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# i Zonegran Film-coated = A Zonisamide 100mg
Tablets 100 mg
MF R EER LD
PRFAFIRT AL RIS RELHEFL?
mE s () BELGES
0% * B&E LG AR # 7 PAR R H
7B ARA A 100mg/tablet

2 FFY R

* AL IR TR IN R o Y T SRR T Al E
Bk 3%ER A (F[focal seizure(s 45 AL NEDR) ~ B AR G
T~ A E B (T 248 fe i b IR B (T E
i* ~ focal seizure]3. s %R 2 (T F 3w A2 2 LR E gy
iF[5 B - P M F(X F 1F)]

A R TG e o T T AR R (TAp ] H

¥R F R IOEDRE T 2. AF R R SRR T 3. A IVER S TR
Az > e E LR IE

RMEHRILHER mE
o%F

R &R B A 24 A 5 F p 100mg o 2o {800 - B2 iF 5 A RRiRGEE B A £
3% p 200mg & 400mgc A 1 % 3 XPR* o & phoFAEL
500mg -

B P TEE B RA | mERBAATATE

B ATRT & ORBAIRTATE
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MEBZAFESERY ©
__J Center For Drug Evaluation

R I | SR S

O oo Y BRI A R T 2 TR R VR
* &2 lamotrigine 2 fr ot o B AT HE T ACREF L > T RPRLINER
LW R EFE Fla ARL A RPHES o

® PBAC 2007 # cin®ip 32 P % % > R % OF K &1 - > zonisamide
(meta-analysis of four trials) % lamotrigine (meta-analysis of nine trials) 7k
T 4 AR B 2 TRk R R D et g Bt TR > PBAC 3% 5 zonisamide £
lamotrigine 4p +* - zonisamide # % *% lamotrigine » % & it * IR > zonisamide ~
FEBRL BRI RSESE Y AR & (relativerisk) 2 % # % F < ' RR 1.05
(0.62t0 1.76) > %o v & L fAA2 B 07 FE 2} o

[

PEEER- RE G AP LRSS o
T~ A AIEF LE A A i;?\n‘iu%g@{ o
T~ REEMBEE CRFIER AL S BRI AIGHE SR bR B SR
FRofir¥y-E21 %I de%%frﬁ!ﬁ%‘?p 54007 ~1 38008 ~ ;~ &%
FPEFENH RPN ER2 BY T ASR N EREEF RG30F ~
2205 At FREFLNEE o A% CIREMFHR T AFRAp AR AR
AT EF L M Ra 0 A% SRS AR E P ERRE ST AR DE
EERIERIT AR ERLH SR RY LRI GE 2 T R

¥ %39 3] Marson % « 2 Mayo Clinic B ff e~ }ﬁkwéﬁ,& RELPFET BB
T AHHAT- RFURRE S N R SR e H TR R B TG EE
Pidp Hom— B F S E AR 0E A o MY TRA B ok~ & 2 et £ L ehilicdy 0 P

AEYHES £4 5 1
&L Zonegran Lamictal
inslzE Zonisamide 100mg Lamotrigine 50mg, 100mg
A A e 7% 100mg/tablet 50mg, 100mg/tablet
ATC 75 NO3AX15 NO3AX09
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CER TS
i R

f 3R (T2 BB L o

i?* W ERE FREALE B
M B 2%E R 3 (T [focal seizure(#
R HNRR) B A
i~ A g (F24F Fe it
FOFOR S (T E B4R T
focal seizure]3. & I8 R 3 (T %
SIESE YRR A Y i ha E
B (L )]

EROLF MR L FELH
LEERSEF R SL L V)
Fortbsag 2 Hoph Bingy o A4
B2k b S2E 2 W R ISR
LENNOX-GASTAUT SYNDROME
WG 20 R o & *‘“F” &E@ﬂm 23
Bitm BEREAZ IR G PR
Wi &ﬂﬁ&\%ﬁ&ﬁ&
2R R ZIER o

ok /35

g /33

R

I
Ex
[
pid

1.3.2.5. lamotrigine (4= Lamictal)
(97/10/1)
'Y T ;.J;;’;; Ao
1 2% 2 H @ R &5 8 ;‘; ]
9:#""#? AK}%}F&}—?]‘E‘y j;ﬁ-pér}
7o (add on therapy) & 1T 5 % =
Wz H- Fiogy
20 A A A8 /L P AP LB
&= A ff,ia AL T iRT A RP]E
D& 3o -
carbamazepine ~ valproate % -7
Fefred skt d WopE i
gz Bk o
QfEr B2 Wripr:
* 42 % - carbamazepine -
valproate # 555 st i & &
2wt g Tt o H S g
ﬁﬁwﬁz@%¥o
(3)p 18 4218 200mg p* > % ¥
Frrefimd o

i i 1 1)

5mg: 10.2 ~ ;
50mg: 17.7 ~ ;
100 mg: 28.3 ~

M iE
A B E

%\ﬁpf‘!?d & p 100mg e 2 514
J«ipﬁ“?ﬁﬂzﬁﬁ%@lii
“%p 200mg 3 400mg- 4 13 3

FPR* o p E g A E 5 500 mge

|_+_€' ﬁ "l*“’)ﬁﬁfr? rr'l:"E% %\ﬁﬁ?ﬂ
’35- &# f?’J’a'&g‘_’f’ s BRI &
AR E T A ;-"' E‘
100 200mg (#p-=g&rz =R
7% p 200-400 mg (/17\ - =X
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JR* ) o
B A E PR £ R
5 g N 28.3-56.6 ~/
=7 56.6-113.2 =~
P
2;( i : ( : ”\/”)
B RRGRS L,

( head-to-head comparison )

LRV R

(indirect comparison )

TER R IBARY AR EE S EL

P Rk ie R dp 312 R eE iE

g

S S0 I

HIEEINERRGEFT L EL FRAA BN RBAGTAE NS £ S @ RGO R A A
A

MEP LB FERRTAET A B RABAIATATE B A T2 R4 BRG0P
2 ik o

%= Qpﬁ%yfi,ﬁﬂ,— k2 R

* i BATY ik

CADTH (4c £+ ) | 32012 # 09 ® 20p /¥ A& 3 JS‘E%
PBAC (&) EIRAHE R U B RS S R Rk kIR
w f’tén:},% Aose :kszonlsamlde v]z? L s i g g2z — o
NICE (& &) F]2012 # 09 * 20 p i+ % A & F|SF 2

3x : CADTH % Canadian Agency for Drugs and Technologies in Health méﬁ“ﬁ, ;
PBAC % Pharmaceutical Benefits Advisory Committee méﬁ“ﬁ, ;

NICE % National Institute for Health and Clinical Excellence mé{ﬁ”é, °
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[ i % %2 43100 h]g%ﬁﬁ¢x$4

FLEBA CHBE A FES %Y FEARER L
L APH: AR 101 £10 ¢ 3 p

ﬁﬁiﬁﬂ%@””ﬁﬁh%f%%ﬁir% ViR ATER AL ST
IR R mf}%‘ ok AT S o 2 A TP B AR AL © ?:}%‘fi:}i?ﬂ'—lg
@?ﬁ&ﬁ@ﬁﬁﬁ%ﬁﬁ%ﬁ%ﬂ’%%gg&ﬁg@ﬁﬁﬁﬁgmgmo;
é*—éi‘ém‘F?bﬁﬁﬁ*%%%ﬁﬂ%%ﬂ’ﬁﬁé4%%m§%ﬂ
s (FEPFRE) S At FA45 HOWRFe? SR TSR (1T
Hﬁk&%)W&iim%&ﬁﬁ$ﬁ@%$ﬁ’éﬁﬂ@ﬁ%%&ﬁ’ﬁﬂ
BPAEAP R B GAGTRE (UTHEAFEL ) ML 2 AREEFRET
T EFREEEGFL S R OB o ER L BRI I A AL F
Mgt &Y R BB AR e

AL RERLEFRPETC LRI GELTLERE R L
Ak R B L RS R g TR R 2 TR B2 E
B AR EER G BT R E ARG o ¥ A E L 2 TR R oTs 5 A A Y
FEmd o HF P E P AR FRARL R B A O BETRE FIH &g
e R

-~ BRISRRR

%ﬁ&(wwmwébfﬂ%ﬂ*ﬂﬁﬁf%[ﬂ PP ARG T F
A 2] - et RERIERE TS (prevalence) i F 42 7~8 [3] °
?*&@79E#?*ﬁﬁ’—ﬁnf@7ﬁw’—ﬁm&#7éwof
1987 & - g & R TRAE B R T ML kIR R~ TRA RN 2 SR
ﬂ%%%i’#ﬁﬁ@uﬁ@iﬂwbﬁuéﬁtarrg{%l%lﬁﬁ4w7 )
,ﬂ”%‘ﬁ%&#\%m%“i%%%%ﬁim%ﬂ”%ﬁﬁﬁ G Lek i
AL % 1981 & 2_gp e fgdeT (£ 2)[3]:

i
>~

e

mk—
Y

’

~N

0‘»"

Lo s Fop e 3]
B A A A (%)

2 18 17 (Generalized seizures)

% 3£ 4 M3 17 (Tonic-clonic; grand mal) 35
% 4 438 (%)) 3 1% (Absence/petit mal) 1

5/38


string.Med_want_cname1

101CDR08010_Zonegran Film-coated Tablets 100 mg

sudh B (7 (Myoclonic) <1
Hv 2-3
B R 1F (partial seizures)

H A k2R (7 (Simple partial) 3

A Fe A B 3z 17 (Complex partial) 11
B 3R TR % o et & g ' (Secondarily generalized) 27
WA GR £ A ' (Mixed partial) 12
A HE 9

ek eiE & ([2]

2012& = # 2_ % WA 78724 & 4487 7 2 (National Institute for Health and
Clinical Excellence, NICE) s 2 %72 5 fr 4p 51 (CG 137, 2012) - 23R8 in
B kvs s R E urép*il' AR~ £ R (co-morbidity) ~ 2 v s i ¢ &
& (co-medication) ~ 5 4 2 FE A~ frp L 2 REF REEFIFEREF FES
[4] -~ 5 Heop 4 Mmoo k- ﬁvv-rr/r'%—’ g TS Rl T BT
BB § R -SSR F A PREREY A ERF E R R V- F
Bdv b E B WS (add-on therapy 2 adjunctive therapy) [5, 6] °
Bk Adp B R ESE B AR 0 Ak RIEF TGRSR [5] 0 A4
B R E R ¥ L AR Y - BFURRE 5 FH ;5% (monotherapy)
F oA dpalaEeg 4o E'JJ’FE’L {HIVERES > & EHE B (- A 5 A)FURR
Z 5. 5%  (polytherapy) » EAE i ¥R AR MAEE SR LB
#E B DT ﬁmim)%‘a’?'fi =1 [3]-

F R % BT R IR (TR RG5R [2] - 9 60 3 70%:<rp 4 @ ¥
- BAVRRE ST 2 2] 0] 30%:p 4 F AR F R W
R AR S [2] o in R A IR B 1 en# &5 [2] ¢ phenytoin ~ carbamazepine ~
valproic acid ~ phenobarbital ~ primidone - felbamate - gabapentin ~ lamotrigine -
levetiracetam ~ oxcarbazepine ~ tiagabine - topiramate ~ pregabalin % zonisamide
% [2]-H ¢ 5 A4 1990 & f& F B 2 F7— R FumUp 2 5 (new antiepileptic drugs, new
AEDs) ¢ 4% : felbamate ~ gabapentin ~ lamotrigine ~ levetiracetam ~ oxcarbazepine -
tiagabine ~ topiramate ~ vigabatrin ~ pregabalin # zonisamide [6,7] -

iiﬁ;%gj% i = {» zonisamide % #7- “FURR 2 &5 [8] © & sulphonamide
Ko HEITITR AR L RUTAAE S 2 AT AR i ik {7 0 zonisamide shE 8 &
% 63 -] pF[8] - Zonisamide »* 1989 & & p A F 7 > 2000 &t £ R B1F & R2F W
7 > 2005 & 3rgcor H B [8,9] o
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SRR R FEEN AR PR
iz WHO ATC code # 34 [10] > zonisamide z. ATC code 3 NO3AX15: H i ¢

= ATC code NO3AX (other antiepileptics) 4 #F 2 % & 3 sultiame
(NO3AXO03) ~ phenacemide ( NO3AXO07) ~ lamotrigine (NO3AX09) ~ felbamate
(NO3AX10) ~ topiramate (NO3AX11) - gabapentin (NO3AX12) - pheneturide
(NO3AX13) -~ levetiracetam (NO3AX14) ~ pregabalin (NO3AX16) -~ stiripentol
(NO3AX17) ~ lacosamide (NO3AX18) - carisbamate (NO3AX19) - retigabine

(NO3AX21) ~ perampanel (NO3AX22) % beclamide (NO3AX30)[10] -

d FRIEL S S RE L THEF T RN TE 1] 0l R (F
) B BT TRR, O 5T 181&57}513&?1@),@&3\: %1431 B ¥
A A RANEE RS H BH 0 B4 = [11-13] ¢

12~ RS FUBUR B L [11-13]

FURE R & ATC code w2 T R

Predominant sodium A IER RINEITAER 0 TR R IS
channel blockade A LI Gl A 2 R AR 1F

1. Phenytoin NO3AB02

2. Carbamazepine NO3AF01

BRI T p A SE T ER
A 2

RORE ~ = A A G~ TR 2
B A R

AR IRRRE (T2 B - SRR SR
RROEROEER B -3/ RCRLL SRS Rt
}%& °

3. Oxcarbazepine NO3AF02 XA B B (T2 H - AW

S - B I ROR R IVE T2 e
Vs

BORGLF R E LR TR H P
A S B 3R (F) R A 112 ko b s2g
ZH B B X A2 At g
2 4B LRy

4. Lamotrigine NO3AX09 LENNOX-GASTAUT SYNDROME #«is

ﬁimﬁoﬁ%w%@ﬂf%ﬁ“fﬁ
FREXRZ 5K TP EEY S8 F
yﬁﬁiﬁﬁ&ﬁ&\h&&%am
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GABA system mediated agents

5. Phenobarbital
6. Vigabatrin

7. Tiagabine

NO3AAQ2

NO3AGO04

NO3AGO06

Mix, with calcium channel blockade

8. \Valproate

9. Topiramate

10. Gabapentin

3

11. Levetiracetam

12. Clobazam

13. Acetazolamide

14. Pregabalin

NO3AX11

NO3AX12

NO3AX14

NO5BA09

SO01ECO1

NO3AX16
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7 o

PR 24 2 2

o SRR O BS ISR o

B S g F i REEE FE
RR >~ BR

AR AZ A R TF R IR A
4 LENNOX-GASTAUT i i % 2. &
2R >R E PR e
% > * **PARTIAL ONSET SEIZURE
B2 H— BH o I MEER

el R AR Z R @3 R INER ST
Z R o A RBH A SR -

—L—lﬁglli f}iﬁ% a,;}%‘}%}? IE‘(;Z} _E~
R ES S-S SR § RS R
Rt RS F AL SRR T
(B3 &7 &3 :k’ﬁl“}ﬁif”?'*’) Lo &
T gﬁ;\A[ﬁ&?“’%ﬂ'ﬁtf}Eﬁ@
J?,F,u}i—l-—;%,'lj’}?‘ PE G AL R
A MR R L %
PP T e

B R S BRE 2 B R s o

FORPE T A R Z B IaR R
TR o

FoAE B ISA S o 2 A R IR O
Bhnf o i (fibromyalgia) 4%
T A R R A SR
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3. BB 2ZEFFTHY > 3 - zonisamide £ lamotrigine *t 5 i T - § P o s
ik (open-label) ~ 548 4 7% ~ T i7 w] (parallel-group) 2. & 45 st
f (head to head) 7% - R FIMFF R E T ACEF L P BE AP 12
EHEFERD o T AEL T AP EPEAT LSS

4, >R G AHPURR A 2 AP S H R T 1.3.2. £k ¢ A& Antiepileptic
drugs (4c*tit) » 2 ¢ 1.3.2.5. lamotrigine (4= Lamictal) (97/10/1)[14]

g ;,J;}% VOt

a. *U* T H W FURDR B R G oop a2 b IR E (T2 4B 0
(add on therapy)st T 5 % = 32 8 - &5 50 -

b. U * A8 XA L EERMARKA > X RTAIRARE Y

()& @H: 2@ » >>42% - carbamazepine - valproate % 5755 »c 3 (%
Bnted WorH L BEL BE -

Q)& r B2 WE g *Lig * 242 % - carbamazepine ~ valproate # -
SRR HARFFE AR T 4 B NFEFE A ER Y

() B H L Az1E 200mg ¥ > F e A o

= SRR EL (3 éf&—‘?éﬁ#ﬁ-@)
*4r4 1 & %% CADTH PBAC 2 NICE 2 ¥ #1355 484 2 R # i&

TALARG EHH %Jﬁfﬁﬁéf—% ‘e 4R 2 & Cochrane/PubMed/Embase #p B
éﬁ’”%ﬂi$§%ﬁﬁ?%£$i$ﬁéﬁlBﬁw%ﬁ&P%%%°

% ik wEp Y

CADTH (#4c £+ ) | 7]2012# 09 » O7 p it % A& FI3F 2

PBAC (;&#) 2007 & 11 *

NICE (& &) 12012 # 09 * O7 p 2t &% A & P|3F £

Ho SMC ( Scottish Medicines Consortium » ## & ) 2005 &
11 * 4 p

Cochrane/PubMed i % & % -

(- )CADTH (4t £ %)

%2012 # 09 * Q7 p 2 » % #& zonisamide #p B Tk B 2CiE G 3R 2 o

(=) PBAC (;2) [15]
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1% P

el

% #p 12007 £11*

& 4| © Zonisamide, capsule, 25, 50 and 100 mg, Zonegran®

Registration Status [15]

Zonisamidez if g » ¥ *F R L AIVERYE T (RWAEF A F 2 P
£) e & AT L ety 2 @ % (adjunctive therapy) - -

Clinical Place for the Proposed Therapy
Zonisamide ¥ 12 & = A X5 S U5 % B R % % 4elamotrigine (in partial seizures),
gabapentin, vigabatrin, topiramate % levetiracetamz_ ¢} 1% — BiE# -

4B T R
PBAC:% = 2 lamotrigine 5 2 & v i - F 3f § e 0

TRk i85

t R iE FPBACH T P > 4% ikzonisamide (meta-analysis of four trials) %
lamotrigine (meta-analysis of nine trials) 2R 4 40 B 2 Tk 285 DR 320 i
(et & - 2 £ 2 )0

2%
PBAC:+# 18 B 18 #ad) arud 34 [15] -
Listing Requested : ¥ LB~ {F $24# (authority required)

1. At lamotriginep e & § ik eng * L 4y > PBACE 44tz 11 8
WAORORE & SRR AR DR IR R Fap Lo TR
zonisamide | & — I8 3 B4 LRy RE IR o

2. PBACF & lamotrigine§_— 78 & if eint e 5. » 3¢ 3 3 7] ¢
4+ ¥+ zonisamide £ lamotrigine & % & 7 B # vt f e dlic s L & 2 7 BT
zonisamide 400 mg# lamotrigine 300 mg£ 3 I % & »x (equi-effective)
(# 2 )[15] -

3. PBAC:% % zonisamide#? lamotriginep +* » zonisamide # % **lamotrigine >
B g iT* IR > > zonisamide~» I & & A o R @ - 4 ¥ zonisamide &

lamotriginez& 5 #7:& {7 (R 3%+ i ? - 4p§th *& (relative risk) 2 3 #F %
B~ > RR1.05(0.62t01.76) > %71 fi 78 “THix = & ¥t zonisamide 7 %
**lamotriginez. z i & X fEAR R 073 T (%2 ) [15] -

4., PBAC::k 4 720 ¢ Tsafety net ; & #|® (20 day safety net rule

TERA SRR R PR S chPBSATRAPE > L RER P g FlX Eehp GEATHE R o AT
diAp B ehk 2 e b Y (safety net threshold) o o 4 & Fue™ ¥ - 3+ ¥ (safety net
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[15]

# 2 ~ Zonisamide £ lamotrigine ;&5 #7i& {7 P &L #% % (=50% reduction in
seizure frequency)[15]

Trials Risk Zonisamide | % & # | Lamotrigine Risk
(pooled) difference & 8 KA kil difference
P (95%Cl) n/N (%) n/N (%) n/N (%) (95%Cl)
N 0.20
Zonisamide 156/407 56/328
ooled (01410 (38) (17)
P 0.26)
Chi-square
. P=0.57
heterogeneity
|? statistic 0%
- 0.10
Lamotrigine 23/256 67/319
ooled ) 21) (00410
P 0.15)
Chi-square
) P=0.42
heterogeneity
| statistic 0.7%

Zonisamide £ lamotrigine 2z ¥ 3%t # % % (random effects)

Risk
) 0.10 (0.02, 0.18)
difference
Risk ratio 1.05 (0.62, 1.76)

8 Outcome was available for the ITT population for study 302, and for modified ITT
populations for the other three studies.

(Z)NICE (& ®)
% 2012 # 09 * 07 p it » % & zonisamide #p i ik Fr pei® B R 2 o

(z)H s %5;%‘ FrHE R e

- 11 Safety Net 20 Day rule » #

ol

entitlement/concession card) » & & 2 e p | £3F 0 F o4 F SR
7

TR A T AR 020 R 2 P L AAFBEE A GG A 2P ML
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1. SMC (@t ) [16]

SMC»+2005#11% 4p =% 3 4 & (Zonisamide hard capsules 25 mg, 50 mg,
100 mg (Zonegran®)) i1 3* & 4F 2 (No. 216/05) - # p* 4F £ ¢ SMC 2 %
Zonisamide (Zonegran) ¥ **NHS Scotland#g ik p i@ * 5 * *% e & & I0RR# T
(EAHmATF =4 VJ‘ > g F) e o A IF L e 2 (adjunctive therapy)
[16] - & * FFRA R -

i B Zzonisamide§ & U5 $HERE 6K & F LA AR M LSk D F i
. AR RE*Pp A RILE AR REAREEES (4o
carbamazepine £t sodium valproate ) fe F]# & ~ % 52 3 (T % & @

RMEFER A E R %ijimgﬁr%m}%( .

¥R 2 F #EIZ (Summary of evidence on comparative efficacy) [16]

B 3%E g (partial epilepsy) Acim»tPgn AR E s o £ rw DR >
B g A 17 o B %) & 2% (simple partial » SP) ‘Eiﬁ—‘fr?’f F7 & HREE R
@ AF F2 4] & ¥% (complex partial » CP) e 4 (7 ¢ S hges S 2@ % 2 ag sk

PG BcE o Zonisamide fdrd] B INERE (T2 G %ﬁ*‘l T ECRS T
e e frf VO MR T Rk ipRciEY o E HE“:@ A 4 g st [16] -

SMCiu & 5 — MRS SR /M % 54 LA (European Medicines Agency -
EMA) % & F % Xhidsk b~ K = zonisamide 2 ot if &g b e ok
[16] - s3dB crm 3 % 5 e B RO E T (R LFF A8 R2 L5 F)
T g *FIIBAIUERE S T RE DAL S L AR T L idak
leﬁ& WA e m AN RRDE (fHEIPREDADIE) FHLBERE
T p 3% (patients maintained seizure diaries throughout the study) o >+ 2k 4w #p /¥ 2 4
=12 B v s 2 T pp s (78 | A42i483:F (3-week seizure-free period)
gy Ao PUSES A IR 38 3] ] 2 zonisamide 100 mg ~ 300 mg et 500 mg# p -
Zoengfes g d (0 A Y] 5 2:1:1:2)

B "gP o nis o A GH6F OB TN FY > 2 B RIEL P 18F
A E =¥ (fixed dose assessment period) - &, %],r«),%: (intent-to-treat » ITT) *%
Bl TSR e T REEPEARC T PR - MR ES P L]
T BRURE (PHE 2 A 1 g e 3R (n=347) o 33§ 0 A & FocdptRA 4T
(primary efficacy analysis) =74 » dm A RIS @ & Blicg (ITT) &3¢ 0193
36 B A E =& (fixed-dose assessment period) 7= ze 45k IR R B (FAE
Z fcdy (partial seizure frequency data) = ¢ (n=312)
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ik iR dp iR A p A AST AT

(i) F %8 A &R 44 (two primary end-points) ¥ - JE 5 &7 AL Hp 0t
oz T A hNERY FeE K F YL F T HEF (the
frequency of CP seizures without secondary generalization)  er1% i* &
oA il (28X iR QL pERE) o R Y B E AR
(step-down procedure) - p zonisamide=+ p 500 mg=#] & B 4533 *% o
%’gtb Wk 87 T zonisamide ] € 8 & FR s f e e v R o

(i) % = 7 1 & *% gtk 5 Zonisamide* p 500 mg£r & R ARy iF ek
Bt bl (THESIRF F B L& AR IR (T
Fp KTk bg R =50% ) vt i1 2k * Cochran-Mantel-Haenszel
W T e Y s iE L A K IE (stratification variable) o

(i) AP F B FEFEHRR A DT IR R RS (EHRE© 528
TR ) wAF A R IVERE TP 206113 0 A wH WAL
IREERRE TP 50923 12K o e §_> i A SRR (EAE 20 P i
T B (O S 0 Blde BAE SR A B IR 1T 529263 ¢

(iv) &3 & %> 3 (primary efficacy population) » #4g 32 3] & %8
RAELEE R AT AR RS o EFRFF A G
zonisamide 500 mg=&g ¥ B3t % A o H 4w B AR Stk B ISR
4 B 531% (95%7% if % B % 16% % 45% - p<0.0001) - @ &+
FRHEF~vapth A sk 5 (oddsratio) 54.1 (191086
p<0.001) -

(v) A Ag Fe ) A ¥R (complex partial, CP) Jgpe 28 (T4 5 0"
p 300 mg zonisamide 2.2 & & ez BenZ B A E g E > L L7
IR AFrE pl00mglesr & FAl e FFand B o4 4fipdt e n ik
BF gL B X ARFRIHR -

b

R4 >

\4

o

DR

1 84973 cnh I0RR 2 (T4 5 2 & g5 3% 0> > zonisamide# p 500 mg&g
FRE A E

2. BT R IVEOR A T2 A SRR (TR b)Y > & p 300 mgle AR R
B E TS G LG RS L F pL0OMyE R F LR

3. % p i * 300 mg{-500 mg:izonisamided & pF > s 4 F 28% 0 T Frp
# %% #ic (seizure-free days per 28 days) 3 :x & IR % (¥ =#c K3 4o
30%) » @& p 3 100 i 4e X et % A mApiT (£28% 0
"EBRE TR, AWM 5135125 ) o

EHE 2P FEEENRLS
1 ATsRmsldzz 2 RF 305 > a4 2 b 5 4e B 4 Zonisamide
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61% > 2 % g 249% -
2. F13 AF E g A P gk gt B > B B2 b b4 B 5 Zonisamide
19% » % = [ £8.6% -

Temk 2% 2. B3@  (Summary of clinical effectiveness issues)[16]

1. BHm 7 > SMC3u i i B 3fsk® & men™ fie kR 245 > fwzonisamide# p
300 mgig e A v H o e A A g D ARRCTH B 0 p S ERDRE M R
SR 2 ¢ R B AL A B SRR S AT SR > G
3 IR 2 5 R s [16] -

2. Zonisamidez & * shif g 5 " AINERE T (E%H 7 EEE X L
) o fed Bpgad KPRt i TR PG T ealh grs;;gg;;ﬁ,“ o
FEFfpresEiipgths 30 DA BIVEORE T (BREMBREIT) UE G

FAlZ G RER A F (&3 RIVERE T) STEFIHESF R F S A
¥, o PR IRSA = 2 #Hk Tl zonisamide 7 & 18 2 i e [16] -

—~
14
~
\lﬂ-

=

*4F 2 % % Cochrane/PubMed 7+ FAL B 2 & 2 30 p 4o

F ik it
HTJWES@F&QM#’Wﬁgﬁb%a@ﬁ%E dniT%%4ﬁ
(population) ~ ;5% = 2 (intervention) -~ & »c¥t B 5 (comparator) -~ J »ip]

24tk (outcome) % 7=y &&= 2 (study de3|gn) » H i g2 &TIE'—_%T :

ForEE D RIURRAE TR AR R IR E LTS R0

Intervention | T PR * zonisamide {¥ % #f 24 /5% (add-on treatment)

Population

Comparator | & & & 2 & FuRh # 5
Outcome gr L Hpdpl > R ITHR S T ' g A =50%
Study design | " A R ~ B &

4%’3— M:
i pg _t 1"’ Zz_PICOS - i% % Cochrane/PubMed % = }]?c;n FBLE - >t R E101# 0972 07

e

p > &2 (zonisamide and partial epilepsy and randomized controlled trials®

> ("zonisamide"[Supplementary Concept] OR "zonisamide"[All Fields]) AND (“seizures"[MeSH
Terms] OR "seizures"[All Fields] OR ("partial"[All Fields] AND "seizures"[All Fields]) OR "partial

14/38



101CDR08010_Zonegran Film-coated Tablets 100 mg

zonisamide and partial epilepsy and randomized controlled trials® ) fa % B 43 i 45
& - b mzonisamid& ok SRR H T (RH LT F A FL 2 LFT) e
ERATIHERRZRY P BHURERL Cc FLL TRV FFTT o

I. 14 zonisamide %3 #E4inf 3t 8 L2 & %’S;&:)ﬁ':ﬁﬁ X Ry b2 B w X R
LY

Cochrane # 3 B[ 12 & sufd = I*Jr'?’}é;' 77 385 3 2005 & £ G MO E SRE
2k 3% s 4 (drug-resistant partial epilepsy) - %% 1 zonlsamide ® 5 gesis
B B R @ad L o £ 2008 £ 2 7 L ATE AL B [17]-[ %38 F AL A Cochrane
Epilepsy Group’s Specialized Register (July 2007) - the Cochrane Central Register of
Controlled Trials (CENTRAL) (The Cochrane Library Issue 3, 2007), and
MEDLINE (1950 to July 2007)] - £ 3% 5 © Sgf & /%2 fp i#5% » B % 4pfk
(@) FepAE '8 M T > 50%r2 ¢ ;5 (b) FliE RId A ¢ EAR; (C) BIIE o

B %[17]

-3?‘ 2 d it

Fporw iy (850 X ) S 12 & 24 F T FgE@AT 3 (parallel group
studles) ; AIEATL[1819] 2FFIREF BRifvE 2 mX a7 HERE ¥
b Iﬁkfﬂ’“ AT RS gE A dhE g AR ¢ i (median daily dose) & 400
mg ¥ =B [20]RI A L 400 mg/ = > A Bdp s T B R BH T

73 B ] (rates of titration) %4 @ * zonisamide > %A 7 A7 7 HF v3F 100
mg/ % f= 200 mg/x & FHER % w FF 21 i e e 211102
& * & & 4= 100 mg ~ 300 mg # 500 mg =7 zonisamide > i& {7 iE - B E K
Tt RFEE o

Effects of Interventions

% 1% 50% 2 { B rRRE (FH 5

seizures"[All Fields]) AND (“randomized controlled trial"[Publication Type] OR "randomized
controlled trials as topic"[MeSH Terms] OR ‘"randomized controlled trials"[All Fields] OR
"randomised controlled trials"[All Fields])

¢ ("zonisamide"[Supplementary Concept] OR "zonisamide"[All Fields]) AND (“epilepsies,
partial'[MeSH Terms] OR (“epilepsies"[All Fields] AND "partial"[All Fields]) OR "partial
epilepsies"[All Fields] OR ("partial"[All Fields] AND "epilepsy"[All Fields]) OR "partial epilepsy"[All
Fields]) AND ("randomized controlled trial"[Publication Type] OR "randomized controlled trials as
topic"[MeSH Terms] OR "randomized controlled trials"[All Fields] OR "randomised controlled
trials"[All Fields])
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Faught 2001 == 3 [20]#-p5 4 & fie & % &) 2 fo— & A % zonisamide k> 3
BHEEOHEAFEILE X 400mg > LB ELIES B oo g0

Schmidt 1993[18]4= Wilder 1986[19]=%= % # > 4 e 1 zonisamide J5 4 3]
E-Iv@AFIMEEX 400 mgr T 3 12 i’t%’a»;}%iﬁlﬂﬁﬂ » 22 Brodie ¥
A2y [1]EgE e A FAEHE > L I8 FR S AETHE -

Flt oo s wd DA 4R e R R Hedy (s B E A 47 (post titration
analysis) | & T R85 % 29 fF & 47 (whole treatment period analysis) | (& z 7 #l

BRI AR lcdy) KPR THRTIARE ST F RV | 2 Rochik o

“f 7 Schmidt 1993[18]4+~ Wilder 1986[19] =% & 400 mg (median dose) 2
Faught 2001 7 p =] & 400 mg (target dose) » 3% 4 +7~ & 7 7 Brodie 2005[21] ®
7% ¥ e ehfcdy (100 mg ~ 300 mg ~ 500 mg) > @ %rt 100 mg 3 & o

(1) Post titration analysis (#] £ # & 4 47)

“04 1€ % zonisamide AR A 5% 2§ EER St h B F (P = 0%)
overall RR % 1.98 (95% CI 1.51 & 2.59) » &7+ zonisamide £2 % & 4p - » A%
M 50%: { F R (TR F B E R R %47y Brodie £ 4 gy
% overall RR 5 2.04 (95% CI1 1.55 3 2.67) [21] » 1 7 4 ﬂ% Brodie % A %7 3 e
100mg ‘e [17] -

()& ®is % ¥ F £ 47 (Whole treatment period analysis)

“4 1€ % zonisamide AR A 5% 2§ EER St h R F (P = 0%)
overall RR 3 2.35(95% C11.74 & 3.17) [21] > % -+ zonisamide £2 % & &|4p L »
%X 50% 2 { B ER S (TS G B EF R *%#Hf Brodie % 4 =
100 mg &~ 5 ik % > overall RR 5 2.44 (95% CI11.81 1 3.30) -

B I8 A 7 - IR zonisamide £7 % GAIAp L 0 ftE K 50%:¢ § B SRR A
E4F & 3 BE ¥ sk 2% (treatment effect)[17] -

F_k

é*‘i

(3) Dose response regression

Brodie 2005[21]4+ Faught 2001[20]=%= 3 #% i3 % F zonisamide | & #ic
Ypood R NN R R I R E A 47 (meta-analysis) P& & ipit #ic
B3 g § 7] -

Brodie 2005[21]# 3 * 2. % RR & :100 mg 1.70 (95% C1 0.98 1 2.97)~300 mg
1.94 (95% C1 1.14 % 3.31) ~ 500 mg 2.66 (95% CI 1.73 & 4.11) » * e &g o 3 4c
A E LA B s e R [17] ¢

Faught 2001[20]:#= 3 ¢ 23 & & fox R F P &b % 1 100 mg 1.93

BHEI ST R 100mg - % =ik * 200mg> % = @@ * 300mg-> % ~&F 3 % 123
*400mg; H - FHeH - * 100mge - F Ak 200mg o % - iE@#r 300mg o & A
3% 121 @ * 400mg e ¥ - 3 % T iFen#icdp 5 zonisamide 100 mg - 200 mg F S 0 % &
¥ 3% 12 % odcdp Rl 5 zonisamide 400 mg & & 5 o
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(95% C10.96 % 3.91)~200 mg 2.26 (95% CI 1.15 & 4.48)~400 mg 1.74 (95% Cl 1.11
% 2.75) [17] -

Fl& R Flm g ick (Treatment withdrawal for any reason) [17]
DRSS l;i?;}zt% 7 Brodie 2005 [21] /7% ¥ 1100 mg 2. # e > & 3 A
TR st hE E (1>=0%) > & zonisamide #| £ ¢/, RR % 1.47 (95% ClI
1.07 = 2.01) > # “,%1 100mg % RR 5 1.64 (95% Cl11.24 = 1.94) -
AR % A e o ok A ¥ At %0k zonisamide 075 [17] ¢

—=

~

L

1. Cochrane # 3 BIF3h 5 #T4h » 2 A7 3 LB A %2 R 384 JAE §
[17]

2. BERBlsK A ERE (ITT) 2% &1 0 zonisamide "% 1 7 FL |+ 2 £ I0RR
(partial epilepsy) s 4 =i iEdg 5 [17] -

3. Frb g REC) G skfrd f AR 2 B EHE & AFE T & Brodie 2005 [21]
Byt it BT F R % (dose response relationship) (% 7)o &8~ %%k
e PR S 123 243 > Tt > m2 RS E kol o

4. V‘Ié,’ pE= ( somnolence) -~ # £ (agitation) f= K & jr (anorexia) &_i& *
zonisamide % 55 3 ¥ LA L F % o

hoEp s #P A (12-14 weeks) s zonisamide fin R B b BB M 2 B IRETR
S wWetg 2wy ok pow T g2 %R zonisamide £ 5 & U5 v &
fr',‘ BRI EL 2 AR o

# I ~ Responder rates for zonisamide (>300mg/day) from four placebo-controlled
trials (intent-to-treat [ITT] population)[22]

Responder rates per seizure type (%)

Zonisamid
1 dose Al seiztres All partial Complex
(mg/day) seizures partial
300 34.5 34.6 30.3
Brodie et al. . . o
(2005)" 500 46.6 44.3 45.1
XA e 17.6 20.2 22.3

Sackellares et | =400 28.2 26.9 30.8
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al. (2004)* % R e 16.2 16.2 13.9
Faught et al. 400 43.0 ) )
(2001)° T R 22.2 - -

7.0 mg/(kg . * x
Schmidt etal. | g 29.9 30.3 30.3
(1993)°

% A 9.4 10.9 12.7
a.

All patients who received at least one dose of study drug or placebo

® All patients who received at least 7 days of treatment

" P<0.05 vs. placebo
™ P<0.001 vs. placebo

Il.  Zonisamide ¢-$ & A %3E2_ pMTRAEF T

m Lu & 43 2011 & % & — zonisamide * 3tk B2 B IR (T2 i & A
= 45 4 (adult Chinese patients ) 2 "gi#$4 %~ 7 ~ % HRERF Y > T3
& €8[9 -

PR E R f i 104 i 4 (refractory partial-onset epilepsy) - s 4 AR BE B A iR
I &% zonisamide #f B4 ;5B 2 % | - Zonisamide € * &€ & p 300 ¢ 400mg

[9] -

FropAER I HIvE TR L (18 70%&) & 3&:

1 ¥R v 15~ AFfedt o 30RDR 3 1788 03 E 2 > &3 1o R0 o 4
(secondary generalized seizure)

2. pAYHE (12%)> HrIoFe b giv- =

3. 2 ERXBLI2ZBIFNES ¥ &

4,  CTZAMRIhZE S, e & B B w2l ? g @288 (no

pregressive neurological disease)

PR

EFTEHE AT R R SURRE L R R o o L AR A R
£ % zonisamide (¢ & p %5 100mg> fw iEp A 2 T & F 3002 400mg) = =% &
(A3 SAPEY,

R W

"HE %G F B, (responder rate) & GOREURE TAEF P AHP T ERAR =
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50% -

B PTG A

1. Seizure freedom: remission of seizure for the entire study period, including the
titration stages;

2. Marked improvement: > 75% decrease in seizures

w

Improvement: > 50% decrease in seizures
No change: <50% decrease in seizures

&

+;

’:‘L—'g:
P
i 102 f_‘_f}]ﬁ A FE oA 1,“" f;qé“%} (Zonisa]“ide, 1521 l__; 'Q /EI’Q?‘ iz 501 ) °

F 3z (efficacy): » B F (responder rate)

1. Zonisamide (55.8%, 29/52 patients) % ¥ >t % & & &= (36.0%, 18/50
patients ) » p<0.05 -

2. Zonisamide 300 mg/day (55.2%, 16/29patients) £2 zonisamide 400 mg/day %
(56.5%, 13/23 patients) » @ = F B3 P FaE it P EF2 LR (p>0.05)

FRAFEE L
Zonisamide (78. 9% 41/52 patients) 2 A e (78.0%, 39/50 patients ) > & Z %8 <
FATEFE A KM > G T gk e‘gﬁi‘;‘j £ B oo fe it ke (digestive

system adverse effects) z 7 2§ "} 4 F i 0 & * zonisamide (32.5%) & ¥ 3
%% JA e (30.2%) » p<0.05 o

2

3t r Rl B R TRTR & 4 # 5 4 (refractory partial-onset epilepsy adult
Chinese patients ) » # p ¢ * zonisamide 300 % 400 mgi¥ 5 R/ 2 & 2475 % 4 3
B vcE mt Ao

I 35— 5 b B & B et i

& F 4 B PubMed ¥ EMBASE 1 B 4 F 4 & “zonisamide” and
“comparison” and “clinical efficacy” and “partial seizure” g “zonisamide” and “head
to head”z% “zonisamide” and “partial seizure” and “review” » I & #F F| A T & X
Aol s }- R hpuR R # 52 B B oot i (head to head) sdp B < & o i
7 Marson AG #F 3 F AR IEAE 1 2 R ALE A 4T R R AT A Pk
Ji % ¥ (gabapentin, lamotrigine, tiagabine, topiramate, vigabatrin, zonisamide) **
#t e 5% (add on therapy) s % [23] ©
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& Marson AG ¥ 7 3 F 1% hE s 2 =R AT- SR E &
(gabapentin, lamotrigine, tiagabine, topiramate, vigabatrin, zonisamide) **# 2445
Ty etk o fa gt Mfrc* PR 29 BERAAT Y 0 4,001 g 4o i AT KPR
MES AR 20 1 40%% ¢ HOERE (EAE SRS 50%11 o Hokk iR e
¥ooom i B Gk 2 plEY ot r g PG kg £ R [23,24] -

IV. 37— & bl B 5% 21

Mayo Clinic # 3 B Ff Sirven JI & A > 2007 # [25] > 12 3L & & 47em3™ 58 5 0t
AT bR % 5 (gabapentin, lamotrigine, levetiracetam, oxcarbazepine,
pregabalin, tiagabine, topiramate, or zonisamide) ¥t + = = (balance) *rig =
e Mo X Tk 16 B AT 3 04279 = Ve AL A e 3 R N endulR 2 5 1830
B A G e B dp ’Kﬁé gabapentin 2 levetiracetam iz i@ i@ * & E T »
Ao A TR TR chp gt B U FURR # S R R R AP M ohig
WA op L T3 T e

T~ RAGER B

Lo fed BFEFRTE LB L HERIA 0 PBACE R & Him 2 1 8 8 jufy
BT AR R Sk ﬁﬂjgglffg”? iF ey 4 7 Hzonisamides| 3 - I i
BhM LR g 7 (A P-1F 4248 (authority required)) - PBAC k= %, lamotrigine
T - Iﬁglﬁm“‘j—z@'ﬂ?\ﬂ? °
2. ¥ #E4 4 B ¢ (Scottish Medicines Consortium, SMC) & 3 zonisamide
(Zonegran) & * St & HIVERE T (RWAT G AF L2 EFIT) o
£ 5 A 1T 5 Wet 2 @ 7 (adjunctive therapy)
I B Zzonisamidef &G $RRE e R & oA AR SR hF BT
i AR A BTG AR m'grf,@ RS ER (4
carbamazepmeé sodium valproate ) fe F] 2 & ~ 2 5.2 3 (7% & apf (4
7 iED A LR E;,__t]#mj;ﬁfr%m}]% Lo
3. #WHO ATC code % 3§ » zonisamidez. ATC code 2 NO3AX15: H # f 52 ATC
code NO3AX (other antiepileptics) 4 #f 2. # & 3 sultiame (NO3AXO03) -
phenacemide ( NO3AXO07) ~ lamotrigine (NO3AX09) ~ felbamate (NO3AX10) ~
topiramate (NO3AX11) ~ gabapentin (NO3AX12) ~ pheneturide ( NO3AX13) ~
levetiracetam (NO3AX14) - regabalin (NO3AX16) ~ stiripentol (NO3AX17) -
lacosamide (NO3AX18) ~ carisbamate (NO3AX19) - retigabine (NO3AX21) -
perampanel (NO3AX22) 2 beclamide (NO3AX30) -
4, R 2#FFHY 0 3 - zonisamide lamotrigine*t S - ¢ o v B
&4 (open-label) ~ g4 4 i ~ T {7 %] (parallel-group) 2. E & »cit i
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(headtohead) % » L FIN AT R EF A BB L TP AP 20
4 r‘}; Em oo F Pl s AIRL A AP HPIEIAT R % o

5. Cochrane#® 3 B 14 & Suld ?/‘Jr‘?"lépm o F A MR é%n«#m*—% 42
JERp 4 (drug-resistant partlal epilepsy)’ :® % 14 zonisamide i¥ 3 # £ /r-);,ﬁfﬁ
et HEA L Ael o P (12-14 weeks) - zonisamide &5 £
B o pr B 2 ﬁg%ﬁ% Az i Bk P BT EZET
zonisamide £ 3 L # sk v B FUEmR B 2R LB -

6. Lu % >*2011# 4 % - zonisamide* >t & Jit2 304 (F2 g & 4 = £ 5
A (adult Chinese patients ) 2 g4 %~ fFp ~ X FRHBF L - L F T £
Te jp 10415 4 (refractory partial-onset epilepsy) @ Ji * A SL% 4 % T &%
zonisamides B4 ;5 fr & % E‘,ff’\"] o Zonisamide i * # & % & p 30024400mg -
R AT 102 i 5 4 P 2EB% (Zonisamide s 521 & AN 4 501) o
H ol KO (responder rate)ik?, :

6.1 Zonisamide (55.8%, 29/52 patients) & ¥ &t =% & & & (36.0%, 18/50
patients ) » p<0.05 -

6.2 Zonisamide 300 mg/day (55.2%, 16/29patients) ¥ zonisamide 400 mg/day %
(56.5%, 13/23 patients) > = = A F I+ T E W EF2 LR (p>0.05) -

7. FPERT- RFURDRE S YIRS ISR A TR R 0T 0 B om i AR
dpdiom— B E SR PE E o MOTTRA KT X 2 fodt X ol o P

au;g‘,szIFL— _71;’23"}3 fu;‘l‘_!’ ﬂﬁ”%—-‘% °

o \
b “.%’
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1 EAEREFL (30 Ry AER)

~3R 2 3 & 4% CADTH -~ PBAC %2 NICE 1%5:},%%:&?“—% FEE B R s
TR ARG EH B F?)ﬂiiﬁ: #=ip f k47 & & Cochrane/PubMed/Embase 4p B
?f%ill?ﬁ*lif%%‘l;}ill*p,ﬁg7 J»rjg;;;pa,,;\j\{p_p BB o

% ik P8

CADTH (%c £+ ) | #2012 # 09 * 20 p ot & % & Fl4F 4

PBAC (;&#) 2007 # 11 *»

NICE (#®) 12012 # 09 * 20 p ok & A & FIIR

H SMC ( Scottish Medicines Consortium » ## & ) 2005 &
11 2 4 p

Cochrane/PubMed s = & % -
F]12012 # 09 * 20 p it % A A F|FE L

(- ) CADTH (4r£+)
2 RAKI101L £9 2 20 p ot »>> CADTH & & zonisamide 4p B ‘&P iz 35 2 o
(Z) PBAC (;£:) [15]

ZARI01 & 9 7 20 pot RN ELLEEAL R € (Pharmaceutical
Benefits Advisory Committee » PBAC) 4k & jE— & o # > 2007 # 11 * enflit
AR L ) F 4M¥ zonisamide * YA R E N H U RE R E A L AR R
TAl & R op L &7 & o PBAC ﬁx {6 £ 3k % zonisamide fc % ¢
Pharmaceutical Benefits Scheme (PBS) © > iT 5 @2 W H & iR & d 25 2
Tl ik IVER A TR A Lo EHE

BT 4 ¥ zonisamide #7 # M iR TRk S B B R R R B R BOR E S0
lamotrigine ( % ¥%7 7% ) ~ gabapentin ~ vigabatrin - topiramate ~ % levetiracetamz.
‘heny - BEE > P T2 lamotrigine it i A B et mE R FEL - P EF
A (TAf R0’ #ot s 47 0 2 - > 12 lamotrigine 300 mg T 5 zonisamide 400 mg
FATAE 2 B AT F AR R R B R AT r’v’ﬂ%}{;}% BT W
77 % o PBAC:% & M lamotrigine (T 5 1 & v o K- B if § 0 ¥ BEF G R AR
= PBAC + & [ % zonisamide & »c 2 =% >4+ 357 7 3tlamotrigine » F]pt B &2
lamotrigine4p # i+ & & 4 = & e # T - PBACIT ! #-zonisamide {z §* >+ PBS it

-
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(=z) NICE (#H®)

T AK101 &9 * 20 p i+ 0 & & zonisamide * 3t o R AR M AT G
FL o

(‘2’:) .fE'. %’%‘%J‘J}i’—tf"‘ﬁ L,

1. SMC (@t ) [16]

101 £ 9 7 20 p k> W EKRFES L R ¢ (Scottish Medicines
Consortium, SMC ) >R =t E—- K 2 #2005 & 11 * 4 p 4-¥f zonisamide
AR f IR i B S 2 %ﬁ )%‘ﬁiii’f—r > SMC F R, #- zonisamide 4z
PR RERAIVERE T (RHmALTEF p}}_zﬂ? fF) e & 5 4 2 9 B
E 0 2 RPN A S A Pug $ % 5 (4e carbamazepine & sodium
valproate ) e F] 2 &op ~ #F R 3 % MA@ Ga 2 s R BAIE R F

F’L"m}?‘i& o

i Y g 2@ ¥R - it zonisamide 300 mg £ levetiracetam 2,000
mg F5 & - 8B SFehd Aoe¥ S HN > s Bisk R %
lamotrigine 300 mg ¥ 5 5 4 Beis g = AR 2400 o N ahf iR A
L LR RO e S BP 57§ R G SNICE £ R 4F L 0 5iE 15
EOREHS 0 - Bish RE LA AZ A EETAEL &£ (quality-adjusted life
year, QALY ) AT Ap ke o ATR B A {7 R BT it FI%LE'— fhicfh ERDER XA
2ARh R HEB B At BE TG S AP SMC i EA TR

B R EE 5 ¢ $5:E # levetiracetam 17 L ¥R E E 1Y 300 mg % % zonisamide =
FPREFSREEENFRHRENRF)IE TR AZFPIRERR KA

v

%4t s s SMC 3R 5 ot 4 4787 zonisamide # p 300 mg i ¥ AR 5 22
levetiracetam 2,000 mg & 5 4p fe ch3=e A2 # o

e
T i

7\
(%]
—
\\‘ﬂ'.
=

1. Cochrane/PubMed/Embase e3¢ # 2 %
~ 3R 4 * 3t 4 F Cochrane/PubMed/Embase % + FALE 2 2 2 3 4o !

11T 5] PICOS fzdoF kit » TiH 8 L A e %‘ FrELGIEET 2 []%1
¥ (population) ~ ;5% = 7= (intervention) ~ F »c 4t P& 5 (comparator ) ~ % % Jp)
45 1% (outcome) % # 7 3k3+£2 2 & (study design) » H 0% i i Fa@4eT
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Population B i i+ epilepsy

Pt Kf PEE -

Intervention Zzonisamide

Comparator --

Outcome --

Study design costs and cost analysis

—_

101# 97 20 EFWH > WHELFILRERAL I FE- R E#HARES
3R N B IS 2 R A2 E AT Y 0 N BT o

% pe + it 2. PICOS » i%:% Cochrane/PubMed/Embase % ~ /gk';?q‘»'& » AR

P 5 d Eisal Ltd #r e cnehe AT § 0 BT & 458 BAT- R chbuRR
B & 32 PR R R B zonisamide % F P L ehbuRDR i B4 1
levetiracetam » * *t @ ;2 1 H @ Bk 2 5 2 4 AR R dk ch b SRR
Ji b2 Aonr S47[28] 0 32AT T A - EHLIS £ BT A LR R E
2 R Hrengl & T % #03] zonisamide 300 mg ' i BXE p R E 0 &
levetiracetam 2,000 mg #p +“ $iz - Lamotrigine &2 #X §_#& ¥ i & F L 37— A FUmR
oL (e A g B lamotrigine A & * b 2L B 2RER 5E 7 i A EnE Bis R o F
&3%F 7 3¢ o lamotrigine (300 mg) A4 4R % zonisamide % levetiracetam & »x
(S a R E oA 7.8 % BT 5k 15 & g Bigs - zonisamide 4p i3t levetiracetam
F R - BAFESTAEL && (quality-adjusted life year, QALY ) 7 3 4r 761
Fapend A (B4 20 HAR G F A o 3K 4 0.026 B QALY)

AERPF I AFZIEAM S Ao F AT R

‘;“\ ~ }\‘tﬁ]iiﬁ’*lh}_

* % & WHO ATC/DDD Index 2010 % #% = NO3AX15 > & " NO3A :
Antiepileptics | ¢ " NO3AX: other antiepileptics | #§ > F 3t ptdgen®E &P ¢ 5 7
e R P BRHFERE ALY G REET o ¢
lamotrigine (NO3AX09) - topiramate (NO3AX11) - gabapentin (NO3AX12) -
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levetiracetam (NO3AX14) - pregabalin (NO3AX16) » # ¢ Mf 7 gabapentin %
pregabalin &+ i® 5 & IR 2§ e inf ot 0 RAZE LT b pF v L s o 2
YoM 2ZHE - BH LR o MEpEipl B Frahe lamotrigine § OE 4& 0 R
(head-to-head comparison) z_ %% ffk F 5k » Flt A5k ¢ w3k 2 lamotrigine

1 >
(LS ST S g

(5) * vl A ERE S F AE
ZRARAIAPM S ASTE A FFET o

(=) AR b ¥#

P45 2 AR e R S E AR Flak Hﬁ%*%@\pn‘»wﬁ“y&fﬁﬂ
“Tﬁq@@ﬁp/~&%m§ﬁ—03\@]884%499& %@ﬁ;ﬁj@&ﬂ@éﬁ;
&403444,§44644’mﬁr}§*‘ FBIEME L ”er*m?ﬁ)% * oo f
PARRMER I2RATIARIBERR LT 13 R~ o liﬂ)r}?ﬁ—kgt“'ﬁz
FERER SRS ) AR B8 £ L 6999 ERL 84K e TaEL
2o

BrE A 47 2004 E 2 REFTHE[] PREPENTZF2 - SRS
R R e r R AR (VI r‘ R ¥ (€& :ATCE 5 NO3A 2 NO5BA0Y)
3o 22 ICDO-CM R AR E (2) P FLRRE S £ 003t
?’r’iéi‘%gﬁi ICD-9-CM =t % g ff‘gdﬂz » e clonazepam !f b FRZE R R Y RS
RPERRGS 7 p L@ d e 3o g g R FL & ﬁ“ﬁﬁf/}%iﬁ SR EM R
et 4 e 4R k0 25 P*xil#m}%fr}&#m% * g L 0.42% 0 ©
AR Aem B 0 B 3554 2 BT MR TR E o 55 k2 A e
FxFpieRBIenFA)  FH NG MHhL ¥ it 7] 5 T (5 g hEgitet ij
e AHLET Mo a G I LSRRGS - R EF Ty
e i ﬁl?"\’ SRR L éi?ﬂ%fff%ﬁiﬁ’é?ﬁ““ Gl @R E R K E
YRR ER A b E s FE A 0 L EET R A5 £ 8B (treatment gap) © F
AT B rORR L AAR R B LA A R F R T
Wr TR AAEDEP O ORRE RS BB o AL M) .

e

ﬂv

<

BEALY - B @1,?%“ - HETEEERL SR ORRE L& FFURR
S A AT 0 SR F IR 71%&1’1:}?5 AR E B B 20%%X &

£l /p)%‘[SO]o b ek ok ¥ Leni carbamazepine(41.9% )0 2 =t 5 phenytoin
(29.3% ) % valproic acid (11.8% ) - H 4% 5.& 4% gabapentin ~ phenobabital ~
clonazepam -~ lamotrigine % % & 5% ™ T o A A& HsK Y o K ¥ L
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carbamazepine #2 H s & 5.en%e & > # $£ valproic acid( 18.4% )~phenytoin( 12.7% )~
topiramate (12.7% ) % lamotrigine (4.2%) - # = % valproic acid ¥7 # # & 7.
& & » & 3= topiramate (10.8% ) -~ phenytoin (9.4%) -~ lamotrigine (8.0%) -

T SRR

B%Y S EIOFIIARG M oA AL HIVER GIEORE Y pO R Y 2 R/
TR ORROR A AR N EE R R FRA P R I TR 4 a0t B9 Tk
s A 11 78.4%~ 825% [31-33] 0 ¥~ HATE PIID GdR X FURTR E s R PR
MR A R iEE > % TG 284%RR R L B b IVLE ORR[B4] - A
P gkt - REFT LB o2 pm A REnER T B M oRDR g 3 2R
T FEE SO B A R R PR G M E AT B 4§ R R
PR ES o R

RN FUEP-E I T

B Frd- BopERE g ¢ Sk IURDR b5 79.5% (n=263> 4o~ iE 2
PFTHRY - AL %F;ﬁhgé R om 4 ) [31]5 o %R B levetiracetam
RercB % 2 P aE T ¢ B IR (] 5 82.5% (n=114) [32] ; A Ak
Feik R ¢ B S 784% (n=89) [33]; oAt HiawTry ¥ > 5 284%
(=729 > 3 » §5 % 5 425 FOROR FF s o L) SRR L 5 b IVLE (F
[34] -

i

Rk R S AU N B ) L ERES & R
¥ EI NI ETFS A RIBRE T R A Sl i 2 p A B g
177 A #§4c 3 1,530 4 » > SATHFF 55 400 F ~ 3 3,800 § ~ 0 R RP
RAEZ AP EYMOTH BRI ER R FIE R AR RS R

%

H30F A2 2405 e FEREF LGS
M FEIFE ™ 2 4o

1 By Ao R 2 SRR E 75 (044%) 48 - R3¢ 95
109 4 e BRR & 4505 o

2. BB (T0%) -k F (88%) 2 % R bl (T1%) & 0 97 4
FARREingaos ARRLY -
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5. B k&2 F P AR 300 Mg 4 A SIS A RE T AT 5
850 » H g is A B2 E Y o

6. Ry ALIAF CRPESD HD B EFLIEFHGARLER LD
B kifo L2 IMS 3 B ALEFEALA LD b3y 3% E I
10% » # 0 2 AT R E R -

LY S F R TR R B AT T T AT

EEQ’:‘ 'U’é,f};f;, }r&% AT 2 ?F" fﬁr?'é\’]"? Lt&}{-)»/r)%‘m ff?)?i &ﬁii"’)"'—‘ i’
v

FEHLEDEF 2 RS DN {E LB R hE SRR A F R
T AT PR F

Lo R ief RO ¢ MK

&ﬁaﬂ%%%?ﬁ&&ﬁ%@f?ﬁﬁ@é%&ﬁ&ﬁ*@’*ﬂ%&a
B~ ip R X2 ARt b R milERE TS AT s A TETE Z A

-

%F;‘oﬁhp/ﬁ SRR E oK F o Tt FRRSETR R R S Y gpx,\—;';g

Lriﬁ;‘#&'ﬁ‘f"’@?}'ﬁa‘—fﬁ/‘&f@sm'E‘«.lp"ﬁj ﬁﬁﬁt"uﬁéj?}ﬁt‘ SEENRSE - B
GRS 5 80%*)‘@‘;‘J‘171%?@?""5‘&4.}};‘5431: ;bgﬁxmﬂo?;fﬁ.-@;& T e
AR SN A RN Rl TR S SUNER NI SHE T 8
KRR fe 3t e A B 4e 129% o

2. VA ARB- N e R

B 2 TR BT 4T RGP T R PR FURR # & e fE R (A F )
o TR A o ﬁ%g\dﬂg;{r}tﬁxl«%&wmﬂ p % “""j oA oy
EIMFEL A% Y S RGP REZAM TS ST TR R B
FhT ok pE Y K% 835-855 AL B o A%k iR R 0 AR
B EATFURIR E S 0 A R IR R G € P~ H & 4o lamotrigine
(NO3AX09) - topiramate (NO3AX11) -~ gabapentin (NO3AX12) - levetiracetam
(NO3AX14) - pregabalin (NO3AX16) ~ % oxcarbazepine (NO3AF02) % i&#7
TR E S A% CHFRE RSB EFLRFRETHRES T kg E 4
i > Tioarp EFHasrsp 200mg 2 300mg 2 ¥ Gl B4 EAH
TRk P PR E 2 R S RERBE L MO AR AR ER Y T ok p oA
R 200mg 2 300mg 2. B » F]t > A% w LA 7*‘»‘.—-;« RS SR
RFKREFIFEGE > 27 gt RMpEREy L hdhag g o

=
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T fRm o AkY SIE AR E B%%ﬁﬁﬁ?uﬁﬁﬁ'g&gﬁﬂﬁﬁ’

ARPCREFELEAERIRF REFIFLEEF 7RG F RGP EREY L

deng g o

S EARR B

1. 22012 & 9% 20 p it » 4c £+ CADTH -~ ;2 PBAC ~ & R NICE % @+
SMC # » p @ ;2 PBAC % gt 3 SMC ¢ = = %} zonisamide %%z » =
I w R o

2. n®M > PBAC 3u i 1 lamotrigine iF 5 41 & 1t ﬂkwq\j B TEEG AT 7
FETM 0 & PBAC + 3k F & zonisamide 7% & >+ 17 5 3%
Immmmm’*LLﬁlmmmwmﬁ@ﬁb§&y$ﬁméﬂj » PBAC 1% 1 %
zonwanudeﬂzgii? PBS 43k ©

3. LB R F ¥R - > # zonisamide 300 mg £ levetiracetam 2,000 mg i
BO% - MRS enR Ao £ 45 0 8228 SMC LG R ehA P EEE]F A 7
R FPTRAEF IR IR E A 7T zonisamide & p 300 mg B T ARAR &
£ levetiracetam 2,000 mg £ 7 4p e ca= A3 # o

4. mﬁsggﬁrwp»@m.;maaaw}ﬁazaﬁnﬁw%ﬁ#m%r% LA (AT

FoELHT ETF]S A RIVERE TR R A S e Vr"),%fif}rﬁAg{#‘g‘E; )
177 ’\i@ﬁ\:j_ 1530 4 > AFEATHEY 95 4005 ~ 2 3,800 F & 0 ARa R

@ Y

. e Joa. S0 PR A
E NN - N 4;;%‘%1!3 g H IQ&KB’*A%F%&&%?T

%%%QBO”iEZME7« ﬁ%? 9 &

28/38

,;wﬁgi&@»@ﬁ@
ﬁﬁﬁé ’“?Mﬁ»f{ﬁ? _{i’l% *
E%E" NN

xm
% P\)‘IL (LIRS0 19@7 ®A kg
4
A~

VEIE G e



1.

10.

11.

12.

13.

14.

101CDRO08010_Zonegran Film-coated Tablets 100 mg

T ER

Liou Horng-Huei, Chen Rong-Chi, Chen Chih-Chuan. Health related quality of
life in adult patients with epilepsy compared with a general reference
population in taiwan. Epilepsy Res 2005; 64: 151-159.
Martin JB, Jacqueline AF. Management of epilepsy in adolescents and adults.
Lancet 2000; 356: 323-329.
MD Consult. Epilepsy. (accessed on 200120907)
http://www.Mdconsult.Com/das/book/body/119858761-3/0/1365/46.Html#4-u
1.0-b0-323-02845-4..50021-4_465
The epilepsies: The diagnosis and management of the epilepsies in adults and
children in primary and secondary care. NICE clinical guideline 137. National
institute for health and clinical excellence, 2012. (accessed on 200120907)
http://www.Nice.Org.Uk/nicemedia/live/13635/57779/57779.Pdf.
About epilepsy. United Kingdom National Society for epilepsy. (accessed on
200120907) http://www.Epilepsysociety.Org.Uk/aboutepilepsy
Cockerell OC, Hart YM., Shorvon SD, et al. Remission of epilepsy: Results
from the national general practice study of epilepsy. Lancet 1995; 346:
140-144.
Pellock JM. Felbamate in epilepsy therapy: evaluating the risks. Drug Saf
1999; 21: 225-239.
Baulac M. Introduction to zonisamide. Epilepsy Res 2006; 68 (Suppl 2) :
S3-9.
LuY, Xiao Z, Yu W, Xiao F, Xiao Z, Hu Y, Chen Y, Wang X. Efficacy and
safety of adjunctive zonisamide in adult patients with refractory partial-onset
epilepsy: A randomized, double-blind, placebo-controlled trial. Clin Drug
Investig 2011; 31(4): 221-229.
WHO # 5. ATC code % 3. (accessed on 200120907)
http://www.Whocc.No/atcddd/.
7 rcta s F % 5t & FhEH-REEET % %39 7 . (accessed on
200120907) http://www.Fda.Gov.Tw/licnquery/do8180.Asp
iRt & RLaE 439 % 7 . (accessed on 200120907)
http://www.Nhi.Gov. Tw/inquire/queryl_list.Asp.
AABRA R, §YAT, FARM. EORISKR 21X R ATRA. {%/ﬁ‘;fﬁ’ 2006;
18 (Suppl 5): 57-62.
> AR G 2 R4 1 A 2. (accessed on 200120907)
http://www.Nhi.Gov. Tw/webdata/attachfiles/attach_10556_2 w0960000439-
%€e9%99%84%e4%bb%b6.Pdf.

29/38



15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

101CDRO08010_Zonegran Film-coated Tablets 100 mg

Pharmaceutical Benefits Advisory Committee (PBAC). Public summary
document product: Zonisamide, capsule, 25, 50 and 100 mg. (accessed on
200120907)
http://lwww.Health.Gov.Au/internet/main/publishing.Nsf/content/4958157b71f
16276ca2573f5007fabf0/$file/zonisamide%20zonergran%?20eisai%20psd%20
5.9%20n0ov%2007%20final.Pdf.

Scottish Medicines Consortium (SMC). Zonisamide hard capsules 25 mg, 50
mg, 100 mg (zonegran® ) (accessed on 200120907)
http://www.Scottishmedicines.Org.Uk/smc_advice/advice/216 05 zonisamide

_hard_capsules_25mg_50mg_100mg__zonegran/zonisamide_hard_capsules_
25 mg_50 mg_100_mg_zonegran.

Chadwick DW, Marson AG. Zonisamide add-on for drug-resistant partial
epilepsy. Cochrane Database Syst Rev 2005; 19(4): CD001416.

Schmidt D, Jacob R, Loiseau P, Deisenhammer E, Klinger D, Despland A,
Egli M, Bauer G, Stenzel E, Blankenhorn V. Zonisamide for add-on treatment
of refractory partial epilepsy: A European double-blind trial. Epilepsy Res
1993; 15(1): 67-73.

Wilder BJ, Ramsay RE, Guterman A. A double blind multicenter placebo
controlled study of the efficacy of zonisamide in the treatment of complex
partial seizures in medically refractory patients. Internal report of the
dainippon pharmaceutical company 1986. (unpublished data only).

Faught E, Ayala R, Montouris GG, Leppik IE; Zonisamide 922 Trial Group.
Randomized controlled trial of zonisamide for the treatment of refractory
partial-onset seizures. Neurology 2001; 57(10): 1774-1779.

Brodie MJ, Duncan R, Vespignani H, Solyom A, Bitenskyy V, Lucas C.
Dose-dependent safety and efficacy of zonisamide: A randomized,
double-blind, placebo-controlled study in patients with refractory partial
seizures. Epilepsia 2005; 46(1): 31-41.

Baulac M, Leppik IE. Efficacy and safety of adjunctive zonisamide therapy
for refractory partial seizures. Epilepsy Research 2007; 75(2): 75-83.

Marson AG, Kadir ZA, Hutton JL, Chadwick DW. The new antiepileptic
drugs: A systematic review of their efficacy and tolerability. Epilepsia 1997;
38(8): 859-880.

Marson AG, Kadir ZA, Hutton JL, Chadwick DW. New antiepileptic drugs: A
systematic review of their efficacy and tolerability. BMJ 1996; 313 (7066):
1169-1174.

Sirven JI, Fife TD, Wingerchuk DM, Drazkowski JF. Second-generation
antiepileptic drugs’ impact on balance: A meta-analysis. Mayo Clin Proc 2007,

30/38



26.

27.

28.

29.

30.

31.

32.

33.

34.

101CDRO08010_Zonegran Film-coated Tablets 100 mg

82(1): 40-47.

Brodie, Martin J. Zonisamide clinical trials: European experience. Seizure :
the journal of the British Epilepsy Association 2004; 13: S66-S70.
Sackellares JC, Ramsay RE, Wilder BJ, Browne TR, Shellenberger MK:
Randomized, controlled clinical trial of zonisamide as adjunctive treatment for
refractory partial seizures. Epilepsia 2004; 45(6): 610-617.

Spackman DE, Yeates A, Rentz AM, Hutton J. The cost effectiveness of
zonisamide as adjunctive therapy in adult partial seizure epilepsy. J Med
Economics 2007;10:455-73.

Hsieh L, Huang C. Prevalence of treated epilepsy in western medicine among
the adult population in Taiwan: a study conducted using antiepileptic drug
prescription data. Epilepsy Res 2008;80:114-8.

Hsieh L, Huang C. Antiepileptic drug utilization in Taiwan: analysis of
prescription using National Health Insurance database. Epilepsy Res
2009;84:21-7.

Chen R, Chang Y, Chen T, Wu H, Liou H. Mortality in adult patients with
epilepsy in Taiwan. Epileptic Disord 2005;7:213-9.

Tsai J, Yen D, Hsih M, et al. Efficacy and safety of levetiracetam (up to 2000
mg/day) in Taiwanese patients with refractory partial seizures: a multicenter,
randomized, double-blind, placebo-controlled study. Epilepsia 2006;47:72-81.
Chen C, Chen T, Hwang Y, et al. Population-based survey on prevalence of
adult patients with epilepsy in Taiwan (Keelung community-based integrated
screening no. 12). Epilepsy Res 2006;72:67-74.

Chen L, Chen Y, Yang L, Chou M, Lin M. Drug utilization pattern of
antiepileptic drugs and traditional Chinese medicines in a general hospital in
Taiwan - a pharmaco-epidemiologic study. J Clin Pharm Ther 2000;25:125-9.

31/38



101CDRO08010_Zonegran Film-coated Tablets 100 mg

# — ~Zonisamide % lamotrigine (meta-analysis of nine trials) R 5 ¢ 4p M 2 &

T 7% [15]
Trial ID/ % - i’?—‘ﬁ

Zonisamide

302
Brodie MJ et al [21]

922
Faught E et al [20]

Brodie MJ
912-EUR [26]

Schmidt D [18]

Sackellares JC
et al (912-US) [27]

Lamotrigine

Binnie 1989

TN ISR SR

Dose-dependent safety
and efficacy of
zonisamide: a
randomized, double-blind,
placebo-controlled study
in patients with refractory
partial seizures.

Zonisamide 922 Trial
Group. Randomized
controlled trial of
zonisamide for the
treatment of refractory
partial-onset seizures.

Zonisamide clinical trials:
European experience.

Zonisamide for add-on
treatment of refractory
partial epilepsy: a
European double-blind
trial.

Randomized, controlled
clinical trial of
zonisamide as adjunctive
treatment for refractory
partial seizures.

Double-blind crossover
trial of lamotrigine
(Lamictal) as
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Boas 1996

Jawad 1989

Loiseau 1990

Matsuo 1993

Messenheimer

1994

Schachter

1995

Schapel 1993

Smith 1993
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add-on therapy in
intractable epilepsy.

Controlled trial of
lamotrigine (Lamictal) for
treatment -

resistant partial seizures.

Controlled trial of
lamotrigine (Lamictal) for
refractory partial seizures.

A randomised
double-blind placebo
-controlled crossover
add-on trial of lamotrigine
in patients with treatment
resistant partial seizures.

Placebo-controlled study
of the efficacy and safety
of lamotrigine in patients
with partial seizures.

A multicenter,
placebo-controlled,
double-blind, crossover
trial.

A six-month,
placebo-controlled, safety
and tolerance study.

Double-blind, placebo
controlled, crossover
study of lamotrigine in
treatment resistant partial
seizures.

Outcomes of add-on
treatment with
lamotrigine in partial

epilepsy.
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E T2k 3% 2 % (>50% reduction in seizure frequency)[15]

Risk
Trial ID difference
(95%CI)
Zonisamide trials
(302) 100mg
0.25
300mg (0.15, 0.35)
b
500mg
0.21 (0.07
922
to 0.34)
0.13 (0.00
912US
to 0.27)
0.18 (0.04
912EUR
to 0.31)
Lamotrigine trials
Risk
Trial ID difference
(95%CI)
Binnie 1989
Boas 1996
Jawad 1989

Loiseau 1990

Matsuo 1993

Mess’mer 94

Schachter 95

Zonis $ Pbo

NN (@) | niIN (%)

17/55

(30.9)

19/55 21/119

(34.5) (17.6)

55/118

(46.6)

42/98 16/72

(42.9) (22.2)

20/69 11/71

(29.0) (15.5)

20/67
8/66 (12.1)

(29.9)

Zonis ® Pbo

NN (%) | n/N (%)
1/18 (5.5)
4126 (15.4)
1/12 (8.3)
114 (7.1)
10/73
(13.7)
4/52 (7.7)
NA
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Lamot
n/N (%)

Lamot
n/N (%)

1/16 (6.3)

6/30 (20)

6/12 (50)

2/11 (18.2)

33/143
(23.1)

10/46
(21.7)

NA

Risk
difference
(95%Cl)

Risk
difference
(95%ClI)
0.01 (-0.15
t0 0.17)
0.05 (-0.15
to 0.25)
0.42 (0.09
to 0.74)
0.11 (-0.15
to 0.38)
0.09 (-0.01
to 0.20)
0.14 (0.00
to 0.28)

NA
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0.20 (-0.01
Schapel 1993 1/21 (4.8) 5/20 (25) (
to 0.41)
. 0.07 (-0.03
Smith 1993 1/40 (2.5) 4/41 (9.8)
t0 0.18)
Zonisamide | 0.20 (0.14 156/407
56/328(17)
pooled to 0.26) (38)
Chi-square
. P=0.57
heterogeneity
12 statistic 0%
Lamotrigine 67/319 0.10(0.04
igi
J 23/256 (9) t0 0.15)
pooled (21)
Chi-square
) P=0.42
heterogeneity
12 statistic 0.7%

Indirect comparison of zonisamide and lamotrigine (random effects)
Risk

difference

Risk ratio 1.05 (0.62 to 1.76)

b only 300mg and 500mg zonisamide combined
S outcome was available for the ITT population for study 302, and for modified ITT
populations for the other three studies.

0.10 (0.02 to 0.18)
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2 AR Gt S E RN A2 AP B3 AR [14]
1.3.2.  Fugsp & Antiepileptic drugs [14]
1.3.2.1. Sodium valproate ;x &+ (4= Depakine Lyophilized Injection)(89/7/1 -
93/2/1 ~ 93/6/1)
"4t phenytoin ji &3] & »c & & 72 L % phenytoin & iT% »® &/ ¢
PR valproic acid 2_ 5 4 & * g Fep g % 17 (Seizure clusters)
i £ f# 1k i (Status epilepticus) 2 5 £ @& * -
1.3.2.2. Gabapentin (4= Neurontin) ~ vigabatrin (4= Sabril) ~ tiagabine (4= Gabitril) ~
pregabalin(+4= Lyrica) : (89/9/1 ~ 89/2/1 ~ 93/6/1 ~ 96/3/1 ~ 97/1/1 ~ 97/10/1 ~
101/2/1)
Rk H s PURDR B 2 G oondr Al B IVRERE (T2 e
% (add on therapy) -

1.3.2.3. Topiramate (4~ Topamax)(90/9/1~92/11/1~93/6/1~94/3/1~94/9/1~95/1/1 ~
99/5/1 ~ 99 /10/1)*AT 5 4 & *
1% 8 s Fugm &4 £02 F scdpdl2 hIVERE T2 8005 R
(add on therapy) st it 3 % = 2. H - Z5 5% o
2. % IR R MER R 2o ioR (94/3/1 ~ 94/9/1 ~ 95/1/1 ~ 99/5/1 ~ 99 /10/1)
(DR ERFFA N BFRDEREL G T E- R HEF
Rt DHRGIEPELF R B8 @2 LR P S5
BaLgrr o
L &% EHES > & RFTRFEAC FERFIE L p ¥
SRR
WLk b > 4o Bl SRR ~ AL GEA ~ hER 2 A
PEREL L REERALES -
WM. ER G 4 TEAE R > B B 2 (7))t o
(2)Topiramate = p jp 5 Al £ 421E 100mg ¥ > 3 >0 fretime L & *
oy o
1.3.2.4. Levetiracetam (101/6/1)
1. — 4xdz %% % & (4 Keppra Film-Coated Tablets ):(97/1/1~101/6/1)
(1) 3 H #m/;?ﬁiﬁn‘é%#ﬂﬂ i# g Rl b IR T2 4 e
Mok (add ontherapy) s (T 5 % - 2 B - #5508 -
() L= F U EHL }Fﬁ o2 vedn BEMORR O (R B4
R o
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2. ¥ PiH £ A (4o UFree ER -~ Nobelin XR : (101/6/1)
PR AT A R A 2 B RORE (TR in g o
3. v JR;% A (4 Keppra Oral Solution) : (97/4/1)
R A H B FURDR B R el R IVRRE T2 B s
J (add on therapy) -
4. x| (4e Keppra Jksgdsitie ) @ (101/3/1)
*T4 phenytoin ;3 54| & »T e & ;2 L % phenytoin & i % » ¥ & ¢

JK levetiracetam 2_ 5 £ & * 5 Jep id % 17 (Seizure clusters) £ g

<

€ i s £ (Status epilepticus) 2. s + & * -
1.3.2.5. lamotrigine (4~ Lamictal) (97/10/1)
T A AR
1 s% 3% H @ BURDR B4 @ 0E 5 ookdrdl 2 B IVERE (T2 g e s
% (add on therapy) =t ¥ 5 % = 2. 8 - &5 5% o
2. g * 3 18 kb R4 ¥ L %%ﬁkﬂiﬁfﬁa A T ERT AR
()& @ *2@ * >+ 42% « carbamazepine ~ valproate # 5.5
red R e Risd WoRE i HEL BE o
Qs b2 rEH: L@ * > 4% « carbamazepine -
valproate # iR froc? 2 @ik Atk B gl (vr & > B
BRipE AR o
(3) p & £ Azi6 200mg p¥ > F e A o
1.3.2.6 Carbamazepine (100/8/1)
1@ % 25 4
(1)f&™ i€ * carbamazepine & & # 5.2 % » fshia hop ¢ IC i
et B F C e HplF 3 HLA-B 1502 A %) > iRl % 2
Bty > 7 R = carbamazepine & 4 52 st -
(2)F F7 4k 5 o * ™ carbamazepine & & % 2w o fig L3 R 4
LEHZEST WARHL 0 F s 7 FEI sﬁz ;\Jfg;gq;ﬁz y B4
7 1t HLA-B 1502 # F]#& i#| -
2. & A
FRACIR® AR b PRk NIRRT B
Ak (4o A drihsa B s B % gk ) U
Steven-Johnson jz 28 H 8 2 2 F R pF > ¥ (& T Pk
> iér}% SRR T R N 3 ¥ A e
3.FFF 5 S i % carbamazepine = 4 % &> 1 p A E R ¥ 4R
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