioventricular block
@ orthostatic hypotension

@ visual disorder

@® loss of energy

Diarrhea

@ congestive heart failure
@ diarrhea

@ aplastic anemia

@ hypokalemia

@ hyponatremia

@ nausea
@ fuiminant hepatitis
® vomiting

Figure 3. Adverse effects indicated by subjective complaints

5 shows an example of subjective complaints classified by the
10 areas of the body. We obtained 291 pairs of subjective
complaints and adverse effects, and used these as basic data
(Table 1).

2. Operational interface of the model database

When users click one of ten pointers on the body on the
screen, several expected subjective complaints are listed and
displayed. Users select their own complaints from the list of
symptoms, repeating the operation until all subjective com-
plaints that they have experienced are selected. Users then
input the names of their medications. For patient conditions, in-
formation such as gender and date of birth are mandatory and
must be entered. Patient inforrnation, such as the presence or ab-
serice of pregnancy, lactating, hepatic failure, and renal failure,
is entered based on the patient's current condition. The system
asks for confirmation of entered information. If an error is en-
countered regarding the input information, for example, a male
patient is lactating, users can correct and confirm the new infor-
mation.

If users are patients, a self-monitoring list is displayed im-
mediately after they finish inputting their information. In
similar fashion, healthcare professionals are able to obtain a
list of the most important adverse effects. The list includes
body area, subjective complaints {complaints in patients’ own

words), adverse effects, generic name, trade name, degree of
severity of adverse effects and scores, incidence of adverse ef-
fects and scores, classification such as waming, contraindica-
tion, and scores, patient conditions and multipliers, and total
Because this list displays all subjective complaints in
patients' words entered by users and related adverse effects
accompanied by total scores for each adverse effect,
healthcare professionals will be able to identify adverse effects
using this list (Figures 6-9).

The self-monitoring list for the patient is displayed with a
recommendation to visit a physician. Total scores of each
subjective symptom are obtained, and symptoms are catego-
rized into three groups (very, moderately, and not so ) in de-
scending order of total score, using certain criteria established
in advance. If subjective complaints are categorized as very
serious, the systemn displays "...you need to visit a physician
immediately." If they are categorized as moderately serious,
the following message is displayed: "..observe closely for a
while. However, if the symptoms are intense, have worsen or
have not improved after X days, you should visit a physi-
cian." If subjective complaints are categorized as not so seri-
ous, then "...please report this to your physician or pharmacist
at your next visit" is displayed. The displayed recommenda-
tions enable patients to understand what action to take.
Subjective symptoms that are categorized at higher levels indicate

SCOTCS.
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Table 1. An example of basic data

Area of the Subjective Adverse Generic Degree of severity Score of . Score of
body Complaints effects name Trade name of adverse effects severity Incidence Incidence
Parkinsonism- Other adverse effects
Head - face Severe like diitiazem Herbesser R | (yiscontinue medica- 10 | unknown 4
irritation 200 \
symptoms tion)
Parkinsonism- Other adverse effects
Head - face Irritation like diltiazern ZH{;:(;besser R (discontinue medica- 10 | unknown 4
symptoms tion,
Head - face Lrritation Hypokalemia furosemide Lasix Other adverse effects 5 | unknown 4
'gg:ls and E,:'ﬁ: well Dizziness nifedipine Adalat L 20mg | Other adverse effects 5 EITA <5% 2
f;;r:s and 5:?; well Dizziness furosemide Lasix Other adverse effects 5 { unknown 4
i:g:s and 5:?; well Dizziness digoxin Digosin Other adverse effects 5 | unknown 4
N Other  adverse effects -
i': g;ns and g:lllkt well Dizziness diltiazem I;I(;:(n}-besser R t(ig':..lsccmtimxe medica- 10 0> 1‘66 <5% 2
;:g;ls and \.Cvi?k‘ well Sggzggality furosemide Lasix Other adverse effects 5 ) unknown 4
Abdomen Bloating E::ngei;ti]l:?e diltiazem lz-l&l)'besser R | Other adverse effects 5 | unknown 4
Increased Other  adverse  effects
Skin Ttchy ASTPT  and | nifedipine Adalat L 20 mg | (giscontioue  medica 10 ]0.1-5% 2
AL-P tion)
Other adverse effects
Skin Ttchy Itching diltiazem Soppesser R (dis)continue medica- 10 | <01% 1
tion
Other  adverse  effects
Skin Itehy Itching nifedipine Adalat L 20 mg (dis;:ontinue medica- 10 {0.1-5% 2
tion
Other adverse effects
Skin Ttchy Itching ggrézbromar- Urinorm 25 mg (dis)continue medica- 10 ] >=01% 3
tion
Skin Itchy Jaundice furosemide Lasix Other adverse effects 5 | unknown 4
Other  adverse  effects
Skin Itchy Jaundice diltiazem Il;lggbesser R (dis)c:ontinuc medica- 10 | <0.1% I
tion
Other adverse effects
Skin Itchy Jaundice nifedipine Adalat L 20 mg | tgiccontmue  medica- 10 | <01% i
tion
Other adverse effects
Skin Ttchy Jaundice E;:zbromar- Urinorm 25 mg | {(discontinue  medica- 10 | unknown 4
tion
Abnormal
Skin Itchy hepatic furosemide Lasix Other adverse effects 5 | unknown 4
function
Abnomal .
Skin Itchy hepatic diltiazem Herbesser R Serious adverse 15 | unknown 4
fanct; 200 effects
nchion
Skin Iteh: Fluminant benzbromar- Urinorm 25m; Serious adverse 15 un.knowﬁ 4
Y hepatitis one E | effects
; Eerythrode- T Serious adverse
Skin Itchy it nifedipine Adalat L 20mg | o o0 15 | <0.1% 1
Persistent Fluminant benzbromar- . Serious adverse
Abdomen nausea hepatitis one Urinorm 25mg effects 15 | unknown 4
Mouth and Sneezing and . : : Serious adverse
shroat coughing Anaphylaxis furesemide Lasix effects 15 | unknown 4
Total body Convulsions ?gzsﬂe nifedipine Adalat L 20mg | Other adverse effects 5 | <01% 1
Total body Convulsions 2;::;‘23 furosemide Lasix Other adverse effects 5 | unknown 4

the more sertous adverse effects. In the present study, we used
tentatively established criteria. The system allows criteria to be
changed when more approptiate criteria are established.

3. Design of information to predict adverse effects in order
of severity based on subjective complaints, using the
scoring system .

We assumed that a medication regimen included two to five
medications, rather than only one medication. For example,

we studied the case of a 62 years old male with normal he-
patic and renal function who was prescribed furosemide,
nifedipine, digoxin, and benzbromarone and complained of
"poor appetite” and "feeling nauseous™ and who, based on this
information, displayed 19 potential adverse effects in order of
total score. Of the top 12, adverse effects indicated by "poor
appet.te” were "aplastic anemia”, "Stevens-Johnson syndrome",
"anemia”, "orthostatic hypotension”, and "loss of appetite" for
furosemide, "anemia" for nifedipine, and "loss of appetite" for
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