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& TEEITFIT < W,
(3)iE 4
UERR L
(4)Ftm (NS . BHR. BEER
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TR B @ ==
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80 | 31 [ 140
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b, erAr—2A

QRQEMREFORE
AL
) B

5=
FARANA

. RTEREDHERRUVRE

A% L0

s I i
RN
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40°C/75%RH 6 »
‘/ TNITIx—ME | Bkl
=i 60 » A
REREE MR, AR, BB




IV. BFIZRE4 5 IEH

AR VBB EOREN
AR OANA
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FEHERLE O VR R = 15% OFPHIZ b > 72,
L7eRo T, AN EBE UEE 100mg [ 7V F | OFHZENIEERF & R%ETH D &HE S
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A E, BEEREF O SEEEHERD 60% &N 85% T 2 B (BREUER 10 43 KO 30 47)
IZRWT, Wb 8 SRR YRR O S R H 2R £ 15 % O#iPHIZ & o 72,
pH1.2, pH6.8 K TUVK®D 3 BABRIKMIZ I T, AEERANT 30~45 43121 85%LL RaH L7,
AN =B BE 200mg [ 7277 ) 1%, BEHERGF O RN 40% KO 85% T 2 IR
(BRIRER#] 5 43 e TN 45 43) 123UV TL WL b SRR HY SR DS R YE LA oD S8 HY 28 = 15% D i

iZbholz,
L7z o T, AN BE U8 200mg [ 7054 OBHZEINITEHERA L FZECTh D EHE S
iz,
—o— HILINREEER200megl IO FH ] —o— FREHHF
100 100 ¢
B 15 B 15
tH H
f 50 ;E\ 50 -
% %
< 25 | < 25 |
0 0
(min) (min)
100 ¢
B & o715 f
H H
% % 50 |
% %
- < 25

0 15 30 45 60 75 90

(min) (min)

ANNTEEVHIRL 50% [T OFH]
AFNE 2003 4 6 H 24 RIZAEAAHMAKE T L, EFRMER LGB RE No.16 [ZH#ic T\ o,
(M RHBHRE~DESE Y
SN =88 VS~ B 8 RLICHEVERBR T 5 & & 30 0 DIEH RN 5% ETH -T2,
QAK| L IZEMR DB EEE
mEBEROBHABRER
( TERFHEIR S O SE AR 5 FREl O FE M HOWT ok 1045 7 H 15 AfF EIRIEE 634 51 )
RER G - B R MERBRIEE AR 2 1k (X RLE)
M e S
Bk pH 1.2=HRAAERBROE 11K
pH 4.0=FlE - FERR T N U 7 248K (0.05mol/L)
pH 6.8= A maAIK - SO U > Bt iR iR
K= R ek oK
[FlEZ%L 75 rpm



V. ®HICBI9 5HH

HE FENE  BEERAI OV AR T 7 2 A A5 e < AEHERIAI Y 15~30 /712 85% LA IR T~ 5355
PEAERLEI O SR R DY 60% M O 85% (T D 24 72 2 Wi U330 T, 3B LA O SE R PR HEE 3 2
HERUE D SRR R £ 15% OFPHICH 5

ARBRRE L ¢ AEVERLAN 4 BRI T R TR W T 15~30 312 P 85% LI EIRH L 7o, L3~ v AL 50%

(7 0F 771 &, EEERGE OB HER DY 60% K O 85% T 2 e (pH1.2, 4.0 X1 6.8 D
LA BREURER 5 0 KON 30 40, AKDGEA - ERIUREE 5 3 OV 15 43) IZBW T, W R
HH R DEHE R DSBS 2R £ 15% DOFFR IS B - 72,

L72i3> T, AN EBE UKL 50% [72F ) OHEENTEERE L % TH D & HES
niz,

—o— AILNTEEUHRIS0%I IS+ —o— 1ELEHF

(&) BEEH
(&) WE

(min) (min)

100 ¢
& B 715 ¢
H H
® ® 50 ¢
% %
- -~ 25

(min) (min)

10.5%% - A%
(1) EEDREGRSE - BE. NENERGESR - ARICHT HFER
AL L2

(2|
(AL EEVEE100mg T2+ 4] )
(PTP) 100 & (10 €% 10)

1,000 #& (10 & X 100)
(FZAF v 78 NF) 500 §E
(AL EE Vi 200mg T2+ 4] )
(PTP) 100 &£ (10 &< 10)
1,000 #& (10 #E X 100)
(7T AF > 78E : NF) 500 B



IV. BFIZRE4 5 IEH

(AW EEHIFLI50% D0+ H] )

(T I43) 100g
500g
B)FRBE
Y LR
4)BHEDOHME

HNNTEBEEE 100mg [ 7 F ) . AN~ EBE 8 200mg (704
PTP: RV b=, T 3I=0 L
TIAF v 7E RV F LU, RV =FLr, RIFLorFfy o/
NS B Y CHMIRL50% 17277
TNHI=UL, R)ZFL

MARREH‘ SN DEME
RN

12.Z O
Y Lan



V. 1BRICET HIEH

V. AEICEY HIER

1. EEXIEHR
ORMEFREE. TADLAMBRUTANAITHESBEHIES. TANADITLNARE  BEMKREE (£
LWhAFE., KERE)
OB, B5 DOMDEIRE. MEaRFEDBREIRE
O =X mi2fm

2. BEEXIIHRICEET 5FE
RES LTV

3. HERUHAE
(MAZRUVHAZEDRHR
(FFHEBRE. TADABBRUTANAIZES BHEE. TANADITULNARE  RERKHEE (2K
(FLNAFE., KFEE) DBE)
HNNR=EE & UCHE., RACIER 1 H & 200~400mg % 1~2 [EINZHERE 0 &5 L, BiEgh B35
HILAHET @ 1 H 600mg) MR llaEd 5, FERICEY 1 H 1,200mg ‘%E?é_kﬁfééo
PIZkE LTl i, SERICS UTC, 8% 1 H & 100~600mg % 7»#lfk i 595,
(BBfR. BSDORDBRKE, MEXREOREREDIEE)
IR RBE L LCHEHE, RACITRY 1 HE 200~400mg % 1~2 [BZoEfREO&FS L, BN
Bo5N5ET (@E 1 H 600mg) HaIlET D, JERIC ;@1512mmg TWERTDZLNRTED,
(ZEXHREREDIHE)
IR RBE L LT, AR 1 B & 200~400mg 751X o, i@% 1 H 600mg F T4 /0El
OG22, ERICED 1 H 800mg £ TH&ETHZ LN TEXS, ARIZR LTid, HFn, BRI
CHl E T D,
QFZERUVHEDRTERRE - 1R
NEE R L

4. AERUVREICEET IR
BIE STV

5. ERERAHE
(MEERT—2/\v5—o
Y LR
(2)BR PRI A ER
MR L
QR)AERIGIERAR
MR L



V. 1BRICEEd HEH

(4)REERIERHER
1) BRNEREEAER

2)

DR L
REMHR
DR L

(5)8%E - MREAIFER
RUERR L
(6);Aa R A F
1) ERARERE (—REAREAE. FECAMERE. FRARBLERRAR) | ERTERT -2 X—XH

. RERFTRERABROAS
L

2) ARBEHLLTERTENARXIIE R L AR - HBROME

L

(7)Z Dt
(R, BS DORDBRRE. MELRECRERE)

@ SE g8 5 b [E P B AR R R

WIRIVERF B 105 6], FEERURE s B 44 B, G RIERE 77 BIOFE 226 Bla xR L L THZ
PER OV M 2R R LT fE B, BEAfe S & e o 72 N IRIPEBRR O I f& % s B0 1, S kLl b
72.0% (72/100 $i)) | S ELL | 88.0% (88/100 i) T - 7=, FEEIEIF 1T 5 E S #ELL L 63.6%
(28/44 f5) | WELGELL E 84.1% (37/44 ) TH V| WA KMEILHEELELL E 55.8% (43/77
Bl) | BEELLE 77.9% (60/77 #) Th-oiz,
BIVEF BRI, NIRTEBEBEE T 53.3% (56/105 ) | FEERKEHIREHE T 40.9% (18/44 ) |
A RRIELRH T 41.6% (32/77 ) Tholz, ERFEIEMIZ. 552o% 22.1% (50/226 ) . Hade
i1 18.1% (41/226 f51]) | it J15& 9.7% (22/226 ) | & F\» 8.8% (20/226 i) | 7= H < A 8.4% (19/226
Bl) HEThHotz 9,

@ Serg IR AL E N BRIR AR SR (B MR R)

AR FAHE I W 5 SIREE 22 6] (AT 6150 2RI "~EEr (LR, CBZ R)
DY AE T Z AR (LLF, Placebo ) ZxtfFE L L7z “HEMRHEGBROME, A21%1L CBZ
£ 60.0%. Placebo ££ T 22.2% CTh Y CBZP #E CHREIZENL TV (UMKRE, Z=1.706, p<0.10) ,
SEANHE G-k 32 Bl CORIER BRI, CBZ BT 56.3% (9/16 f5l) Th -7z, FREIWEAIL, IR,
B - BT, R, O, BRRIR, EHETH-o72 9,

@ SEFE R AL EN AR (T EEMREEER)

TEFN I B W - NRPE B R 60 6] (RAT X615 xR ~EE L (LLF, CBZ )
DEMER LML 7 a7~ U (LT, CPZ #f) ZxtlidE L Uiz —E 5 Ml T 417
ST AR, SRGEE X CBZ BT 70%., CPZEET 60% CTh v MEEMICA B AITRD bR o7,
FRFHER] 63 Bl TORIWERFEBLFREIL, CBZ AT 59%. CPZEET86% TH V., MEHCHEENHRD LI
7= (Fisher, p<0.05) ., CBZ BT LN ERRIEMIL, IR 29%. T 26%. KJIEER 16%.
g 15%., B 156%, HFEN12% Th o729,



VI S HERIC B9 5 IHH

. EYEB(ICEAT HIER

. EEPHICEESHSLEYMRITILEWEE
SIRERN) K (A 27T 2 RS
HEE : HEOH AW OREIINRFIT, RFTOETHRLEZRTDH L,

. EIBERA
(1EREML - YERBF
ERRR :
AN BE L, MR OEMKFAET Y U AT ¥ R VOIEEBZHIFR L, £ iRl e BUE 2 mifil 5
LZEICKVFICADNAERZBRT LEZ LN TND 79,
(2)FEs & 1T HHERAE
1) EgER
HNWNR=BENIT v hOER Y 3 v 7EBIIR LT = ) NV EZ— L 2T E A EREOIMBIER 2R L.
A MY == EREICR LTI, A B U F=—3% 2.5mg/kg IEIENTER~ 7 2Tk L4775 i /E A
BRIV, AR EE Y 100mgkg (BRA) LXLTE, V7 2= bbe AU P UVRAT 2RV
R LT B MMICEE OB A IBIE S 2,
NUT RTY VR (v U R) | B B RV (U R) ITH LTI ZERIROBEER 2R S
RN 9,
2) ¥ RY TR HER
R ADRRERC L DF > RY U T ORRE TN AT BE KO = /2L E X —LIEH L, TAD
PIRPERERFIZ R T 2 TR A R TR, 7 == M Il LRy, 2O, 7= /7 SV E X — L35
FHoRELY BEATEROFRZMEIT 20125 L, WA EE S TIIEBRIEF ORE L IR TR
PESERS 2 BN D EH AR D BTV 5 10,
— 5. BERENTEXRURY UEBICK LTI NAASEE Y, T2 /2N EH—)L, T2= kA DV
FTHHNHPEEL N OME L~V THHER BUEE5) 25R7 10,
3) RKIRNDEFEFRUVFRRICIZHT SR
XA OEEELE ., L AL OERIEIMAEZ DB FEGHI I N R B E AL VT E A EIH S v,
B ARSI S DI T E 20, RBRIEZ L S OBRBH TR0 sh TR, I wEr
UIETRE R L0 b R RRR IR L D RBRERINICIER T2 2 LR ST 5 1112,
4) MBEER
TEFEBZIZIE, v T A2 HWZRBRIZ W T, BIAATENMGIER 219 H FEATEMMEIER 19, FRvkE
BRIEH 903 B Hiav, AN~ BE TR, BRIERZET 52 RRBO 6TV D,
BRAFEFIIE, U2 HWTERBRICBW T, RERD D KIGLZRRICE 2 EEhfkE (REK— Rz,
WLER—VERS) OREREBALOIEI N BTN D 19,
5) ZEXMEDFREMICHT HER
FazHNTZEBRT, I~ B Y 10mgkg (EFERN) H 5 CHHE O RGO BXAKIC X 5 =X #igo
FERE L~ L K OER O N RITEZ CREgk L 7 B3 BAL O I 358D Hiu TV 5 16,
(B)EAFIRRFA - Fribem
MR L



VIL_ EYEhfelc B9 5 HH

VIl. EYEREICET 5EHE

1. MAPREDHR
(MAaRLEMGOLPRE
B H <P REEIL 4~12ug/mL (TADPADES) &SR TW5D 17,
QEERAR THREIN-IPRE
1) MEFEFRE
AN B ORMB G %521 T D TAPABEOMFEFRE & Z5E80BRITRKO EBY T, #
ANZEEIREZ DD, BEOIIEHEGRERICHE L TEWIIETREAS O (K1) | Z2O0%FK LD (K 2)
TEBRREINTND, HREIF G ORZEARD ML EEINEK 36 REHTH 5,
ME FIREE /R G RO IR GG 10 B £ TIEEAT505, ZOBET L, MiF e IZAREE A BUT K F
LCE#THIENROLNHN, ZHIEHEMREHHERZOR CHFEICLI BN TS, Fo, /MR
(6~13 %) LA (14~64 %) DT, /NEICEB O TH A< E & ARG DS 2 DR Vi %
ATHEDEEZHND 19,

B1 (RFEHEL ~21H) B2 (R HE22~7833H)

A V=0 M- 1,19, 0=
el r=(.
] Y

c IBHE 1~4H

+ L HE/
i * MMHE S~20 / i
&t ¢ o LR
s " &

ne/ke/day ke day
0 5 10 15 0 5 10 [
firdes Y firded
MRERAEGRTSLE MREEAEGRTSLE
[ AR Y =0. 80X —0_ 11, [ Y =0. 26X +3. 40,
r=0,60, p<0.001&75, r=0.47, p<0.01&4i 5,

2) £YFHIEF R 19
HNNwEBE U8 100mg (7P FH] E7 7V F—/VEE 100mg %, 7 2 A4 —"—{KIZLY ZEhnEh 1
B (WA R~EBEL L LT 100mg) fEEERA B 12 FIIC 2R LR 15 U C g s 2 06 L
DN IRDBNRE X T A — ZZ OV THERHIRNT 24T o 7o . WA O A= 22 0[RS A e RR S Tz,

AUC(0-144ny) Crmax Tmax T2
(hr- ug/mL) (ug/mL) (hr) (hr)

HR<E B EE 100mg
7997

7 7L h—/LEE 100mg 98.6+23.4 1.68+t0.29 | 2.6+1.3 | 49.6+13.4

(Mean+S8.D., n=12)

98.9+21.2 | 1.72+0.18 | 2.3£2.0 | 51.9£17.0




VIL_ Y Ehielc B4 5 IH H

2,54 —e— HILATEE A8100mgl 7 274 )
—o— T4 I F— I §E100mg

5 Mean+5.D., n=12

T1 T T T T
048 24 48 1] 144
Byl Chred

MAEP IR N AUC, Cumax FED/NT A — 213, BBRE ORI, RIEOLRILAEL - Kp 55 ORI
Ko TERDAREMEN B D,
() E=E
MR L
4EBE - tREOEE
<HBEAT—%2>
FEHIT 6mglkg ZZEERE R OEM & & HITHEG LB T, Crax [$29IERF O 4.52ug/mL &l L, &L &
BTG LT2J778 5.68ug/mL & @m\vy Gt FIICAEZAEH Y« p=0.003,paired t test) 73, Tmax XU AUC
WZZEIT A BV TR0 20,

. BYRERONZTA—4
(WA E
CNEE R L
(2) W% R IR E 7€ 3K
MM ERR L
BYHKERETEH 19
Kel (fEEERR A BN AR~EE 82 100mg (7 VT4 182 Z2EREER S Mean+S.D.. n=12)
0.015+0.005 hr!
@GH2I7IUR

<HEAT—5>
0.025~-0.096 L/hr-kg 2V
By AIR

<HEAT—%>

0.8~1.8 L/kg 21
(6)% Dt

AEHER R L

. B&EH (REaL—2ay) @i

() A 73
M R L



VIL_ EYEhfelc B9 5 HH

QN A — 2 EHER

LR L
B
<HEAF—5>

TG L7c & & OWIBUHREE AT, SR HSIC L - THRAR DA, PIERIT 80% L ETH ~ 72 22,
HEILE XD BIRITIZ L A EERITRIN S 15 232425,

.
(1)1 % — R B P @ i
ST
<HNBEAT—2>
t N TOWMENH D 26,
(2)Mi% — B BE AP @@ 1
BATT %,
B A WL D IS I A O B VR RE AR HLYE R BE D 68.8% ., 84.0% T o7 27,
QR)ET~DBITH
BATT %,
REFL A B IR AR LTS TP 0 39.4+19.3% (Mean+S.D.. n=3) Th o729,
@G)BEHRA~DBITHE
BT %,
<HEAT—%2>
Jibd 7 R I U i A R 0D 20~25% T o 72 20,
(5)Z Dt DRI~ DFITHE
) v 2N
(6)MREAFESE
<HEAT—%2>
70~80%21.29

A
(DR BERGL R U BIHRER
<£E>
g B D TRE S AL, B 2GS 2Z 675 10,11-=AR¥ > FMETHhH D, £/, I ni~wER
NI OEMRBERFEEREZA L, ERS L=56. REEERENEL 22 Z & nd 5 1729,
QKB5S 58F (CYPEH) OHFiE. F5F
T/ D CEHEERIZTF b7 10— 24 P450 3A4 T 5 30,
BHEEENRDEERVZDEE
MR L
GRBVOEEDEERVEML., FELE
FERBEDII I NN EEL-10,11-TR XY RTH Y | FURBEIEREZET 5 30,



VIL_EYyihieIZ B4 5 I H

B

<HNBEAT—E>

B[R] 54 ORI LR O I I8 1340 36 B CTd D08, IEH G L= HA I3RS o A ok
57 16~24 K[l & 72 0 | BT OERFFE L Z 3 HTANAA L OFH L7256 1213 9~10 RefIZ &LHE 9
Do RECRORFYEIRIT, BESUIKERGICHPDLTEERED 2~3%TH V., F& U CRIEIEEE2A
THHNNRTEE 10, 11-TRF ¥ REORGEH & LTt X5 2021242529

FSURKR—E—IZBET 5155
B R L

BREICKDBRER
REREFE AT
MR L
I i&BEH
<HEAT—%2>
MmigEHr o s V7 7 A1% 53.6+10.0 mL/min (Mean+S8.D., n=4) Th -7 32,
EEmMRER
<HEAT—%2>
TEME R M HER 2 BRI % 0 2 V) 7 7 o A% 85~129 mL/min T - 7= 39,

10.BENE=EET HEE

11.

AR L

Z At
AR L



VI 24tk (B Fokss) (355

VIIl. £ (ERLOZIESE) T3 HER

ERNREFTNDER
EIN Ty

Rl

SEHNB L ZTDER

EBR (ROBRHRICEERELEGENWI L)

2.1 AFIOS XL =B R PO SHNIxE LBEUE OBEEIEO & 5 B3 [11.1.4 B3]

22 HEELMEREEOSH D EE [11.1.1 M]]

23 FUNELEOREET vy 7 SEORIK (50 #1/5A05) Db % H#E [11.1.10 Z ]

24 RV aFryS— ZETT7 4 (T RIILA) . VALY, =T Zy, Fhrovan, 75
FL e, TNRRAEN, RALTTIEL JLEEY v FAFENL c ab T RA b, TILT AT
L)l XT77 b )y, RIEV Y, AV Tab Iy =gh, ARTITITEN, JYIRATEL « ~YLRHZ
AE), LURAEN - YIRATEN, =)~ LJENL T RFEL, ZVRLALENL, ST
YRRy eI Y7TRAM—, VALY T )REN 75372 FI KNI VEEY, BT
TIEN e AN TEE L T )REN TITT72F IR, XA FENL s ab v RAEy he ANV
YT )HREN TI7T72FIR, ZAETTTIEN AT RALZy R AN A E L T AR
B T I 7= FaRETORE [10.1 Z#]

25 RNVT 4 UIEDEE [FLT7 4 ) AL, ERPET 2820032, |

N
|8

3. PEERIEHRICEET EE L ZTNER
BRE I N TV

Exﬁ?é?fbfb‘fotb‘



VI Zzs4efh (B EoiEEss) (CBId 5HA

5. EEREXRMIR L TDERH

8. EELERNEER

(ZhRELE)

8.1 T EIARICIT - BEHERE, MEMREEZIT) Z ENEE LY, [9.2, 9.3, 11.1.1, 11.1.5, 11.1.6 ]

8.2 MR&., 7EE - £ - KEHEBHRENEDOIK TN D Z ENHHDOT, AFFGHOERFICITAH B
DIERFSER AL O MO BRI R S ERVWEH TR TH 2 &,

8.3 HRA&L. M.y - WEMH:, miw B, BB EOIERITBERGEOEETH L Z L NEZVDOT, 2D X
IIFER D B D ONTEHAEITIL, BEAEE ThRAICHEET 22 &, FRCEGERBIIIICA LN Z
k#%wt@\ﬁmgiw&ﬁ%%%ﬁé;k#%ibwo[wi\wziﬁj

8.4 EHIMNCHABAEEITH) ZLNLEE LY, [11.2 2]

(FFHEBRE. TADAMBRUTANAVIZES RHIEE. TANADESRRE  AEMKEE (SREE

FAE. KFEME) D

8.5 HWHTIZEITHHKEEORAMARBD RV LSO T IECE Y, TADAERKENRDSDbND Z L1 H
0T, #hHEFIET 25, RAIBET 22 EEEICITI 2L, B, AE, EBHEOLA
THRHCEET S 2L, [8.6 2]

8.6 FLCAMAKIDOEGIZ X BIENBEALUIFREIND Z ERDH D, IRERIERLD 2 WITAFIN L) & S
TV D/NIEIE (RAPFIE, FEETLRREIE, 15 AE, Qﬁﬁm”%%¢)®$%uﬁﬁ%&5¢6

TITRREIZHEE L, BIENEALD D WIEHERE SN ICIIARI OB 52 k2 & LR IET 5 2
&, [8.5%M]
(& RFEDHREIKEE
8.7 PUEMIRE CTH RN RD LNRWEAIHEAT 52 &,

6. RENERZHRT ABHICHT IR
(MEHE - BEEFOHLEE

91 BHHE - BEEZEOHLEE

911 DAL, DHBEFOLEEREIFEIENEEIOVIDHLEE
[11.1.10 & HE]

9.1.2 HIRAHERXIIRETESDHIEH
o) AEREAET D DIEREEAIEHZ En3h 5,

9.1.3 EVBBEDNEE
[15.1.3 ]

9.1.4 FRIRHEEIETREDEE
FORIRAVE VIREZK T SE5 L ORERH D,

Q)BEHmEEEERE

9.2 BHEEEETESE
MARELE=F—FT 5 CEEBEICRET D2, 20X 9 2B TIEAE - SEERENME T LT 5 72
W, [8.1, 11.1.6 ]

(Q)ifHreEE RS

9.3 FF#REfEEEE

frpREEE=2 =45 EHEICEREGT D2 &, G- JRIKRESK T LT o720, [81, 11.1.5
Z ]
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AEIEReERET 5E

04 ABREHT HE
AL DT & TR R OHE 2 B 5,

(5)4E 4%

9.5 §EIR

9.5.1 LI SUAAENR L CUNG THEMED & 5 AT 1T, 1M E OB IRt & FIl 5 &I S h B Ao
BB 2 b, RTEGTARANEARACE 55 5 B A1, TR IR D fLOHC AN AR & OFF
HE B T L REE LU, AHRRICAAIS S S W BE ORI, W (CABEET) AT
RFEREE DR % HEE LI-FINS & OREOMERE RSB 9, 1o, AAORME TS, &
I EMOFTADAA B LT ol ) L) O TIRNER, DB, DENRREDH
FAEHT 5RO HEGIN S & O FTEREN D5 D, 7k, Rl FROBESH 5.

9.5.2 SYMERICAKISUTMOFT A AH & OE LT 7= 55, HBEG I A VLIS SEIIEAR (et IOl b
R, T, EREES) Kb bRD L OWERDH .

0.53 KR O EIT X0 | BAERICHIMBERA S b bID = LA b5,

0.5.4 KLU ORHIC LY | WEMT FAE LB L OMERD B,

(6)i=2L1%

9.6 ZFLiF
WALV EREE LY, BAF~BITT D Z LR ESNLTND,

(7)/hR
BE I TV

(B)=EmE

9.8 EnE
BEOREZBIE LN OEEICREG T2 L, —MRICAEHBRESMETLTND ZERE0,

7. HHE{ERA

10. EEA

AHNTZ K DA E OMEAEANHEE SN TODR, AR H 5T R TOMARDEIZ OV TR S
TWDHDITTIEARWO T, A &P LY, REIUIOFHIEZARIET 25E51CITEET 5 2 & FRCKR
BOFE- DR ILT 72— L2 P4503A4 TH Y, £72F F 7 v — A P450 3A4 # (T U & T H1UH
MFEEFHETLOT, NHOEHICEREL 525 I X W RE SN DA LRI 25 A1
. RTREZRFR V) SR i H R B O JECEEARIER OB 21TV, AEICHE L CEEICE ST 52 &,
F, AN PELOEEAREFW THL I AR P L-10,11- R ¥~ RORBICE 5T 28E 1T
TARF Y MK EERECTH Y . ZORBERZIHET HEHR LT 258123, I i~EE-10,11-
TARFY ROMAREN ERT2BZN0NH 570, ATREZRIR Y BEHRER OB 2170, AREICEE LT
HEICKEGT5Z L,




VIL.

el (I EoEEs) (BT 5EA

(BRAZE L Z0ER

(=¥aZ )

T A
(F7A3I v k)

Fh 7o
(VYo%)

7T e
(7ZF)

TJLNA )L
(= LLH)

KT 771 Ueey
(¥ 71)

HEJLF I« 2B RAEZy h
(Fryavv s R)

TIVT ATV VAT 7 N v
(V7 AvR)

(2.4 2]

rFZEY
(7 =)L)
[2.4 ZFR]

ABTaFy =
(7 kBN
(2.4 8]

HRT T T EN
(RAHZTV7T)
(2.4 2]

VRATEIL « YLK 2 )L
(=77 —H)
(2.4 8]

LIRAENL « YIRATEIL
(N—A=—)
(2.4 8]

101 BERZES (BFALLGWNI &)
HA 4 % REARAEIR - 5 1E 5 1E ¥ - fERR T
Ry aFy—nu 2 S OIEF O R E B U | RRORBEHERZFTEEHICEL Y 2 b 03RO
(T4 7= R) TERMNEE T 28NN H D5, REEE SN D,
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1. FESNETORETRR

FRANETORRETRR, HIELXOHEIILUTO LB TH D,

H gL RLARIN A
KE O CE INDICATIONS AND USAGE

(202549 A, Epilepsy
TEGRETOL, Novartis | Tegretol is indicated for use as an anticonvulsant drug. Evidence supporting
Pharmaceuticals efficacy of Tegretol as an anticonvulsant was derived from active
Corporation) drug-controlled studies that enrolled patients with the following

seizure types:

1. Partial seizures with complex symptomatology (psychomotor, temporal
lobe). Patients with these seizures appear to show greater improvement
than those with other types.

2. Generalized tonic-clonic seizures (grand mal).

3. Mixed seizure patterns which include the above, or other partial or
generalized seizures. Absence seizures (petit mal) do not appear to be
controlled by Tegretol (see PRECAUTIONS, General).

Trigeminal Neuralgia

Tegretol is indicated in the treatment of the pain associated with true

trigeminal neuralgia.

Beneficial results have also been reported in glossopharyngeal neuralgia.

This drug is not a simple analgesic and should not be used for the relief of

trivial aches or pains.

DOSAGE AND ADMINISTRATION (SEE TABLE BELOW)

Monitoring of blood levels has increased the efficacy and safety of
anticonvulsants (see PRECAUTIONS, Laboratory Tests). Dosage should be
adjusted to the needs of the individual patient. A low initial daily dosage with
a gradual increase is advised. As soon as adequate control is achieved, the
dosage may be reduced very gradually to the minimum effective level.
Medication should be taken with meals.

Epilepsy (see INDICATIONS AND USAGE)

Adults and children over 12 years of age-Initial: Either 200 mg twice a day for
tablets and XR tablets, or 1 teaspoon four times a day for suspension
(400mg/day). Increase at weekly intervals by adding up to 200mg/day using a
twice a day regimen of Tegretol —XR or a three times a day or four times a day
regimen of the other formulations until the optimal response is obtained.
Dosage generally should not exceed 1000 mg daily in children 12 to 15 years of
age, and 1200 mg daily in patients above 15 years of age. Doses up to 1600 mg
daily have been used in adults in rare instances. Maintenance: Adjust dosage
to the minimum effective level, usually 800 to 1200 mg daily.
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Children 6 to 12 years of age-Initial: Either 100mg twice a day for tablets or
XR tablets, or 1/2 teaspoon four times a day for suspension (200mg/day).
Increase at weekly intervals by adding up to 100mg/day using a twice a day
regimen of Tegretol —XR or a three times a day or four times a day regimen of
the other formulations until the optimal response is obtained. Dosage
generally should not exceed 1000 mg daily. Maintenance’ Adjust dosage to the
minimum effective level, usually 400 to 800 mg daily.

Children under 6 years of age-Initial’ 10 to 20mg/kg/day twice a day or three
times a day as tablets, or four times a day as suspension. Increase weekly to
achieve optimal clinical response administered three times a day or four times
a day. Maintenance- Ordinarily, optimal clinical response is achieved at daily
doses below 35mg/kg. If satisfactory clinical response has not been achieved,
plasma levels should be measured to determine whether or not they are in the
therapeutic range. No recommendation regarding the safety of carbamazepine

for use at doses above 35mg/kg/24 hours can be made.

Combination Therapy: Tegretol may be used alone or with other
anticonvulsants. When added to existing anticonvulsant therapy, the drug
should be added gradually while the other anticonvulsants are maintained or
gradually decreased, except phenytoin, which may have to be increased (see
PRECAUTIONS, Drug Interactions, and Pregnancy).

Trigeminal Neuralgia (see INDICATIONS AND USAGE)

Initial° On the first day, either 100 mg twice a day for tablets or XR tablets, or
% teaspoon four times a day for suspension, for a total daily dose of 200 mg.
This daily dose may be increased by up to 200 mg/day using increments of 100
mg every 12 hours for tablets or XR tablets, or 50 mg (% teaspoon) four times a
day for suspension, only as needed to achieve freedom from pain. Do not
exceed 1200 mg daily. Maintenance: Control of pain can be maintained in most
patients with 400 to 800 mg daily. However, some patients may be maintained
on as little as 200 mg daily, while others may require as much as 1200 mg
daily. At least once every 3 months throughout the treatment period, attempts

should be made to reduce the dose to the minimum effective level or even to

discontinue the drug.
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HE[E D SPC 4. Clinical particulars

(2025 41 A, 4.1 Therapeutic indications
Tegretol 100mg Epilepsy - generalised tonic-clonic and partial seizures.
Tablets, Novartis Note: Tegretol is not usually effective in absences (petit mal) and myoclonic
Pharmaceuticals UK seizures. Moreover, anecdotal evidence suggests that seizure exacerbation
Ltd.) may occur in patients with atypical absences.

The paroxysmal pain of trigeminal neuralgia.
For the prophylaxis of manic-depressive psychosis in patients unresponsive to
lithium therapy.

4.2 Posology and method of administration

Tegretol is given orally, usually in two or three divided doses. Tegretol may be
taken during, after or between meals, with a little liquid e.g. a glass of water.
Before deciding to initiate treatment, patients of Han Chinese and Thai origin
should whenever possible be screened for HLA-B*1502 as this allele strongly
predicts the risk of severe carbamazepine-associated Stevens-Johnson
syndrome (See information on genetic testings and cutaneous reactions in
section 4.4).

Epilepsy:

The dose of carbamazepine should be adjusted to the needs of the individual
patient to achieve adequate control of seizures. Determination of plasma levels
may help in establishing the optimum dosage. In the treatment of epilepsy, the
dose of carbamazepine usually requires total plasma-carbamazepine
concentrations of about 4 to 12 micrograms/mL (17 to 50 micromoles/litre) (see
warnings and precautions).

Adults: Tt is advised that with all formulations of Tegretol, a gradually
increasing dosage scheme is used and this should be adjusted to suit the needs
of the individual patient.

Tegretol should be taken in a number of divided doses although initially
100-200mg once or twice daily is recommended.

This may be followed by a slow increase until the best response is obtained,
often 800-1200mg daily. In some instances, 1600mg or even 2000mg daily may
be necessary.

Elderly population (65 years or above): Due to the potential for drug
interactions, the dosage of Tegretol should be selected with caution in elderly
patients.

Children and adolescents: 1t is advised that with all formulations of Tegretol, a
gradually increasing dosage scheme is used and this should be adjusted to suit
the needs of the individual patient. Usual dosage 10-20mg/kg bodyweight daily
taken in several divided doses.

Tegretol tablets are not recommended for very young children.

5-10 years: 400 to 600 mg daily (2-3 x 200mg tablets per day, to be taken in
divided doses).

10-15 years: 600 to 1000mg daily (3-5 x 200mg tablets per day, to be taken in
several divided doses).

>15 years of age: 800 to 1200mg daily (same as adult dose).

Maximum recommended dose

Up to 6 years of age: 35mg/kg/day
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6 to 15 years of age: 1000 mg/day

>15 years of age: 1200 mg/day.

Wherever possible, anti-epileptic agents should be prescribed as the sole
anti-epileptic agent but if used in polytherapy the same incremental dosage
pattern is advised.

When Tegretol is added to existing antiepileptic therapy, this should be done
gradually while maintaining or, if necessary, adapting the dosage of the other
antiepileptic(s) (see 4.5 Interaction with other medicinal products and other
forms of interaction).

Trigeminal neuralgia‘

Slowly raise the initial dosage of 200-400 mg daily until freedom from pain is
achieved (normally at 200 mg 3-4 times daily). In the majority of patients a
dosage of 200 mg 3 or 4 times a day is sufficient to maintain a pain free state.
In some instances, doses of 1600 mg Tegretol daily may be needed. However,
once the pain is in remission, the dosage should be gradually reduced to the
lowest possible maintenance level. Maximum recommended dose is 1200
mg/day. When pain relief has been obtained, attempts should be made to
gradually discontinue therapy, until another attack occurs.

Elderly population (65 years of age or above)-

Due to drug interactions and different antiepileptic drug pharmacokinetics,
the dosage of Tegretol should be selected with caution in elderly patients.
Dosage in Trigeminal neuralgia

In elderly patients, an initial dose of 100 mg twice daily is recommended. The
initial dosage of 100 mg twice daily should be slowly raised daily until freedom
from pain is achieved (normally at 200 mg 3 to 4 times daily). The dosage
should then be gradually reduced to the lowest possible maintenance level.
Maximum recommended dose is 1200 mg/day.

When pain relief has been obtained, attempts should be made to gradually
discontinue therapy, until another attack occurs.

For the prophylaxis of manic depressive psychosis in patients unresponsive to
Ilithium therapy-

Initial starting dose of 400 mg daily, in divided doses, increasing gradually
until symptoms are controlled or a total of 1600 mg given in divided doses is
reached. The usual dosage range is 400-600 mg daily, given in divided doses.
Special populations

Renal impairment / Hepatic impairment

No data are available on the pharmacokinetics of carbamazepine in patients

with impaired hepatic or renal function.
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6. BiERUVHAE
(RHEBRE. TALMAMBERUTADNAICES BHES. TANADITLNAFE  RERMKEE (24
(FLNARE. KEE) DHE)
HANRwBE L LCHlE, RACITRM 1 B & 200~400mg % 1~2 ENIOEIREO#&% S L, ZEEBRHM
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2. BB T ABRRIEFR

EIRICBE T BIMER (A —RX S VT )

Sk 2E OB

F—A N7 U TR D Drugs which have caused, are suspected to have

(202541 H, caused or may be expected to cause, an increased
TEGRETOL, incidence of human fetal malformations or
NOVARTIS irreversible damage. These drugs may also have
Pharmaceuticals adverse pharmacological effects. Accompanying
Australia Pty texts should be consulted for further details.
Limited)
pEim. IRFLIRFICEET HEEHE
HHi RUARN A
KE O CE WARNINGS
(2025 4F 9 J1, Usage in Pregnancy

TEGRETOL, Novartis Carbamazepine can cause fetal harm when administered to a pregnant woman.

Pharmaceuticals Epidemiological data suggest that there may be an association between the use

Corporation) of carbamazepine during pregnancy and congenital malformations, including
spina bifida. There have also been reports that associate carbamazepine with
developmental disorders and congenital anomalies (e.g., craniofacial defects,
cardiovascular malformations, and anomalies involving various body systems).
Developmental delays based on neurobehavioral assessments have been
reported. When treating or counseling women of childbearing potential, the
prescribing physician will wish to weigh the benefits of therapy against the
risks. If this drug is used during pregnancy, or if the patient becomes pregnant
while taking this drug, the patient should be apprised of the potential hazard to
the fetus.

Retrospective case reviews suggest that, compared with monotherapy, there

may be a higher prevalence of teratogenic effects associated with the use of
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anticonvulsants in combination therapy. Therefore, if therapy is to be
continued, monotherapy may be preferable for pregnant women.

In humans, transplacental passage of carbamazepine is rapid (30 to 60
minutes), and the drug is accumulated in the fetal tissues, with higher levels
found in liver and kidney than in brain and lung.

Carbamazepine has been shown to have adverse effects in reproduction studies
in rats when given orally in dosages 10 to 25 times the maximum human daily
dosage (MHDD) of 1200 mg on a mg/kg basis or 1.5 to 4 times the MHDD on a
mg/m? basis. In rat teratology studies, 2 of 135 offspring showed kinked ribs at
250 mg/kg and 4 of 119 offspring at 650 mg/kg showed other anomalies (cleft
palate, 1; talipes, 1; anophthalmos, 2). In reproduction studies in rats, nursing
offspring demonstrated a lack of weight gain and an unkempt appearance at a
maternal dosage level of 200 mg/kg.

Antiepileptic drugs should not be discontinued abruptly in patients in whom
the drug is administered to prevent major seizures because of the strong
possibility of precipitating status epilepticus with attendant hypoxia and threat
to life. In individual cases where the severity and frequency of the seizure
disorder are such that removal of medication does not pose a serious threat to
the patient, discontinuation of the drug may be considered prior to and during
pregnancy, although it cannot be said with any confidence that even minor
seizures do not pose some hazard to the developing embryo or fetus.

Tests to detect defects using currently accepted procedures should be
considered a part of routine prenatal care in childbearing women receiving
carbamazepine.

There have been a few cases of neonatal seizures and/or respiratory depression
associated with maternal Tegretol and other concomitant anticonvulsant drug
use. A few cases of neonatal vomiting, diarrhea, and/or decreased feeding have
also been reported in association with maternal Tegretol use.

These symptoms may represent a neonatal withdrawal syndrome.

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

the website http://www.aedpregnancyregistry.org/.

PRECAUTIONS
Usage in Pregnancy
(see WARNINGS).

Labor and Delivery

The effect of Tegretol on human labor and delivery is unknown.
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Nursing Mothers

Tegretol and its epoxide metabolite are transferred to breast milk. The ratio of
the concentration in breast milk to that in maternal plasma is about 0.4 for
Tegretol and about 0.5 for the epoxide. The estimated doses given to the
newborn during breastfeeding are in the range of 2 to 5 mg daily for

Tegretol and 1 to 2 mg daily for the epoxide.

Because of the potential for serious adverse reactions in nursing infants from
carbamazepine, 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.
JE[E D SPC 4. Clinical particulars
(202541 A, 4.4 Special warnings and precautions for use
Tegretol 100mg Women of childbearing potential
Tablets, Novartis Carbamazepine may cause foetal harm when administered to a pregnant
Pharmaceuticals UK woman. Prenatal exposure to carbamazepine may increase the risks for major
Ltd.) congenital malformations and other adverse development outcomes (see Section
4.6).

Carbamazepine should not be used in women of childbearing potential unless
the benefit is judged to outweigh the risks following careful consideration of
alternative suitable treatment options.

Women of childbearing potential should be fully informed of the potential risk
to the foetus if they take carbamazepine during pregnancy.

Before the initiation of treatment with carbamazepine in a woman of
childbearing potential, pregnancy testing should be considered.

Women of childbearing potential should use highly effective contraception
during treatment and for at least two weeks after stopping treatment. Due to
enzyme induction, carbamazepine may result in a failure of the therapeutic
effect of hormonal contraceptives, therefore, women of childbearing potential
should be counselled regarding the use of other effective contraceptive methods
(see Sections 4.5 and 4.6).

Women of childbearing potential should be counselled regarding the need to
consult their physician as soon as they are planning a pregnancy to discuss
switching to alternative treatments prior to conception and before
contraception is discontinued (see Section 4.6).

Women of childbearing potential should be counselled to contact the doctor
immediately if they become pregnant or think they might be pregnant and are

taking carbamazepine.

4.6 Fertility, pregnancy and lactation

Pregnancy

Risk related to antiepileptic medicinal products in general

Specialist medical advice regarding the potential risks to a foetus caused by
both seizures and antiepileptic treatment should be given to all women of
childbearing potential taking antiepileptic treatment, and especially to women
planning pregnancy and women who are pregnant.

Sudden discontinuation of antiepileptic drug (AED) therapy should be avoided
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as this may lead to seizures that could have serious consequences for the
woman and the unborn child.

Monotherapy is preferred for treating epilepsy in pregnancy whenever possible
because therapy with multiple AEDs could be associated with a higher risk of
congenital malformations than monotherapy, depending on the associated
AEDs.

Risk related to carbamazepine

Carbamazepine crosses the placenta in humans. Epidemiological data from
pregnancy registries and cohort studies have shown that children born to
mothers with epilepsy treated with carbamazepine during the first trimester of
pregnancy are at an increased risk of major congenital malformations. The
most common types of major congenital malformations reported in association
with carbamazepine include neural tube defects including spina bifida,
craniofacial defects including cleft lip/palate, cardiovascular malformations,
genitourinary tract defects including hypospadias, skeletal malformations and
anomalies involving various body systems. Data derived from a meta-analysis
(including registries and cohort studies) has shown that 4.93% of children of
epileptic women exposed to carbamazepine monotherapy during first trimester
of pregnancy suffer from congenital malformations (95% CI: 3.84-6.16)
compared with the background rate on the general population of around
2-3%.Malformations such as neural tube defects (spina bifida), craniofacial
defects such as cleft lip/palate, cardiovascular malformations, hypospadias,
hypoplasia of the fingers, microcephaly and other anomalies involving various
body systems, have been reported in the offspring of women who used
carbamazepine during pregnancy. Specialised antenatal surveillance for these
malformations is recommended.

Data from an epidemiological study suggests an increased risk for infants of
being born small for gestational age (potentially associated with fetal growth
restriction) in pregnant women receiving antiepileptic drugs (including
carbamazepine) during pregnancy compared to unexposed pregnant women
with epilepsy.

Neurodevelopmental disorders (such as developmental delay, Autism spectrum
disorder, Intellectual disability, ADHD, etc.) have been reported among
children born to women with epilepsy treated with carbamazepine alone or in
combination with other antiepileptic drugs during pregnancy. Studies related to
the risk of neurodevelopmental disorders in children exposed to carbamazepine
during pregnancy are contradictory and a risk cannot be excluded.
Carbamazepine should not be used during pregnancy unless the benefit is
judged to outweigh the risks following careful consideration of alternative
suitable treatment options. The woman should be fully informed of and
understand the risks of taking carbamazepine during pregnancy.

Evidence suggest that the risk of malformation with carbamazepine may be
dose-dependent, i.e. at a dose < 400mg per day, the rates of malformation were
lower than with higher doses of carbamazepine. If based on a careful evaluation
of the risks and the benefits, no alternative treatment option is suitable, and
treatment with carbamazepine is continued, monotherapy and the lowest

effective dose of carbamazepine should be used and monitoring of plasma levels

is recommended. The plasma concentration could be maintained in the lower
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side of the therapeutic range 4 to 12 micrograms/mL provided seizure control is
maintained.

Some antiepileptic drugs, such as carbamazepine, have been reported to
decrease serum folate levels. This deficiency may contribute to the increased
incidence of birth defects in the offspring of treated epileptic women.

Folic acid supplementation is recommended before and during pregnancy. In
order to prevent bleeding disorders in the offspring, it has also been
recommended that vitamin K1 be given to the mother during the last weeks of
pregnancy as well as to the neonate.

If a woman is planning to become pregnant, all efforts should be made to switch
to appropriate alternative treatment prior to conception and before
contraception is discontinued. If a woman becomes pregnant while taking
carbamazepine, she should be referred to a specialist to reassess carbamazepine
treatment and consider alternative treatment options.

In the neonate

There have been a few cases of neonatal seizures and/or respiratory depression
associated with maternal Tegretol and other concomitant antiepileptic drug
use. A few cases of neonatal vomiting, diarrhoea and/or decreased feeding have
also been reported in association with maternal Tegretol use. These reactions
may represent a neonatal withdrawal syndrome.

Animal studies have shown reproductive toxicity (see section 5.3).
Breast-feeding:

Risk summary

Carbamazepine passes into the breast milk (about 25-60% of the plasma
concentrations). The benefits of breast-feeding should be weighed against the
remote possibility of adverse effects occurring in the infant. Mothers taking
Tegretol may breast-feed their infants, provided the infant is observed for
possible adverse reactions (e.g. excessive somnolence, allergic skin reaction).
There have been some reports of cholestatic hepatitis in neonates exposed to
carbamazepine during antenatal and or during breast feeding. Therefore
breast-fed infants of mothers treated with carbamazepine should be carefully
observed for adverse hepatobiliary effects.

Women of childbearing potential

Carbamazepine should not be used in women of childbearing potential unless
the potential benefit is judged to outweigh the risks following careful
consideration of alternative suitable treatment options. The woman should be
fully informed of and understand the risk of potential harm to the foetus if
carbamazepine is taken during pregnancy and therefore the importance of
planning any pregnancy. Pregnancy testing in women of childbearing potential
should be considered prior to initiating treatment with carbamazepine.

Women of childbearing potential should use highly effective contraception
during treatment and for at least two weeks after stopping treatment. Due to
enzyme induction, carbamazepine may result in a failure of the therapeutic
effect of hormonal contraceptives (see section 4.5), therefore, women of
childbearing potential should be counselled regarding the use of other effective
contraceptive methods. At least one effective method of contraception (such as
an intra-uterine device) or two complementary forms of contraception including
a barrier method should be used. Individual circumstances should be evaluated




XII. ZEEE

in each case, involving the patient in the discussion, when choosing the
contraception method.

Fertility:

There have been very rare reports of impaired male fertility and/or abnormal

spermatogenesis.

AR T AR OMM EOEE 194 £IEREZEHRT 5F) . 9.5 KU 19.6 &RELIH) OHOLRIILLT
DEBYTHD,
94 £IEREEZHT HE

FPEDAFEGESIIEE LAEF TR T OWME DR D D,

9.5 14w

9.5.1 #Hhw SUTIEAR L T2 AIRENED & % IVEICIX IR LOA RIENERIEZ LR S &l S 5 5/ o
BBGT D 2L, RUERFTAR ZEIRTICREGT 256123, ATRERIR Y OB TANAAIE DO
THET D 2 ENEFE LW, HRPICAAINRE SN2 BEFEOTIC, s (ChHoFiHaeat) 2A7 2R
RFEBEEOW 2 HE LIRS0 & ORANFHERENHD 3, Eio, AFOHEMBEITH~ A
AL DOFTADAR FRHZ AV T rliRT Y U L) O TIIRER. AEH, LEHRXESEO
Waf4 5 ROHERNZ L OEFRRERS 1 H 5 39, ok, RETFTROBELH D,

9.5.2 SXMRENCAFI SUIMOTT T ADAF & OFH LEH L7z 6 . HBER BT A VIS BRI (2, MR R |
WERk, R, BREEESE) DHLDLNDL LOWMENDH D,

9.5.3 MR OFEIZ XY | HAERICHIERLA D bbb ZLndH D,

9.54 WHIRPOFEIZLY | EMRIKTFHRELD LOWERD D,

9.6 &XFLIF
BEALBRNWZ EREE LW, BAPT~BITT L 2 LB Sh TV,

INERFICET HEEHE

i RN A
KE O SCE CLINICAL PHARMACOLOGY

(2025 49 H, Pharmacokinetics
TEGRETOL, Novartis | The pharmacokinetic parameters of Tegretol disposition are similar in children
Pharmaceuticals and in adults. However, there is a poor correlation between plasma
Corporation) concentrations of carbamazepine and Tegretol dose in children. Carbamazepine

is more rapidly metabolized to carbamazepine-10,11-epoxide (a metabolite
shown to be equipotent to carbamazepine as an anticonvulsant in animal
screens) in the younger age groups than in adults. In children below the age of
15, there is an inverse relationship between CBZ-E/CBZ ratio and increasing
age (in one report from 0.44 in children below the age of 1 year to 0.18 in
children between 10 to 15 years of age).

PRECAUTIONS
Pediatric Use

Substantial evidence of Tegretol’s effectiveness for use in the management of
children with epilepsy (see INDICATIONS AND USAGE for specific seizure
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types) is derived from clinical investigations performed in adults and from
studies in several in vitro systems which support the conclusion that (1) the
pathogenetic mechanisms underlying seizure propagation are essentially
identical in adults and children, and (2) the mechanism of action of
carbamazepine in treating seizures is essentially identical in adults and
children.

Taken as a whole, this information supports a conclusion that the generally
accepted therapeutic range of total carbamazepine in plasma G.e., 4 to 12
mcg/mL) is the same in children and adults.

The evidence assembled was primarily obtained from short-term use of
carbamazepine. The safety of carbamazepine in children has been
systematically studied up to 6 months. No longer-term data from clinical trials
is available.

OVERDOSAGE

Acute Toxicity

Lowest known lethal dose: adults, 3.2 g (a 24-year-old woman died of a cardiac
arrest and a 24-year-old man died of pneumonia and hypoxic encephalopathy);
children, 4 g (a 14-year-old girl died of a cardiac arrest), 1.6 g (a 3-year-old girl
died of aspiration pneumonia).

Signs and Symptoms

Nervous System and Muscles: Impairment of consciousness ranging in severity
to deep coma.

Convulsions, especially in small children. Motor restlessness, muscular
twitching, tremor, athetoid movements, opisthotonos, ataxia, drowsiness,
dizziness, mydriasis, nystagmus, adiadochokinesia, ballism, psychomotor

disturbances, dysmetria. Initial hyperreflexia, followed by hyporeflexia.

Treatment
Measures to Accelerate Elimination- Forced diuresis.
Dialysis is indicated only in severe poisoning associated with renal failure.

Replacement transfusion is indicated in severe poisoning in small children.

Warning: Diazepam or barbiturates may aggravate respiratory depression
(especially in children), hypotension, and coma. However, barbiturates should
not be used if drugs that inhibit monoamine oxidase have also been taken by

the patient either in overdosage or in recent therapy (within 1 week).

J[E D SPC 4. Clinical particulars
(202541 A, 4.4 Special warnings and precautions for use
Tegretol 100mg Monitoring of plasma levels
Tablets, Novartis Although correlations between dosage and plasma levels of carbamazepine, and

Pharmaceuticals UK between plasma levels and clinical efficacy or tolerability are rather tenuous,
Ltd.) monitoring of the plasma levels may be useful in the following conditions:
dramatic increase in seizure frequency/verification of patient compliance;
during pregnancy; when treating children or adolescents; in suspected
absorption disorders; in suspected toxicity when more than one drug is being
used (see 4.5 Interaction with other medicinal products and other forms of

interaction).
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5. Pharmacological properties

5.2 Pharmacokinetic properties

Special populations

Paediatric populations (below 18 years)

Owing to enhanced carbamazepine elimination, children may require higher

doses of carbamazepine (in mg/kg) than adults to maintain therapeutic

concentrations.
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