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NEURONTIN’

CANH BAO PACBIET:

Chi sit dung thudc nay theo don.

Khong ding qud liéu da dudc chi dinh.

Poc k§ hudng dan st dung trude khi ding.

Hay tham khdo y kién béc si d€ ¢6 thém thong tin.

Hay thong bdo cho béc si bi€t néu x4y ra bat ky tdc dung ngoai ¥ nio.
Khong sif dung thudc da qud han dung.

Pé thudc ngoai tim vdi cia tré em.

1.

TEN SAN PHAM
NEURONTIN, NORMATOL, EQUIPAX, GABAPENTIN PD

THANH PHAN PINH LUGNG VA DINH TiNH

Gabapentin dugc bao ché€ dudi dang vién nang chita 100 mg, 300 mg, va 400 mg
hoat chat thudc dung dudng udng.

Gabapentin cling dugc bao ch€ dudi dang vién nén 600 mg va 800 mg.

Gabapentin ¢ dudi dang tinh thé rin ¢6 miu tif tring dén tring nga, d& dang tan
trong nudc va trong dung dich cla cd acid va basd trong nudc.

DANG BAO CHE
Vién nang, vién nén

PAC TINH LAM SANG

Chi dinh diéu tri

Doéng kinh:

Gabapentin dugc chi dinh nhu 12 don tri liéu trong diéu tri cdc con déng kinh cuc bd
c6 hay khong kém theo cdc con toan bd thit phdt & ngudi 16n va tré em trén 12 tudi.
D6 an toan va hiéu qud cda phac do don tri liéu Gabapentin § tré em dudi 12 tudi
con chuwa duge thiét 14p. (Xem phan 4.2 Liéu dung va phuong phap st dung: Péng
Kinh: Nguoi l6n va tré em nhi khoa trén 12 tubi).

Gabapentin dudc chi dinh nhu mét diéu tri hd trg trong diéu tri cdc con dong kinh
cuc bd ¢6 hay khong kém theo cdc con toan bd thit phdt § ngudi 16n va tré em tir 3
tudi trd 1én. D6 an toan va hiéu qua clia phdc dd diéu tri hd trg, st dung Gabapentin
& bénh nhan nhi khoa dudi 3 tudi vin chira dudc thiét 1ap. (Xem phan 4.2 Liéu ding
va phuong phdp st dung: Péng kinh: bénh nhdn nhi khoa tir 3-12 tudi)
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Pau than kinh :
Gabapentin dugc chi dinh diéu tri dau than kinh & ngudi 16n tr 18 tudi trd 1én. Pg an
toan va hiéu qua clda Gabapentin § bénh nhan dudi 18 tudi chura duge thiét 1ap.

Liéu dung va phuong phép si dung

Téng quét:

Gabapentin dugc dung dudng udng, udng cung hay khéng ciing thic in.

Khi ddnh gid v€ 14m sang, cin gidm liéu, ngiing thudc hay thay th€ bing mot thudc
duge lua chon khdc, cong viéc ndy nén ti€n hanh tr tit trong thdi gian t6i thiéu 1
tuén.

Trong diéu tri bénh dong kinh:

Cho nguoi lén va bénh nhdn nhi khoa trén 12 tudi:

Céc thit nghiém 1am sang cho thdy ring khodng li€u ¢6 hiéu qua clia Gabapentin 12
tr 900 dén 3600 mg/ngay. C6 thé bit ddu diéu tri bing cach st dung 300 mg, 3
lAn/ngay (TID) & ngay 1, hodc bing cdch chudn liéu nhu duge mo t4 8 BANG 1. Sau
dé, liéu c6 thé duge ting 1én téi lidu t6i da 3600 mg/ngay chia 1am 3 1in bing nhau.
Liéu diing 1&én dén 4800 mg/ngay da dugc dung nap tot & cdc nghién citu lam sing
md, dai han. Khodng thdi gian t6i da gifta cdc liéu trong phdc dd liéu ding 3
lin/ngay (TID) khéng nén vugt qud 12 gits d€ tranh cdc con co gidt bung phat.

BANG 1 _
BANG LIEU - CHUAN LIEU BAN PAU
Liéu Ngay 1 Ngay 2 Ngay 3
900 mg 300 mg QD* 300 mg BID® 300 mg TID®

“‘QD = 1 lin/ngay
°BID = 2 lin/ngay
“TID = 3 lan/ngay

Cho cdc bénh nhdn nhi khoa tudi tix 3-12 tudi:

Liéu khdi ddu nén trong khodng tir 10-15 mg/kg/ngay chia thanh cédc liéu bing nhau
(3 lan/ngay), va liéu c6 hiéu luc dat dugc bing cdch chudn liéu trén trong khodng 3
ngdy. Li€u ¢6 hiéu lyc clia gabapentin § bénh nhan nhi tir 5 tudi trd 18n 12 tir 25-35
mg/kg/ngay chia thanh cdc liéu bing nhau (3 14n/ ngay). Liéu c6 hiéu luc & bénh
nhan nhi khoa tir 3 wdi dé€n dudi 5 tudi 1a 40 mg/kg/ngay chia thanh cdc lidu bing
nhau (3 lin/ngdy). Trong cdc nghién cfu 14m sang dai han, cdc liéu 1én téi 50
mg/kg/ngay duge dung nap tét. Khodng thdi gian cdch quing t6i da giifa cdc liéu
khong nén vugt qud 12 gid.
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Viéc theo ddi noéng dd clia Gabapentin trong huyét ttong nham t8i wru héa tri lléu Vi
Gabapentin 1a khéng cén thi€t. Hon thé nita, Gabapentin c6 thé dudc si dung phm'

hdp véi cdc thudc chdng dong kinh khdc ma khong can phdi quan tim dén sy thay

ddi cla néng do Gabapentin hay néng do cda cdc thudc chdng dong kinh khdc trong

huyét tudng.

4 _\\

Trong diéu tri dau than kinh & ngudi 16n:

Liéu khdi ddu 12 900 mg/kg chia lam 3 liéu nhd biing nhau va ting 1én néu cin thiét,
thy theo ddp ing, lién quan dén liéu t6i da 3600 mg/ngay. Piéu tri nén dudc khdi
ddu bing cdch chuin liéu nhu mo td § BANG 1.

DPiéu chinh liéu ¢ bénh nhan bi dau thin kinh hay bi déng kinh cé suy gidm
chie ndng than:

Nén diéu chinh liéu & cdc bénh nhan bi suy gidm chifc ning thin theo mo t3 trong
bang 2 va/hodc nhitng bénh nhan dang dugc thim phén loc mau.

BANG 2
LIEU CUA GABAPENTIN G NGUGI LGN THEO CHUC NANG THAN
P06 thanh thdi Creatinine (mL/phtit) Téng liéu hang ngay" (mg/ngay)
>80 900-3600
50-79 600-1800
30-49 300-900
15-29 150°-600
<15 150°-300

*Téng liéu hang ngay nén dugc ding theo phdc dé 3 ldn/ngay. Cic liéu duge ding
d€ diéu tri cdc bénh nhédn c6 chic nang thin binh thudng (d6 thanh thai Creatinine >
80 mL/phiit) ndm trong khodng tir 900 dén 3600 mg/ngay. Liéu dudc gidm xuéng &
cdc bénh nhan suy than (d6 thanh thdi Creatinine < 79 mL/phtit)

°Nén dugc dung 300 mg cdch ngay.

Diéu chinh liéu & cdc bénh nhin dang dude thdm phan loc miu:

Véi cdc bénh nhan dang duge thaim phén loc mdu ma chua tiing ding Gabapentin,
nén ding liéu khdi diu 300-400 mg, sau d6 gidm xudng 200-300 mg Gabapentin sau
mdi 4 gid tham phan loc m4u.

4.3.  Chéng chi dinh

Chéng chi dinh Gabapentin & cdc bénh nhan qui min cdm véi Gabapentin hay bat
ki thanh phin nio cda thudc. %
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4.4.

Canh bdo va than trong dic biét khi sit dung

Mic du chua c6 cdc bing ching vé cdc con dong kinh bing phdt vdi Gabapentin,
nhung sy ngiing dot ngdt cdc thude chong co giat & cdc bénh nhan dong kinh ¢6 thé
lam xuat hién con dong kinh lién tuc (trang thdi dong kinh) & bénh nhan. (Xem phan
4.2 Liéu dung va phudng phsp sif dung — Téng qut).

Nhin chung Gabapentin khéng ¢é hiéu qua trong diéu tri cdc con dong kinh ving
thitc.

Bénh nhén khi diéu tri gabapentin dong thdi véi morphine ¢6 din téi ting ndng do
gabapentin. Cin quan sdt bénh nhan c4n than vé cdc dau hiéu tc ché hé than kinh
trung uong, nhu ngd ga, va cin gidm thich hgp liéu gabapentin hoic morphine.
(Xem phan 4.5 — Tuong tdc véi cdc thudc khdc va cdc dang tuong tdc khéc).

Phat ban do thube cung tang bach cau wa eosin va tridu chimg toan than (DRESS)

Céc phan ng qua man toan than, nghiém trong, de doa tinh mang nhu Phat ban do
thudc cung tang bach cdu wa eosin va triéu ching toan than (DRESS) da dugc bao cao
& nhitng bénh nhan diing cac thudc chng don g kinh bao gbm ca Gabapentin.

Cén luu y sy bit dau sém céc phan tmg qué man, nhu sét hay bénh hach bach huyét, c6
the xuét hién dii khong phét ban. Néu nhing d4u hiéu hay triéu chitng nay xuat hién,
can danh gia tinh trang bénh nhan ngay lap tirc. Nén ngimng sir dung Gabapentin néu
chura tim dugc nguyén nhan khéc dan dén cac dau hiéu va triéu chimg nay.

Thoéng tin danh cho bénh nhan:
D€ didm bio viéc st dung Gabapentin an toan va hiéu qua, cin trao déi nhitng thong
tin va hudng din sau ddy vSi bénh nhan:

1. Thoéng bdo cho bdc s§ bi€t vé bat ky thudc nao, ké don hay khong ké don,
rugu, hodc cdc thuéc ma ho dang sit dung hay c¢6 k€ hoach sit dung trong thdi
gian diéu tri véi Gabapentin.

2. Phdi thong bdo cho bdc s§ biét néu ho ¢6 thai hodc néu ho dang cé k& hoach
¢6 thai, hodc néu ho ¢6 thai khi dang dung Gabapentin.

3. Gabapentin dugc bai ti€t qua sifa ngudi, dnh hudng clia Gabapentin trén
nhitng dita tré dang trong thdi ky bii sita me cdn chua duge biét, do d6 bénh
nhan can phdi thong bdo cho cdc bdc sy bi€t néu ho dang trong thdi ky cho
con bu. (Xem phan 4.6 — Cé thai va cho con bu: Si dung & cdc ba me trong
thdi ky cho con bi).

4. Gabapentin c6 thé lam gidm khd ning l4i xe hay vdn hanh mdy méc c6 do
nguy hi€m cao. Do d6 khong 14i xe va vin hanh cdc mdy c6 d6 nguy hiém cao
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4.5,

! -
cho dén khi biét chic riing thudc nay khéng 1am dnh hudng kha ning tham gia
vao cac hoat dong nay.

5. Khéng duge dé khodng cdch gilta cdc lién ding ctia Gabapentin vudt qud 12
gits d€ phong ngifa biing phdt cdc con co giat.

6. Trudce khi bat dau diéu trj bang gabapentin, bénh nhan nén duge huéng dan rang
phét' ban hQECMCéC'dﬁU ‘hiéu{,lriéu chimg qué man nhu s6t hay pénh hach bach
huyét ¢o the dan dén bien cd y khoa nghiém trong. Bénh nhéan can bao cdo ngay
cho bac s§ nhitg diu hiéu ndy néu gap phai.

Tuong tdc véi cdc thude khde va ede dang tuong tde khde

Morphine:

Trong mot nghién citu trén nhitng ngudi tinh nguyén khée manh (N=12), khi chi dinh

vién nang morphine 60 mg gidi phong cd ki€ém sodt 2 gidf trude khi diing vién nang

gabapentin 600 mg, dién tich trung binh dudi dudng cong (AUC) cda gabapentin
ting 44% so vdi khi chi dinh gabapentin khéng ¢6 morphine. Biéu nay két hap véi
ting ngudng dau (test co mach trong di€u kién lanh - cold pressor test). ¥ nghia lam
sang cliia nhitng thay ddi nay chuta dwoe xdce dinh. Cde gid tri théng s6 dude ddng hoc
ciia morphine khong bi d4nh hudng khi chi dinh gabapentin 2 gi¥ sau khi ding
morphine. Tdc dung phu ciia opioid trung gian quan st duge lién quan t3i viée két
hgp morphine va gabapentin khong khdc biét ¢6 ¥ nghia so vdi két hop morphine va
gid duge. TAm quan trong ciia tuong tac & cédc lidu khac khong dudc biét. (Xem phén
4.4 — Canh bdo va thin trong dic biét khi sit dung — Téng quit).

Khdéng quan sdt thidy c¢é s tugng tdc ndo gifta Gabapentin va phenobarbital,
phenytoin, acid valproic, hay carbamazepine. Cdc dic tinh duge ddng hoc cda
Gabapentin & trang thdi néng d6 hing dinh trong huyét tuong 14 twong ty giita cdc
déi twong khde manh va cdc bénh nhin cé bénh déng kinh dang diéu tri bing cdc
thudc chong ddng kinh nay.

Dung déng thdi Gabapentin va cdc thudc tranh thai chifa norethindrone va/hodc
ethinyl estradiol, khdng 1am dnh hudng dén cdc dic tinh dude ddng hoc & trang thdi
ndng d6 hiing dinh trong huyét tiong cdia ¢ hai thudc.

Diing dong thdi Gabapentin vdi cdc thudc khdng acid chita mudi nhém va mudi
magié lam giam sinh khd dung cla Gabapentin khodng 20%, do d6 nén ding
Gabapentin khodng 2 gi& sau khi uéng cdc thudc khang acid.

Su bai i€t clia Gabapentin qua than khéng bi 4nh hutdng bdi probenecid.
Sy bai tiét cia Gabapentin qua thdn bi gidm nhe khi dung phdi hgp vdi cimetidine,

nhung si gidm nay khéng ¢6 ¥ nghia 1dm sang.
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4.6.

4.7

4.8

Céc x€t nghi€m sinh hoa:

K&t qua duong tinh gid da duge bao cdo d cdc xét nghiém st dung que nhing Ames
N — Multistix SG® khi ph6i hgp thém Gabapentin véi cdc thude chong co gidt khdc.
Do dé dé xdc dinh protein trong nudc ti€u, nén ding phuong phdp két tia acid
sulfosalicylic dac hiéu hon.

Sit dung cho phu nit ¢6 thai va thdi ky cho con bi

St dung trong thdi kj mang thai:

Khong c6 cdc nghién citu diy dd va c6 kiém ching & cdc phu nif mang thai. Vi céc
nghién ciu trén hé sinh sdn cliia ddng vat khong phai luén ludn ding véi cdc ddp dng
trén ngudi, nén chi st dung thudc nay trong thoi ky mang thai khi nhitng 1gi ich diéu
tri mang lai 16n hon nhitng rii ro tiém tang trén phoi thai. (Xem phin 5.3 - D liéu
an toan tién lAm sang: Giy qudi thai).

St dung @ cdc ba me trong thdi ky cho con bii:

Gabapentin dugc bai tiét qua sita ngudi. Anh hudng clda Gabapentin trén nhiing dia
tré dang trong thoi ky bd sita me con chwa dugc bi€t. Nén than trong khi ding
Gabapentin cho c4dc ba me trong thdi ky cho con bi. Chi nén ding Gabapentin & cdc
ba me trong thdi k¥ cho con bd néu nhitng 1¢i ich diéu tri mang lai 16n hon mét cdc
16 rang so vdi cdc nguy cd c6 thé c6.

Anh hudng trén kha nang ldi xe va vin hanh may méc

Nén khuyén bénh nhan khong dugc 14i xe va van hanh cdc mdy ¢6 dd nguy hiém
cao cho dén khi bié€t chic ring thudc nay khong dnh hudng trén kha ning tham gia
vao cac hoat dong nay cia ho.

Téc dung khéng mong muén

Cic tdc dung khong mong mudn gip phai khi stt dung Gabapentin trong diéu
tri bénh dong kinh:

Gabapentin da dugc ddnh gid vé do an toan trén 2000 d6i twgng va cdc bénh nhan &
trong cdc nghién ciu diéu tri hd trg va da duge chitng minh 13 ¢6 d6 dung nap tot.
Trong s6 nay, ¢6 543 bénh nhan di tham gia vao trong cdc thit nghiém 1am sang c6
ki€m chiing. Do Gabapentin hau hét thudng dude ding phdi hgp vdi cdc thude chong
dong kinh khac, nén khéng thé xdc dinh chinh xdc 12 thudc nao, néu cd, lién quan téi
cdc tdc dung phu.
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Gabapentin ciing dong thdi dude ddnh gid khi st dung nhu dorifri liéu trén 608:b&nh
nhin. C4c tdc dung phy thudng 1a & mifc d6 tit nhe dén vita.

Ty 1€ céc tdc dung phu gap phdi & cdc thit nghiém 1am sang diéu tri hd trd ¢d kiém
ching

BANG 3 liét ké nhing dau hiéu va triéu ching gap phai trong diéu tri, xuét hién &
t61 thi€u 1% cdc bénh nhan bi cdc con déng kinh cuc bd tham gia trong cdc nghién
cttu diéu tri hd trg ¢d kiém ching bing gid duge. Trong cdc nghién cifu nay ngudi ta
thém hodc Gabapentin hay placebo vao phdc dd diéu tri biing thutc chdng ddng kinh
hién tai clia bénh nhan. C4c tdc dung phu nay thudng dude bdo cdo & muc do tlf nhe

dén vira.
BANG 3
Tém tit cde dau hiéu va triéu chitng gdp phai trong diéuo tri § >1% cdc bénh nhan
diéu tri biing Gabapentin trong cdc nghién citu diév tri hd trg ¢ ki€m chifng
bing gia dugc
Xuat phst diém chong Gabapentin® Placebo®
Hé cd thé/tic dung phu N=543 N=378
S6 bénhnhin (%) S6 bénh nhan (%)
Toan thin
Bau bung 10 1.8 o 2.4
Bau Iung 10 1.8 2 0.5
Mét moi 60 11.0 19 5.0
Sot 7 1.3 5 L.
Pau diu 44 8.1 34 9.0
Nhiém virut 7 1.3 8 2l
Hé tim mach
(Gidn mach 6 1.1 1 0.3
Hé tiéu hoa
Tido bén 3 1.5 3 0.8
Réng di dang 8 1.5 1 0.3
Tiéu chay 7 1.3 8 2.1
Kho tiéu 12 2.2 2 0.5
Thém in 6 1.1 3 0.8
Kho mdm hodc khd hong 9 1.7 2 0.5
Budn ndn va‘hodc ndn 33 6.1 27 7.1
Hé mdun va hé bach huyét
Gdm bach ciu 6 1t 2 0.5

Hé dinh dusng va chuyén :
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héa
Phit ngoai vi 9 1.7
Tang can 16 2.9
Hé cd xudng
Giy xudng 6 1.1 3 0.8
Pau cg 11 2.0 7 1.9
Hé than kinh
Mat tri nhé 12 2.2 0 0.0
Mt diéu van (that diéu) 68 12.5 21 5.6
Li 1an 9 Lt 7 1.9
Diéu phoi bat thudng 6 1 1 0.3
Tram cdm 10 1.8 4 1.1
Chéng mat 93 17.1 26 6.9
Loan vdn ngoén 13 2.4 2 0.5
Dé xitic ¢dm 6 1.1 5 13
Mit ngd 6 1.1 7 1.9
Cing thing than kinh 13 2.4 7 1.9
Rung giat nhdn ciu 45 8.3 15 4.0
Ngi ga 105 19.3 33 8.7
Suy nghi bat thudng 9 1.7 5 1.3
Run rdy 37 6.8 12 3.2
Co gift co 7 1.3 2 0.5
Hé hé hap
Ho 10 1.8 5 1.3
Viém hong 15 2.8 6 1.6
Viém mii 22 4.1 14 3.7
Da va phin phu da
Tray da 7 1.3 0 0.0
Tring ca 6 1.1 5 1.3
Negira 7 1.3 2 0.5
Ban da 8 1.5 6 1.6
Cac gidc quan dac biét
Giam thi luc 23 4.2 4 1.1
Nhin déi 32 59 7 1.9
Hg¢ tié't niéu sinh duc
Liét duong 8 1.5 4 1.1
“Bao gbém c4 cdc thudc chong dong kinh khic ding ddng thdi.
Cidc tdc dung phu khdc gdp phdi trong tat cd cdc thd nghiém lam sang ?
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Trong diéu tri hd tro:
Nhing tdc dung phu ma xuat hién & t6i thi€u 1% céc doi tugng tham gia nghién citu
bi dong kinh, nhitng bénh nhan nay di st dung Gabapentin nhu 1a diéu tri hd trg
trong bat k¥ nghién cifu 1dm sang nao, va chua dugc md t3 & cdc phan trude nhu 13
cdc diu hiéu va triéu chiing thudng gip trong diéu tri & cdc nghién cifu ¢6 kiém
chitng biing gid dugc dudc téng két nhu sau:

Toan thin: Suy nhugc, yéu, phi mit.

Hé tim mach: Tiang huyét dp.

Hé tiéu héa: Pay hoi, chdn in, viém 10i.

Hé mdu va bach huyét: Ban da thudng dudc mo ta nhu cdc vét thim tim gip phai khi
bi chan thuong.

Hé€ cd xuong: Pau khdp.

Hé than kinh: Chéng mit, ting vin dong, ting, gidm hay mit cdc phan xa, di cdm, lo
au, cam gidc hin thu.

Hé ho hap: Viém phdi.

Hé ti€t niéu — sinh duc: Nhiém khudn dudng tiét niéu.

Céc gidc quan ddc biét: Nhin bat thudng, thudng dugc md ta nhit 13 r8i loan tim
nhin.

Khi ding don tri liéu:

Khong c6 bat ky tdc dung bat 1gi mdi va khong mong ddi nao dudc bdo cdo trong cdc
thi nghiém 14m sang vé don tri liéu. Céc tdc dung phu nhit chéng mit, mat diéu van,
ngu ga, di cdm, rung gidt nhan cau da dugc chitng minh la phu thudc theo liéu khi so
sanh liéu 300 v&i 3600 mg/ngay.

St dung & cdc bénh nhén cao tudi:

59 cdc d6i tugng tir 65 tudi trd 1én di diing Gabapentin trong cdc thit nghiém 1am
sang trudc khi dwa thudc ra thi trudng. Cdc tdc dung phu gip phdi & nhitng bénh
nhan ndy khong khdc nhau vé ching loai so véi cdc tdc dung phu gip phdi & cic
bénh nhan tré tudi hon. PGi véi cdc bénh nhin bi suy gidm chifc ning thin, nén diéu
chinh liéu (xem phén 4.2- Liéu ding va phuong phdp si dung -Piéu chinh liéu ¢
bénh nhan bi dau thian kinh hay bi déng kinh cé suy giam chifc ning thian va
Diéu chinh liéu & cdc bénh nhdn dang dugc thim phén loc mdu)

Sit dung J tré em:

Céc tdc dung phy thudng gdp nhit khi ding Gabapentin phéi hgp véi cdc thudc

chdng dong kinh khdc & tré em tir 3-12 tdi ma c¢6 khdc biét vé tan s xuat hién so

v4i nhém bénh nhén gid dugc, 12 nhiém virus, s6t, budn nén va/hodc ndn, va ngl ga. ?
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BANG 4

Ty 1é cdc tdc dung phu gap phai trong diéu tri ¢ tré em tir 3-12 tudi § cdc

thit nghiém bé xung cé kiém chifng (Céc tdc dung phu giip ¢ it nhat 2%

cdc bénh nhin dung Gabapentin va giip phdi nhiéu hon so véi nhém diing

gia dugc)
Xuit phét diém chung Gabapentin® Placebo®
Hé cd thé/ tac dung phu N=119 N =128
% %0

Toan thian
Nhiém virus 10.9 3.1
Sot 10.1 3.1
Téng can 34 0.8
Mét mdi 3.4 1.6
Hé tiéu hoa
Budn ndn va/hodc nén 8.4 7.0
Hé than kinh
Ngu ga 8.4 4.7
Cam gidc hédn thi 7.6 2.3
Dé xic dong 4.2 1.6
Chéng mat 25 1.6
Tang van ddng 2.5 0.8
Hé hé hap
Viém ph€ quén 3.4 0.8
Nhiém khuin hé hip 25 0.8

“Bao gbém c4 cdc thudce chéng dong kinh khédc dang dung ddng thdi.

Cdc tdc dung phu khdc gdp & 16n hon 2% tré em, xuét hién ¢ muic do tuong duong
hay nhiéu hon & nhém ding gid dugc bao gdm viém hong, nhiém khuin dudng ho
hép trén, dau dau, viém mii, co giét, tiéu chdy, chdn in, ho va viém tai giita.

Neung thudce do tdc dung phu:

Trong diéu tri hé tro:
X4&p xi 7% trong s6 hon 2000 ngudi tinh nguyén manh khée va cdc bénh nhan dong
kinh, co cing, hay dau nita ddu ma da st dung Gabapentin trong cdc thit nghiém 1am

sang phai ngung diéu tri do tac dung phu. j/
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G tdt ca cdc thit nghiém 14m sang, cdc tdc dung phu thudng gzigl‘-ﬂiﬁt ma gop phan/

vao viée ngung diéu trj v6i Gabapentin bao gdm: ngd gi, mat diéu vén, chdng mat,
mét mdi, budn ndn va/hodc ndn. Hiu nhy tdt cd cdc bénh nhin nay déu gdp nhiéu
tic dung phu va khéng thé phan biét tdc dung nao i chi yéu.

2

Khi diang don tri liéu:

Xap xi 8% trong s6 659 bénh nhan st dung Gabapentin nhu don tri liéu hay chuyén
sang ding ddn tri liéu & cdc thiy nghiém 14m sang trude khi dira thudc ra thi trudng da
phéi ngung diéu tri do tdc dung phu. Cdc tdc dung phu hay gdp nhit lién quan dén
viéc ngitng thudc la chéng mat, cing thing, ting cin, bubn nén va/hoic ndn va ngd
ga.

Khi sit dung & tré em:

X4p xi 8% trong s6 292 tré em tr 3 -12 tudi ma di st dung Gabapentin & cdc thi
nghiém 1Am sang phdi ngung thubc do tdc dung pby, cidc tdc dung phu thudng lién
guan dén viéc ngung thudc & tré em 14 ngd g2, ting vin déng va cdm gidc hén thu.

DPau than kinh:

BANG 5
Tong két cdc dau hiéu va triéu chiing gip phai trong diéu tri ¢ > 1% cdc bénh
nhéan dugc diéu tri bing Gabapentin trong cdc nghién cifu cé ki€m chifng biing gia
dugc trén cdc cning dau thian kinh
Xuit phit di€m chung Gabapentin Placebo
Hé co thé/tdc dung phu N=821 N=537
S6 bénh nhin (%) S6 bénh nhan (%)
Toan thian
Pau bung 23 2.8 17 3.2
Tén thuong 36t ngdt 32 3.9 17 3.2
Suy nhugc 41 5.0 25 4.7
Pau lung 19 23 8 1.5
Hdi chitng cim 21 2.6 14 2.6
Pau dan 45 9: 33 6.1
Nhiém khuin 38 4.6 40 74
Pau 30 34 36 6.7
Hé¢ tiéu héa
Tédo bén 19 2.3 9 1.7
Tiéu chdy 46 5.6 24 4.5
Khé mom 27 33 5 0.9
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Khé tiéu 16 1.9 2T D M
Piy hdi 14 1.7 6 L1
Budn ndn 45 5.5 29 54
Nén 16 1.9 13 2.4
Hé chuyén héa va dinh
dudng
Phi ngoai vi 44 54 14 2.6
Ting cén 14 L3 0 0.0
Hé than kinh
Ding di bat thudng 9 1.l 0 0.0
M4t trf nhg 15 1.8 3 0.6
Mait diéu van 19 2.3 0 0.0
Lii l4n 15 1.8 5 0.9
Chdéng mat 173 21.1 35 6.5
Gidm cdm gidc 11 1.3 3 0.6
Ngd ga 132 16.1 L 5.0
Suy nghi bat thudng 12 1.5 0 0.0
Run rdy 9 1.1 6 1
Chodng vdng 8 1.0 2 0.4
Hé ho hdp
Khd thd 9 1.1 3 0.6
Viém hong 15 1.8 7 1.3
Hé da va phan phu da
Ban da 14 1.7 4 0.7
Cédc gidce quan dic biét
Gidm thi lue 15 1.8 2 0.4

Cdc tde dung phu gip phai sau khi thuée dude dua ra thi trudng:

Co nhiing ca tf vong dot ngbt, khéng gidi thich duge da duge bdo cdo, trong nhlng
trudng hgp dé, méi quan hé nhin qua giita nhitng trudng hgp ¥ vong va Gabapentin
vin chua dude thiét 1ip. Nhiing tdc dung phu b sung sau khi thudc dua ra thi trudng
di duge bdo cdo bao gdm: suy thin cip, phdn iing di ing bao gém may day, rung
16ng tdc, phi né mach, thay déi ndng d6 glucose mau & nhitng bénh nhan bi d4i thdo
duong, chiing vi to, dau nguc, phat ban do thude cung tang bach cAu ua eosin va triéu
chitng toan thén, ting men gan, ban dé da dang, phll toan thin, ching phdi nam ¢6
vil ntt, 4o gidc, qud min bao gdm cac phan tmg toan thin, rdi loan vin ddng nhut mia
gidt va mia vdn, réi loan vin dong va rdi loan trudng lye,co thit co, tim dap nhanh,
viém tuy, hdi ching Stevens-Johnson, gidm ti€u cdu, viém xoang, ddi dim, viém

gan va vang da.
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Cac tdc dung phu khi dirng d6t ngét gabapentin cing da duge bdo cdo. Cac hién
tugng sau dude bdo cdo thudng xuyén nhat dé 12 lo ling, mat ngy, budn nén, dau va
d8 md hoi.

Qu4 liéu

Ngé doc cdp, de doa tinh mang chita duge quan sdt vdi cdc liéu Gabapentin 1én dén
49 gam. C4c triéu ching cla qud liéu bao gbm chéng mat, nhin ddi, ndi lin 1udi,
budn ngd, ngl lim, va tiéu chdy nhe. T4t cd cdc bénh nhén niy déu hdi phuc hoin
toan sau khi dude diéu tri hd trd. Suf gidm hip thu clia Gabapentin & liéu cao c6 thé
lam han ch& sy hap thu cla thudc tai thdi diém bénh nhéan bi qu4 liéu va diéu nay
1am gidm thi€u mitc d6 ngd ddc do dung qud lidu.

Mic di Gabapentin ¢6 thé dudgc dura ra khéi cd thé bing phuong phdp thdm phén loc
méu, nhung theo nhiing kinh nghiém d4 ¢ thi thudng 1a khéng cin dén phuong phdp
nay. Tuy nhién, v4i nhitng bénh nhan bi suy thin ning, thim phin loc mdu ¢6 thé
dugc chi dinh.

Khéng xéc dinh dudc liéu giy chét clia Gabapentin & chudt nhdt va chudt cong ding
véi liéu cao dén 8000 mg/kg. Cédc triéu ching cla ngd doc cap bao gbm: mat diéu
van, kho thd, sa mi mat, gidm hoat déng hodc dé bi kich dong.

CAC PAC TINHDUGC LY HQC

Cac dic tinh dirge lye hoce

Gabapentin ¢6 c4u triic lién quan dén chit din truyén than kinh GABA (acid gamma
- aminobutyric) nhung cd ché tdc dung clia né lai khdc vdi mot s6 cde thude khdc ma
¢6 tuong tdc vdi cdc lién hgp than kinh clia GABA, bao gdm valproate, barbiturates,
benzodiazepines, cdc thudc dc ch& GABA transaminase, cdc thudc tc ch€ thu hdi
GABA, cdc chat chd van trén thu thé cia GABA va céc tién chit cla GABA. Cdc
nghién cifu rén invitro st dung Gabapentin di dugc gin chdt phong xa dd md td ¢
mot vi tr gédn peptide mdi & cdc m6 ndo chudt bao gbm ving v4 ndo mdi va ving
chan hdi ma, dic tinh nay cé thé lién quan dén tdc dung chdng co gidt cia
Gabapentin va cdc din chit ¢ c4u tric tuong tf nd. Tuy nhién, viéc nhan dién va
chifc nidng cla vi tri gin k&t vdi Gabapentin van con phai duge lam rd.

Gabapentin & liéu ¢6 hiéu qua 1am sing khéng gin k&t véi thu thé cla cdc thude
théng thudng khdc hay cia cdc chat din truyén thin kinh & nio bao gom GABA,
GABAg, benzodiazepine, glutamate, glycine hay cdc thu thé clia N-methyl-d-
aspartate.
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5.2

\\c'r'-."’;c_ “:?' W |
Trén invitro, Gabapentin khong tuong tac vdi cdc kénh natri va nhu” V}éy né khée \36! /
phenytoin va carbamazepine. Gabapentin 1am gidm mdt phin cdc ddp tng d6i vdi
chat chi vin cda glutamate N-methyl-d-aspartate (NMDA) & vai hé thong xét
nghiém trén invitro, nhung chi véi cdc ndng d6 >100 uM ma cdc ndng d6 nay khong
thé dat dugc & trén invivo. Gabapentin 1Am gidm nhe sy gidi phéng cdc chdt din
truyén than kinh c6 cau triic monoamine trén invitro. St dung Gabapentin cho chudt
1am ting sy tich iy GABA & m6t s& viing & ndo theo mdt cdch thic twong ty nhu [a
natri valproate, mic di 1a & cdc viing ndo khdc nhau. Mdi lién quan cda cdc téc dung
khdc nhau nay clia Gabapentin véi tdc dung chdng co gidt cia né van con phéi duge
thiét 1ap. Trén ddng vat, Gabapentin xdm nhip dé dang vao ndo va ngin nglra céc
co dong kinh do bi sdc dién, do céc tic nhan gy co gidt héa hoc bao gdm cdc chat
ttc ché su tdng hop ciia GABA, va cédc con dong kinh trén nhitng mo hinh giy dong
kinh.

Cdc dac tinh dugc dong hoc

Sinh kha dung clia Gabapentin khong ty 1& thuin vdi li€u ding. C6 nghia 1a khi ting
liéu dung lén thi sinh khd dung cda né lai gidm xudng. Sau khi uéng nong do dinh
cda Gabapentin trong huyét tuong dat duge trong vong tir 2-3 gid. Sinh khd dung
tuyét doi ciia vién nang Gabapentin 13 xdp xi 60%. Thiic dn, bao gém cd ché do 4n
nhiéu chit béo, khong ¢6 4nh hudng 1én duge dong hoc clia Gabapentin. Qua trinh
dao thdi Gabapentin ra khéi huyét twdng duge mo td mot cdch rd rang nhat béi cdc
dic tinh dugc dong hoc tuyén tinh.

Thai gian bén thii clia Gabapentin trong huyét tuong khong phu thude theo licu va
trung binh ndm trong khodng tir 5-7 gid.

Cdc dic tinh duge dong hoc clia Gabapentin khong bi dnh hudng bdi viéc dung ldp
lai cdc li€éu Gabapentin va ndng dd cia Gabapentin § trang thdi hidng dinh trong
huyét tuong c6 thé dudc suy ra tir dir liéu don liéu clia Gabapentin. Mdc du & céc
nghién cifu 1dm sing néng do clia Gabapentin trong huyét tuong nhin chung nim
trong khodng 2 pg/mL va 20 pg/mL, nhung thong qua cdc nong d6 nhu vay khong du
dodn dugc do an toan va hiéu quéd cia né. Nong d6 cda Gabapentin trong huyét
tuong ty 1& thudn véi liéu diing & céc liéu 300 hay 400 mg diing cdch nhau 8 gis. C4c
thong sO vé€ dugc dong hoc dudc dua ra trong BANG 6. %
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BANG 6 {
Téng két cdc thong sé duge dong hoc trung binh (%RSD) clia Gabapentin &
trang thdi nong dé hiing dinh trong huyét tudng sau khi udng Q8H

Céc thong s dude dong hoc  300mg 400mg

(N=T7) (N=11)
Cwax (Hg/mL) 4.02 (24) 5.50 1)
tmax(810) 27 (18) 2.1 47)
t12 (gid) 52 (12) 6.1 (ND)
AUC (0-00) (ug.gi®/mL) 24.8 24) 333 20)
Ae% (%) NA NA 63.6 (14)

ND = Khong xdc dinh
NA = Chua dudgc biét

Gabapentin khong gdn vdi protein huyét tuong va c6 thé tich phin bd bing 57.7 lit.
& cdc bénh nhan bi dong kinh, ndng do cta Gabapentin trong dich nio tdy xap xi
bing 20% ndng dd thap nhit clia né & trang thdi néng do hing dinh tudng Ung trong
huyét twong. Gabapentin duge dao thai duy nhit qua than. Khéng c6 bing ching vé
s chuyén hdéa cla né & ngudi. Gabapentin khong gay cdm tng cdc enzym oxidase
¢6 chifc nang hdn hdp & gan chiu trdch nhiém cho qud trinh chuyén héa thudc.

3 cdc bénh nhéan cao tudi va § cdc bénh nhin c6 chic ning than bi suy gidm, sy dao
thdi cia Gabapentin ra khéi huyét tuong bi gidm. Hé s6 dao théi, do dao thdi ra khdi
huyét tuong, d6 dao thdi qua than cia Gabapentin ty 1€ thudn tryc ti€p véi do thanh
thai creatinine.

Gabapentin dudc loai trif ra khéi huyét tuong bdi qud trinh thim phan loc mdu. Do
d6 can diéu chinh liéu 3 cdc bénh nhan ¢6 chic ning thdn suy gidm hay dang phdi
thdm phan loc m4u. (xem phin 4.2 — Liéu ding va phudng phédp si dung - Diéu
chinh liéu & bénh nhan bi dau thin kinh hay bi dong kinh c¢é suy giam chdc
ning than va Piéu chinh liéu & cdc bénh nhian dang duge thim phén lgc mdu).

Cic dic tinh duge dong hoc cia Gabapentin & tré em da dugc xdc dinh trén 24 déi
tugng manh khde tir 4-12 tudi. Nhin chung, ndng do clia Gabapentin trong huyét
twong & tré em tuong tu nhu ngudi 16n.

Cédc dif liéu an toan tién lam sang
Kha ndng gdy ung thu:
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Gabapentin da dugc dua vao trong cic bita dn cho chudt nhit véi liéu 200, 600 va
2000 mg/kg/ngay va cho chudt cong véi lieu 250, 1000 va 2000 mg/kg/ngay trong
vong 2 nim. Chi cé sy ting 1én ¢6 ¥ nghia thong ké vé ty 1€ u nang t€ bao tuyén tuy
& nhém chudt c6ng duc sit dung Gabapentin véi li€u cao nhat. Nong d6 dinh cia
thudc trong huyét tudng & chudt cong khi sif dung liéu 2000 mg/kg/ngdy cao gip 10
1an ndng d6 thudc trong huyét twong & ngudi khi ding liéu 3600 mg/ngay. U nang t€
bao tuyén tuy & chudt cong duc 1 loai u 4c tinh cap thdp, khong dnh hudng 1én ty 1¢
soéng s6t, khong gdy di cin hay lan trin ra cdc mé xung quanh va cling giéng nhu
loai u gip phai & nhém chitng dung ddng thdi. M6i lién quan gitta cdc trudng hop u
nang t€ bao tuyén tuy & nhém chudt cong duc ndy véi nguy cd gy ung thu & ngudi
van chua rd rang.

Khd ndng gdy dét bién:

Gabapentin did dugc chiing minh 1a khéng c¢6 kha nang gdy dc véi gen. N6 khong
gy dot bién trén invitro & cdc thi nghiém tiéu chuan sit dung cdc t€ bao vi khudn
hay t& bao cdc ddng vat c6 vi. Gabapentin khong lam sai 1éch cau triic chromosome
d cdc t€ bao dong vat c6 v trén invitro hay trén invivo va khong 1am hinh thanh cdc
vi nhan & tdy xuong chudt déng.

Khd ndng gdy suy gidm chikc ndng sinh sdn:

Khoéng c6 bat ky tdc dung bat 1¢i ndo trén khd nidng thu tinh hay trén kha ning sinh
san dudc quan st thdy & chudt bach & liéu 1én dén 2000 mg/kg (xap xi 5 14n liéu t6i
da hang ngay & ngudi tinh theo mg/m?).

Khd nang gdy qudi thai:

Gabapentin khong 1am ting ty 1€ di dang, khi so v6i nhém chitng, & cdc thé hé sau
clia chu6t nhit, chudt céng hay thd sit dung Gabapentin véi cdc li€u tuong ing 1én
dén 50, 30 va 25 lan liéu 3600mg hang ngdy & ngudi (gip 4, 5 hodc 8 1dn, mdt céch
twong ting, li€u hang ngay & ngudi tinh theo mg/mz).

Gabapentin lam chdm sy hinh thanh xuong & xudng so, Xuong song, xuong chi trude
va chi sau & loai gam nham, ddy 12 biing ching vé viéc 1am chim sy phét trién cia
phoi thai. Cic tdc dung phu nay xuit hién khi chudt nhit ¢6 thai ding cdc liéu uéng
1000 hay 3000 mg/kg/ngay trong giai doan hinh thanh cdc cd quan ciia phoi thai va
& chudt cong duge dung liéu 500, 1000 hay 2000 mg/kg trudc va trong qud trinh giao
ph6i va trong sudt thdi gian mang thai. Cdc liéu nay xap xi 1 dén 5 1an liéu 3600 mg

& ngudi tinh theo mg/m?. %é;/
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6.4.

6.5.

.

Khong c6 bat ky dnh hudng nio trén chudt nhit mang thai khi ding liéu 500 /
mg/kg/ngay (xap xi Y2 liéu hang ngay & ngudi tinh theo mg/m?).

C6 mot ty 1€ ting 1én cdc trudng hgp & nudc d ni€u quan va/hodc & nudc d than duge
quan sat thay & chudt cong khi dung liéu 2000 mg/kg/ngay ¢ mdt nghién ciu vé thy
thai va trén hé sinh sdn tdng quat, liéu 1500 mg/kg/ngay & mot nghién cifu vé qudi
thai, va liéu 500, 1000 va 2000 mg/kg/ngay trong mot nghién cifu chu sinh va sau
khi sinh. Y nghia clia cdc phat hién nay vdn chua dudc biét nhung ching ¢6 lién
quan dén st chdm phat trién phéi thai. C4c liéu nay xap xi gdp 1 dén 5 lan liéu 3600
mg & ngudi tinh theo mg/m”,

Trong mot nghién cifu vé qudi thai & thd sit dung liéu 60, 300 va 1500 mg/kg/ngay
trong giai doan hinh thanh cdc c¢d quan cda phéi thai, xuat hién mot ty 1€ ting 1én
cdc trudng hgp mat phoi thai sau khi cdy. Cdc liéu nay 1a xap xi % dén 8 lan liéu
3600 mg hang ngdy & ngudi tinh theo mg/m”.

CAC PAC TINHDU(GC HOC
Danh muc ta dugc
Mai vién nang chifa lactose, tinh bdt ngd va c.

Tudng ky
Chura dugce biét

M

Thoi han s& dung S

CTR
Vién nang 300mg: 36 thdng ; i

ﬂg&uyém Vin Chand,
Thén trong dic biét khi bao quan
B0 quin & nhiét do phong c6 kiém sodt 15-30° C (59-86°F)

Tinh chat va dung lugng cia bao bi déng géi \,\
Hop dung 10 vi, mdi vi chita 10 vién nang 300 mg.

Tiéu chudn thudc thanh phim: Theo tiéu chudn nha sin xuit. {

Nha san xuat: Pfizer Manufacturing Deutschland GmbH, Betriebsstatte Freiburg,
Mooswaldallee 1, 79090 Freiburg, Federal Republic of Germany %

*. TM-Pang ki thuong hiéu.
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