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BIRRBIZ X D 2hRE N B IIAR ST,

Ly g™ | TLx Ty 50%MK™ | 1X, 77V b= [727 0 F—Ufilhi) OBREERLE LT
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JINREE = AN~ B E EBEICEVRERT D & X 5 0 DIRHFEN 55%LL T, 45 77 DIRHFHEN 70%LL T

BT,

(Q)ARHK| L IZERK| DAL EE D
mEBIHEREOAHGRER
( TEBRHERSONEIED FBEEO EMHEIZHOWT - ERR 1047 A 15 B EXEIE 634 2 )

R 71k

o BR— GRBRIE T RS 275 (VN F/WE)

BB -

BRI

Lz

I HLE

B R

pH 1.2=H JAERABROH 1 1K

pH 4.0=FKk#E - Hele) b U 7 25EEE (0.05mol/L)

pH 6.8= H EaA3E - 3RO U v BEHE R IR

K= H koK

75 rpm

FRYERIAIOE I IAREZR 7 7 2 A AW 7 < | BEHERLAIAY 15~30 7312 F ) 85% LA LIS T 2456
(pH4.0) : HEHERIEI O FIIIRHER DS 60% M O 85% 1T D 24 72 2 B I3\ T, RBRELA
Py s M R OO SER PR 6+ 15% O FEPHIC & 5

TEHERIAI OB I IAREZR 7 7 2 A AW 7 < | BEHERLAIAS 30~45 7312V 85% LA EIEH T~ 245G
(pH1.2, 6.8, /K) : tEHERFIO LR D 40% M O 85% (T DY 72 2 Ff T B W C, iR
B D SIS R AR UERLA O PP R+ 15% DOHFEPAIZ 5 5,

pH4.0 [ZB W\ T, EHERANE 15~30 4312 85%LL E¥AH Lz, B "~ 8 200mg [~

_7_
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DI, EAERF O IR 60% L TN 85% LD 2 Wi (BREUFERT 10 43 & U8 30 47)
IZFBUVNVT, WU SRV H SR A HE R oD S S 3R + 15 % DI IZ & - 72,

pH1.2, pH6.8 KUVKD 3 SBRIKNEIZ I T, FEHERIFNIL 30~45 4310 85%LL Bt L7z,
AN B EE 200mg [ 7 2777 1&, FEEAEREIOFEES 2D 40% KO 85% (1D 2 I i
(BREURERE 5 43 e OV 45 43) 12BN T W I aL b R0 SR DA HE LA oD SR HH 3R = 15% D i A

2o,

L7z 5 T, AR~ BEUEE 200mg [ 7 V4| OEHERENIEERE L A% Th D L HE X
nic,

—o— HILINTEEUFE200mgl TVFH 1 —o— BRERA

100 100 [
B 75 B 715
H H
f50~ %5V
% %
< 25 - < 25 |

0 0

(min) (min)

100 | 100 ¢
A B 15
H H
* %
% %
- < 25

0
(min) (min)

AINTEE #IHL50% [T OF 7]
AFIX 2003 4F 6 A 24 HIZSE G T L, EHRHEIESLSEEHRE No.16 (I ST 5,
(WARBHRB~OBEENK Y
JRSE Z AR A L3~ B IR HE VBT D & & 30 D DOIEHEN 5% ETH o7
QQ)AK| LRERK DB HEE D
o B B Tl B D A S BREE R
( TESRFESR S O SE AR 5 FRl O FE RO\ - Rk 1045 7 H 15 A IS 634 5 )
RERTE © B R —ERBIER HRBRES 215 (X FLE)
AERSA:
AR pH 1.2= H RAIERBROE 11K
pH 4.0=Fg - FEfE T b U 7 248K (0.05mol/L)
pH 6.8= HmadE - BRIk DV v BRI IR
K= B Jas oK
Fl#EZEL 75 rpm
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HIEFEE - ARERAI O IR 7 7 2 A 25370 < | BEYERGAIAY 15~30 4312 %) 85% LU FIsH T 254 -
FEAERLAN O LD 60% M O 85% T D X 72 2 W rlZIBW T, BRERELAI O SER) PR HH =3
FEAERUH) O AR E15% OFHEICH D,

RS R ¢ HEYERIANT 4 RBRIK T TITBWT 15~30 2 85%LL Bis Lz, h <8 e fik:
50% [ 7 F 77 ) 1%, HEHERAI O HERDY 60% MO 85% 3D 2 K ri (pH1.2, 4.0 X1 6.8
DA BREURER] 5 53 % OV 30 43, KOG - BREURER] 5 43 OV 15 43) 1BV T, WLy
VA SR DS HE LA O SEHIPR R £ 15% O FFRIC & - 7=,
L7 o T, AN EBE MR 50% [72F 7 OEHEFENIEAERRK L F%TH D5 L HES

nic,
—o— HILNTEEHEI50% IO FH ] —o— 1EHESA
100
A 715 ¢ B
H H
% %
- 25 | -
0
(min) (min)
100 T 100 -
B 75 N
fas} fas}
% 50 - f 50
% %
- 25 ¢ - 25
0 0
(min) (min)
EMFRRERE

L7

HEPOEMB S OERRERE
HNN<EBE B 100mg [ 72F 77 )
HE Tha"<=EBr) icksb
HNN<BE B 200mg [ 7))
AE A<= i2kb
AN~ B KL 50% [7 2777 ]
BHiE =) ltkb

HENFDENEST DEES
HE <) itks
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V. aEICET 5EE

1. FEEXITHR
1. FEFREERNFEAE, TAMAMER KN T AT D FMIEE, TANADITWIVAFELE  REAIIE (2
T AsEE, KRR
2. B, BEOOROBRRRE, BUA SERE O B KRR
= XA

2. BERUHE

1. REEHREE. CADAMBRUTADNAIZES BHES. TADADITLDNARE  AERARE (£
(FONAFEE., KEE) DHEE
IR B L LUCGERE, BRAICIERY] 1 B & 200~400mg % 1~2 B/ ERE O &5 L, EEghEnis
5néif(L%156mm@be_% T 5, FERICED 1 H 1,200mg £ THETDHZENTES, /I

AT LTI, i, ERICISC T, BH 1 B 100~600mg # o HIfk H 54 2,

2. BiR. BS DRMOBKE. MERREDOHEREDIGSE
TNR=B b LClHE., RACITRY) 1 HE 200~400mg % 1~2 EIC/ERE O #5 L, B ins
HNHET (EH 1 H600mg) HRaIZET S, ERICEY 1 H 1,200mg FTHET HZ LN TE S,

3. EX#HERDEZE
INNR=EBE L LTHEE, AR 1 HE 200~400mg 751X U, @ 1 H 600mg £ TZ4E
O3 2528, JERICEY 1 H 800mg £ CHET HZ LN TE 5, ARICKLTIE, Filin, JERIZST
CEEET D,

3. ERERAL#E
MERT—2 1\ r—2
YL
(2ERERZNR
MMEE e L
(3)RG PR SR AL BR
MR L
(A)IFREHIEAER
MR L
(5)FR LA ER
1) |EBLIITRERGHER
BRI L
2) thEEER
MR L
3) REMHER
MR L
4) BFE - RERHER
MR L
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VI. ExhEFEIE (Y 5I1EH

. REZHICEESH S EEMITLEHE
ZBSRIUO OF (1 27T I U HEIRIESE)

. EEER
(MYERERML - /EFRERF
ER%F -
GABA #f%° / V7 R LG U UARREEREDTTHE L Na™ F ¥ 2L oMl N E 2 5TV 5a™ |
%) HHLUOE B AR T iREE 2016:C1310-1313, J#)1EE
Q)EMERT T HRERAHAE
1) JIFLNAER 2
NN BENTT v MZBITL2EXR Y a y 7T 0K L7 = 2 S e Z — v EF & A ERI%E O
ERZRL, v~ 7 AZEBITEHA B F=—3 WA LTI 72210 WAL ASIER 2 7R & 720 A3,
NN 100mglkg (M) &5 TlE, 7==h o 0A 7= xR L THLITIT WA
DRBZBIESE D,
2) MEEER 450
NN BE T~ T R a O ATEIEER RO I W B TEMNHIER .. B RATEMmEIER .
ML sRIER 2R,
HNR B AT X5 O EBRAERERBRICI VT, RERD D KIKGLRRICE D IEEIREEE (RER
FRPkEZ, WRER-VEES) OFEIFEEA O] &R,
3) EXMIRFBICKT HERA D
NN EBE IR BT, RO ESAIC RS 2 = X F K SUS OB RBIM A& S
D
() E AR - kb
BRI L
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VI. RHBEICET SEE

1. MPREDHT - AIEE

(1yaELtAEMGOLPRE
BRI B R~ B B BREIL 4~12ug/mL (TADNADER) &SR Tn5D 9,

()& mAiREDERRH
TR (VIA.Q)EGRABR CTHRASIN-NPRE) 2]

QEERABRTHRRBSIN-IPRE
A HIEF R
AN EBE U E 100mg 72777 LIEHERFZ 7o 2d—"—{EIC LV ZnEi 15 (I ~wEBr
& LT 100mg) fEEER A B T~ 12 £ (222 R RN 1 5 U C S ip i i 2 0 U, 5 5 - 38 @ihRe <7
A= BIZDUNTHEGHNT AT o T AER WAl D AW R S D R S T,

AUC(0-144hr) Cmax T'max T
(hr- ug/mL) (ug/mL) (hr) (hr)

H VN~ E i 100mg
(72791
EEUERGH (BEA, 100mg) | 98.6£23.4 | 1.68+0.29 | 2.6+1.3 | 49.6+13.4

(Mean*+S.D., n=12)

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

2.5 —e— KN EE 4E100mgl 7 234 )
) —o— S| (FEAI, 100me)
Mean=®S.D., n=12
1.5

8 WEEV M4 S S S-BEE

(.tt ) 0.5
0 @ T T T T
048 24 48 96 144
i) (hr)

IMAE PPN NS AUC, Cmax FD/3T A — 2%, HERE OBR, (RIROLRER B - B % OREBREMIZ L -

TRRDATRMEN D 5,
(@)

TR L
B BRE-HRARXODETE

ZUER L

<BEZ HNEAT—2>
FEFIC 6mglkg & ZEMERF R OVEH & & HITHRG LR T, Crnax (XZ2ERED 4.52ug/mL L L, A& &
HIZEE L2078 5.68ug/mL & &V (FEEHFRICAHEZH Y - p=0.003,paired t test) 23, Tmax X TN AUC
WZZEITH HAL TR0 10,

B6)B&EH (REaL—Y3Y) @BFICKYHBALE-EMARNSREHER
MR L
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2. EYRER/NZA—S
(DEET A&
MR L
(2) W LR IE FE E 3
MR L
BN FTTRALAZE) T«
MR L
<5EZ . HBEAT—E>
RO Lic & & OWIPGHE XA, BRFRRZEIC L > TR D2, WIGEITX 80% L ETh o7z 10,
(4)HKEEES
Kel (BEFERABFICHINA<EE U8 100mg (7P FH) 1 8842 ZEERHEIR S, Mean*+S.D., n=12)
0.015£0.005 hr!
BYIT7IURA
M ER R L
<BEZ HNEAT—E2>
0.025~0.096 L/hr-kg 12
6)TEHE
MR L
<5EZ . HBEAT—E>
0.8~1.8 L/kg 12
(7TMREAREER
UEE R L
<8E . HBEAT—E>
70~80%12:13)

3. & I
R L
HILE XD, BRIZITLAEERIIRNEIND 19,

4. 9
(1) i% — iEE P9 @
Wi 5,

<BEZ HNBEAT—2>

v FTOWENRDH D 19,
(2)Ifi% — ke BB @ 1%

BATT %,

BT AR R D IR L 9 X RS LY IR EE D 68.8%. 84.0% T o7z 16),
R)EA~DIBITIHE

BATT %,

REFL A B VIR ML IR E D 39.4+19.3% (Mean+S.D., n=3) TH-o7=17,
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(A ERA~DIEITHE

BT %,

<BE: HNBEAT—E2>

AR BE TR P IR B 1 A R B D 20~25% Tdh - 72 12,
(5)Z DDA~ DFEAT

MR L

5 & #
()R BHEBLL R R BHR R
<sE>
JFIBIZ BV TR S 4L, TIIO K9 2R CREL. dittS s,
F72 DTG A AT 5 10,11-=ARF% 2 MMET, Z O EMHPREIIREEDK 10% TH D, F
NN BEANITFOEYRBERFEEN LA L, ERE L7256, REEEPES D 2R H D 819,

0

CONH,
ANz ¥V (CBZ)
I T
RE¥ F=I4 -0 !
: %ﬁﬁ\fﬂkﬁ{t ZHREYF \l// F — WiBFE !
}
0 r
= ) 1
HC=CH oI c-c !
)01 QL0 |
_— |
lTI N HE
|
CONH, CONH, :
2-t Fu% 3 -CBZ HASTEE Y1011 2R VR |
(2-OH-CBZ) (TAEYF) Lo
P
+ !
vV : |
CH,0H OH OH P!
HC =CH HC—CH [ :
|
ﬂ | ﬂ ﬂ [ |
N OH N ? : :
| |
CONH, CONH, CONH, :
3-vFo#%3-CBZ 9-eFOF I AFN-10- trans-10,11-VeFo¥i- I !
(3-0H-CBZ) HIREANTIYY Y 10,11-YeFa-p ST By : :
(9-OH-CBZ) (trans-CBZ-Y7—N) | I
I
o
g LTy —E L rar B —#sray :
[ ety Biug } [
1

7 g:::__a

QRBICEAS T HEFR (CYP450 %) DHFig

- 5 EHEEEILT -7 1 — 2 P450 3A4 TH 5 19,
RWEEENROEERUVZTDEE

BRI L
GRBVOFEDFERVOLLE

ERHDE I NN EE-10,11-THRF Y RTHY | HFUTWNAERZAT 5 19,
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(5 E LR BIMDEE RIS 4 —5
LR L

o
(1) Bt ER 6L B R BE
Mg M OV ek 149
(2)HEitt 2=
MR L
<BEZ HNBEAT—2>
5% 9 A THEEED T2%08RF Q% RE(LE, 1%=AFT RIE, £ 30%72% 10,11-F 7 ATV A —)L
1K) (CHEM S A, I 28% A HEHES LTz 19,
(3) Bkt R E
VI6.2HME<SE  HAEAT—E2>] W

. P URR—E—IZEET BIER
M ER e L

. BREICKIBER
RERRFE AT
AR L
I R FEAT
BRI L
<BEZ HNBEAT—2>
MEENT D2 V7 F A% 53.6£10.0 mL/min (Mean=S.D., n=4) T o7z 20,
EEmEER
MR L
<BEF . HNBEAT—E2>
TR IR MR HERE 2 Wi 0 27 U 7 F > A% 85~129 mL/min T -~ 7= 19,
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2. EELRMKEEOH D EE [BWEH L L TREENRE SN TBY . MiRORT 23 6128 bEsE 58
ENDHDH, ]

3. F2ELU EOREET vy 7 GEORAR (50 /0K Db 2 BFE HBRELIE L, S bICEEDORE
BRI BRI TIENDD, ]

4, RV afFy—) ZEZTT7 4 (T RVILAH) UALEED Y, VT vy Fhrsvul, 7971
B, TNRAE N BT THRAE) « TAFTLEN - XRTZ TN, TAFTFLENL, RALTTIE
e UL Y, YRATENL « " LRZ AL, BT TN AN A E T JARENL T
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(@) BEIRIREE U IE TOES O b 5 E (52 ) AR AT 5 - DR EBLSE5 - & 355, ]
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2. EELRERNIE

(1) #EA I Téksgwma monUL&swmm L0 TALAERBKRERNHLDNDLZ LD D
DT, FHEEZPIET DGR, R ICHET L2 EEEILIT) 2 &,
B, mE . EIE 0% #iﬁmﬁﬁﬁé:ko

(2) A HITEMAICH - B#eE. MRBREZITO ZENEE LY,

B) R, EES - £ - ]EBRENEOR TRR D2 ERH DT, AFEGHOBFITIZIEBHED
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AFNTZE < DA L OMAERAPRE SN TNWDER, WJREEOH 5T X TOMABEDEICO VTR SN
TWD DT TIERNOT, FIEPFH LY . RFAIOFAEEZREST 255 ITITEET D 2 &, FRIIAR
HDOET HDHEER LT N7 02— P450 3A4 TH Y, F£7-F b7 v— LA P450 3A4 1L U &3 5
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KE OB SCE INDICATIONS AND USAGE

(2020 4= 7 H, 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 drug-
Corporation)

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

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 200mg twice a day for
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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 12-15 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 800-1200 mg daily.

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 400-800 mg daily.

Children under 6 years of age-Initial: 10-20mg/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.

H[E D SPC
(2020 -2 H,
Tegretol 100mg

4. Clinical particulars
4.1 Therapeutic indications

Epilepsy - generalised tonic-clonic and partial seizures.




Tablets, Novartis
Pharmaceuticals UK
Ltd.)

Note: Tegretol is not usually effective in absences (petit mal) and myoclonic
seizures. Moreover, anecdotal evidence suggests that seizure exacerbation
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: 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.

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: It 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

6-15 years of age: 1000mg/day

>15 years of age: 1200mg/day.
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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 200-400mg daily until freedom from pain is
achieved (normally at 200mg 3-4 times daily). In the majority of patients a
dosage of 200mg 3 or 4 times a day is sufficient to maintain a pain free state.
In some instances, doses of 1600mg 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
1200mg/day. When pain relief has been obtained, attempts should be made to
gradually discontinue therapy, until another attack occurs.

Elderly population (65 years or above)-

Dosage in Trigeminal neuralgia

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

In elderly patients, an initial dose of 100mg twice daily is recommended. The
initial dosage of 100mg twice daily should be slowly raised daily until freedom
from pain is achieved (normally at 200mg 3 to 4 times daily). The dosage
should then be gradually reduced to the lowest possible maintenance level.
Maximum recommended dose is 1200mg/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 400mg daily, in divided doses, increasing gradually
until symptoms are controlled or a total of 1600mg given in divided doses is
reached. The usual dosage range is 400-600mg 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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(20184 6 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)
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B FLAR N2
KE OB SCE WARNINGS
(2020 /- 7 H, Usage in Pregnancy
TEGRETOL, Novartis Carbamazepine can cause fetal harm when administered to a pregnant
Pharmaceuticals
woman.
Corporation)

Epidemiological data suggest that there may be an association between the
use 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
anticonvulsants in combination therapy. Therefore, if therapy is to be

continued, monotherapy may be preferable for pregnant women.
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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?2 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.

i€ D SPC

(2020 £ 2 H,
Tegretol 100mg
Tablets, Novartis
Pharmaceuticals UK
Ltd.)

4. Clinical particulars

4.6 Fertility, pregnancy and lactation

Pregnancy

Risk summary

Offspring of epileptic mothers with untreated epilepsy are known to be more
prone to developmental disorders, including malformations. Developmental
disorders and malformations, including spina bifida, and also other congenital
anomalies e.g. craniofacial defects such as clept lip/palate, cardiovascular
malformations, hypospadias and anomalies involving various body systems,
have been reported in association with the use of Tegretol. Patients should be
counselled regarding the possibility of an increased risk of malformations and
given the opportunity of antenatal screening. Based on data in a North
American pregnancy registry, the rate of major congenital malformations,
defined as a structural abnormality with surgical, medical, or cosmetic
importance, diagnosed within 12 weeks of birth was 3.0% (95% CI 2.1 to 4.2%)
among mothers exposed to carbamazepine monotherapy in the first trimester
and 1.1% (95% CI 0.35 to 2.5%) among pregnant women not taking any
antiepileptic drug (relative risk 2.7, 95% CI 1.1 to 7.0).

Clinical considerations

Taking these data into consideration:

- Pregnant women with epilepsy should be treated with special care.

- If women receiving Tegretol become pregnant or plan to become pregnant, or
if the need of initiating treatment with Tegretol arises during pregnancy, the
drug's expected benefits must be carefully weighed against its possible
hazards, particularly in the first 3 months of pregnancy.

- In women of child-bearing potential Tegretol should, wherever possible, be
prescribed as monotherapy, because the incidence of congenital abnormalities
in the offspring of women treated with a combination of antiepileptic drugs is
greater than in those of mothers receiving the individual drugs as
monotherapy. The risk of malformations following exposure to carbamazepine
as polytherapy may vary depending on the specific drugs used and may be
higher in polytherapy combinations that include valproate.

- Minimum effective doses should be given and monitoring of plasma levels is
recommended. The plasma concentration could be maintained in the lower
side of the therapeutic range 4 to 12 micrograms/mL provided seizure control
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is maintained. There is evidence to 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.

- Patients should be counseled regarding the possibility of an increased risk of
malformations and given the opportunity of antenatal screening.

- During pregnancy, an effective antiepileptic treatment should not be
interrupted, since the aggravation of the illness is detrimental to both the
mother and the fetus.

Monitoring and prevention

Folic acid deficiency is known to occur in pregnancy. Antiepileptic drugs have
been reported to aggravate deficiency. This deficiency may contribute to the
increased incidence of birth defects in the offspring of treated epileptic women.
Folic acid supplementation has therefore been recommended before and
during pregnancy.

In the neonate

In order to prevent bleeding disorders in the offspring, it has also been
recommended that vitamin Ki, be given to the mother during the last weeks of
pregnancy as well as to 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.

Females and males of reproductive potential

Contraception

Due to enzyme induction, Tegretol may result in a failure of the therapeutic
effect of oral contraceptive drugs containing oestrogen and/or progesterone.
Women of child-bearing potential should be advised to use alternative
contraceptive methods while on treatment with Tegretol.

Fertility:

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

spermatogenesis.

5. Pharmacological properties
5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional
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studies of single and repeated dose toxicity, local tolerance, genotoxicity and
carcinogenic potential. Reproductive toxicity studies in animals were
insufficient to rule out a teratogenic effect of carbamazepine in humans.
Carcinogenicity

In rats treated with carbamazepine for two years, there was an increased
incidence of hepatocellular tumours in females and benign testicular tumours
in males. However, there is no evidence to date that these observations are of

any relevance to the therapeutic use of carbamazepine in humans.
Reproductive toxicity

Animal data

The cumulative evidence from various animal studies in mice, rats and rabbits
indicates that carbamazepine has no or only minor teratogenic potential at
doses relevant to man. However, the animal studies were insufficient to rule
out a teratogenic effect of carbamazepine. In a reproduction study in rats,
nursing offspring demonstrated a reduced weight gain at a maternal dosage
level of 192 mg/kg/day.

Fertility

In chronic toxicity studies dose related testicular atrophy and
aspermatogenesis occurred in rats receiving carbamazepine. The safety

margin for this effect is not known.
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(20204 7 A, Pharmacokinetics
TEGRETOL, Novartis | The pharmacokinetic parameters of Tegretol disposition are similar in
Pharmaceuticals children 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
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(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
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 @.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

1s 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).
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4. Clinical particulars

4.4 Special warnings and precautions for use

Monitoring of plasma levels

Although correlations between dosage and plasma levels of carbamazepine,
and between plasma levels and clinical efficacy or tolerability are rather
tenuous, 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).

5. Pharmacological properties

5.2 Pharmacokinetic properties

Special populations

Paediatric populations

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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