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Rx Thubc nay chi diing theo don thubc

FENOBITAL
(Vién nén phenobarbital 100 mg)

€AC DAUHIEU LUU Y VA KHUYEN CAO KHI DUNG THUOC

Dé xa tdm tay tré em.

Doc kj hudng dan st dung truce khi dimg.

Théng bdo ngay cho bdc sy hodc dugc sy nhiing tdac dung khong mong muén gdp phai khi sir dung
thuéc.

THANH PHAN CONG THU'C THUOC
M3i vién nén c6 chiza:
Thanh phan hoat chdt: Phenobarbital .......... 100 mg

Théanh phan td dwgc: Lactose monohydrat, tinh bt ngd, cellulose vi tinh thé (PH 101), povidon (K-
30), natri croscarmellose, silic dioxid keo khan, magnesi stearat, talc tinh ché.

DANG BAO CHE
Vién nén.
M6 ta dang bao ché: Vién nén mau tring, hinh tron gidng hat dau, mdt mit duge khic mot rinh &
gilra.
CHI PINH
Duing don tri liéu trong diéu tri dong kinh.
Két hop v6i phuong phap diéu tri chéng dong kinh khac:
e Dong kinh toan thé: Co g14t, co cimg, co cung — co giat.
e Déng kinh cuc bd: Con ddng kinh cuc bd c6 hodc khdng c6 toan thé hda thir phat.

CACH DUNG, LIEU DUNG
Céch ding: Ding duong ubng.
Hiéu qué cia thude chi c6 thé duge danh gia sau 15 ngay didu tri/ hiu chinh lidu.
Khi dquc chimg minh vé mat 14m sang, hay kiém tra ndng @0 céc barbiturate trong mau bang céch
lay mau vao budi sang (thuong la 65 — 130 pmol/l hay 15 — 30 mg/l & ngudi 1ém va 85 pmol/l hay
20 mg/l & tré em).
Liu ding:
Tré em (tinh theo cdn ndng)
e Dud6i 20 kg: 5 mg/kg/ngay.
e Tir20 dén 30 kg: 3 — 4 mg/kg/ngay.
e Trén 30 kg: 2 - 3 mg/kg/ngay.
ding 1 — 2 lin/ngay.
O tré em dudi 6 tudi, c6 thé nghién nat vién thude va trén voi thie an truée khi dung.
Nguwoi lon
2 — 3 mg/kg/ngay. Dung 1 lan/ngdy trudce khi di nga (xem phan Ddc tinh duge déng hoc).

CHONG CHI PINH
e Qu4 man voi phenobarbital hodc voi bt k¥ ta dugce nao cua thudc.
¢ Réi loan chuyén héa porphyrin.
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e Tién st qua mAn v6i barbiturate.
e Suy ho hip ning.

» Dang duoc didu trj bang cobicistat, rilpivirine, telaprevir, chohc acid, daclatasvir, dasabuvir,
ombitasvir-paritaprevir, ledipasvir, sofosbuvir hoac voriconazole.

e Két hop vdi St. John’s Wort.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Canh bao dac biét

Phenobarbital khéng c6 hi¢u qua véi dong kinh vang y thire va dong kinh rung giat co, déi khi lam
tram trong hon céc tinh trang nay.

Viée str dung thudc chong dgng kinh hiém khi gy tang tan suat cdc con dong kinh hogc lam xuﬁt
hién thém loai ddng kinh méi & bénh nhan. Doi véi phenobarbital, su xuit hién céc tinh trang xau
nay c6 thé 1a do lua chon thudce khong phu hop v&i con dong kinh hodc hoi chimg dong kinh cua
bénh nhén, thay d6i phuong phap diéu tri chéng dong kinh dong thoi hodic twong tac duoce dong hoc
voi thude, doc tinh hodc qué lidu. Khong ¢6 cich giai thich nao khac n godi phan tmg n guoc.

Viéc sir dung phenobarbital kéo dai (100 mg/ngay trong 3 thing) co thé din den sw xudt hién cia
hoi ching 1€ thude thube. Nén giam lidu dan dén trong trudmg hop beénh nhén cén ngimng diéu tri.
Gidng nhu bt ky loai thuoc chong dong kinh nao, viéc nglimg diéu tri dot ngdt ¢ thé dan téi cac
con dong kinh va gdy mat sd tinh trang bénh 1y, dzc biét cé thé lam tinh trang nghién ruou trd nén
nang thém.

Nguy co tw trr

D ¢6 béo céo vé § dinh va hanh vi tu tir & bénh nhén dugc diéu tri bang thude chéng dong kinh.
Trong mot bao cdo tong hop céc thir nghi€ém ngau nhién, c6 doi ching gia dugc ve thude chong
dong kinh cling cho thay y dinh tu st tang nhe. Chua bi€t nguyén nhan ctia nguy co nay va khong
loai trir kha nang ting nguy co ndy dﬁi v&i phenobarbital.

Cén theo doi bénh nhan chit ché vé cac dau hiéu cua ¥ dinh va hanh vi tur tr va xem xét diéu tri
thich hgp. Bénh nhan va ngudi nha nén duge khuyén tim t6i tr vAn y té néu xudt hién y dinh va
hanh vi tur tu.

Phan itng da nghiém trong .

Céc phan g da nghiém trong nhu hoi ch&ngﬁtcvens—@hnson (8JS), hoai‘ tr biéu bi nhiém doc
(hoi chimg TEN hodc Lyell), hdi chimg qua man do thudc ké’m tdng bach cau 4i toan va céac triéu
chimg toan than (DRESS) va ngoai ban myn mu toan thén cép tinh (AGEP) da dugc béo céo khi
diéu tri bang phenobarbital

Can thong bdo vé cac du hiéu va triéu chimg cta trinh trang da nghiém trong véi bénh nhén va
theo d&i chat ché. Nguy co SJS hosc TEN cao hon trong nhimg tudn dau diéu tri.

Nén ngung diéu tri khi xudt hién phat ban, tén thuong niém mac hodc bét ky biéu hién nao khéc
cua qua man ¢ da.

Chén doan sém va ngung thude ngay lap tic bat ky loai thube nghi ngd nao s& mang lai két qua tot
hon trong viéc kiém soat SIS hozc TEN, ngung thude sém c6 thé dan dén tién lwong t6t hon.

\Igu phat hién bénh nhan tién trién hoi chimg SIS hodc TEN khi dung phenobarbital, nén dimg vinh
vién phenobarbital.

Phu nit trong d6 tudi sinh sin

Phenobarbital ¢é thé giy hai cho thai nhi khi dimg cho phu ntt mang thai. Viéc phoi nhiém Vcn
phenobarbital trude khi sinh 6 thé lam ting nguy co dj tat bim sinh nghiém trong 1én khoang 2 —

1an nguy co di tat bdm sinh nghiém trong trong dan sé néi chung (2 — 3 %) (xem phén Tuwong tdc,
ticong ky cia thuéc).

Khong nén dung phenobarbital & phu nir trong dé tudi sinh san trir khi loi ich vuot troi nguy co khi
danh gia véi céc lua chon diéu tri thich hop khéc. Can théng bao cho dbi tugng nay vé nguy co
tiém 4n ddi v&i thai nhi néu ho dung phenobarbital trong thoi ki mang thai.
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Nén c4n nhic thtr thai dé loai trir viéc mang thai truGe khi bét dau didu tri bing phenobarbital & phu
nit trong d6 tudi sinh san. Nén sir dung bi¢n phap tranh thai hiéu qua trong qua trinh didu tri va
trong 2 thang sau lidu cudi cing.

Do phenobarbital gay cam img enzyme nén c6 thé 1am mét tic dung didu tri coa thuoc tranh thai
duong udng c6 chura estrogen va’hodc progesterone. Nén khuyén phy nit trong do tudi sinh dé sur
dung c4c bién phap tranh thai khac (xem phan Twong tdc, tiwong ky ctia thude va Sir dung thuée cho
phu nir ¢o thai va cho con bu).

Phu nit dang cAn nhic viéc mang thai nén tham khéo ¥ kién béc si truée dé c6 thé dua ra 1o khuyén
phl hop va céc lua chon di€u tri thich hop khéc, bao gdm ca viéc nglmg sir dung phenobarbital,
trude khi thy thai va trudce khi ngirng sir dung bién phép tranh thai.

Phu nit trong do tudi sinh san nén lién hé véi bac si ngay lap tic néu ho c6 thai hodc nghi ring
minh ¢6 thé mang thai khi dang ding phenobarbital.

Cén danh gia lgi ich — nguy co déu dén trong qué trinh didu tri, & tudi ddy thi va khan c4p khi phu
nit trong tudi sinh dé dang dugce di€u tri bang phenobarbital, dang c6 k& hoach mang thai hodc
trong trudng hop ¢6 thai.

Thin trong khi ding thude

Nén ngimg sir dung phenobarbital néu xay ra qua man hogc rbi loan gan.

Giam liéu ¢ ngudi suy than, suy gan (theo d&i cac chi s6 hoa sinh, vi ¢6 nguy co mac bénh nio
gan), ngudl gia va nguol nghién rugu.

Trénh sir dung d udng c6 con trong qua trinh didu tri (do lam ting cudng téc dung cua
phenobarbital).

O tré em diéu tri lu dai bing phenobarbital, nén bd sung diéu tri du phong bénh codi xuong bing
vitamin D2 (1200 — 2000 IU/ngay) hodc 25-OH-vitamin D3.

Ta dwoe

Lactose: Thuéc ndy c6 chira lactose monohydrat. Bénh nhan mé:Lc chimg khong dung nap lactose di
truyén hi§m gap, thieu hut lactose hodc mac hdi chimg kém hap thu glucose-galactose khéng nén
dung thudc nay.

Natri: Thube nay cé chia it hon 1 mmol natri (23 mg) trong mdi vién nén, vi vdy c6 thé xem thanh
phan natri khong déng ké.

SUDUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Phu nir trong dp tuéi sinh san/Trdnh thai

Khdng nén sir dung phenobar‘t?ital cho phu nit & d6 tudi sinh san trir khi danh 214 loi ich vuot troi
nguy co so vl céc lua chon diéu tri khéc.

Nén cén nhic thur thai dé loai trir viéc mang thai truée khi bat dau didu tri bing phenobarbital & phu
nir trong dd tudi sinh san.

Phu nit trong d6 tudi sinh san nén thyc hién bién phap tranh thai hiéu qua trong qua trinh didu tri va
trong 2 thang sau lidu cudi cung. Do cam g enzyme, phenobarbital ¢6 thé lam mét tac dung diéu
tri cla thuoc tranh thai dudmg ubng c6 chia estrogen va‘hodc progesterone. Nén khuyén phy ntr
trong d§ tudi sinh san nén sir dung cac bién phap tranh thai thay thé trong khi dieu tri bing
phenobarbital ching han nhu mang ngan 4m dao, thuoc tranh thai duong udng chira estrogen lidu
cao hon hon hodc dung cu tir cung khong chira ndi tiét t6.

Phy nit trong do tudi sinh san cin duoc thong bao va hiéu rd nguy co gdy hai cho thai nhi li€n quan
dén viéc st dung phenobarbital trong thai k¥ va tdm quan trong cta viéce 1dp ké hoach mang thai.
Nén tham khao y kién bac si khi cAn nhic viéc mang thai @ c6 thé dua ra khuyén cdo y té va lua
chon di€u tr1 thich hgp khac trude khi thu thai va trude khi nglimg mang thai.

Can danh gia lai thuong xuyén viée didu tri dong kinh ddc biét voi phu nit dang co ké hoach mang
thai.

Phuy nit trong d6 tudi sinh san nén lién hé voi bac si ngay néu dang c6 thai hodc ¢6 thé cé thai khi
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dang dung phenobarbital.

Phu nit co thai )

Nguy co lién quan dén bénh ddng kinh va sir dung thude chéng dong kinh néi chung

Nén thong bao cho phu nir trong df tudi sinh san vé nhimg nguy co tiém an d6i véi thai nhi do ca

con ddng kinh va thudc didu tri chéng dong kinh giy ra, dic biét la nhilng phu nit di dinh mang
thai va phu nft c6 thai.

Ul tién don trj liéu trong dicu trj dong kinh trong thoi ki mang thai vi liéu phép phdi hop c6 thé
dan dén nguy co di tat bam sinh cao hon, tuy loa’ thuoée chéng dong kinh két hop.

Nén tranh ngimg diéu tri chéng ddng kinh dt ngdt vi ¢6 thé din dén co giat, gy hau qua nghidm
trong cho phu nir va thai nhi.

Nguy co lién quan dén str dung thude phenobarbital

Phenobarbital di qua nhau thai, ndng dd phenobarbital trong méu ctia me va tré so sinh 1a nhu nhau.
Céc nghién ciru trén dong vét di cho thdy ddc tinh sinh san & loai gam nhém.

Di tat bam sinh:

Dt li€u tir cac nghién clru quan st va phén tich tong hop cho thay 0 dua tré cia ngudi me dugc
diéu tri bang thudc chéng dong kinh, ti 18 di tit bdm sinh cao gap 2 dén 3 1an so véi nguoi khong
diing thude chéng dong kinh (2 — 3%). Ti 18 di tat ¢6 nguy co phu thude liéu nhung khong c6 lidu
luong nao dugc chimg minh la an toan. Pon tri ligu bang phenobarbital ¢ thé 1am ting nguy co di
tit bam sinh lén bao gdm st mdi, hé ham ech va di tat tim mach. Cac di t4t khac lién quan dén cac
O quan cua co thé da dugc bao cdo bao gdm 13 tiéu thip, di dang khudn mat, anh hudng dng than
kinh, bat thudng so mét (ddu nho) va di tat ngdn tay.

Dir li€u tir mot nghién ciru cho thiy nguy co tré sinh ra c6 trong luong va chiéu cao thap hon du
kién so véi tudi thai tang 1€n so vai don tri liéu bang lamotrigine.

Réi loan phit trién than kinh:

Réi loan phat trién than kinh da dugc bao cdo & tré em tiép xic vai phenobarbital trong thoi ky
mang thai. Két qua clia c4c nghién ciru lién quan dén nguy co ndy 1a méu thudn véi nhau va khéng
thé loai trir nguy co nay dbi véi tré so sinh. Céc nghién ciru tién 1am sang cling da bao cdo cdc tac
dung phu v& phat trién than kinh. Khéng nén st dung phenobarbital trong th&i ki mang thai trix khi
loi ich vugt trdi nguy co khi danh gia véi cac lya chon dicu tri thich hop khéc.

Néu sau khi danh gia lai vige diéu tri bing phenobarbital ma khong c6 lva chon diéu tri nao khac
phu hop, nén dung lidu phenobarbital thdp nhat c6 hidu qua. Nén theo ddi thudng xuyén nono dé
trong huyét twong dé didu chinh liéu lugng. Phu nit mang thai can phai biét tt ca thong tin sin c6
va hiéu nhimg rii ro lién quan dén viée sir dung phenobarbital trong thai ky.

Bénh nhan dung phenobarbital nén duoc bd sung ddy ¢u acid folic trude khi thu thai va trong khi
mang thai. Mot s thudce chéng dong kinh nhu phenobarbital duge bao cdo la lam giam nong do
folate trong huyét thanh, gép phin lam ting ti 18 di tit bdm sinh & tré sinh ra tir nhitng ba me dang
didu tri doéng kinh.

Df"ii v6i nhimg phy nit sir dung phenobarbital dang c6 ké hoach mang thai hodc dang mang thai, nén
bd sung acid folic liéu 5 mg/ngay ké tir thon di€m du dinh mang thai va toi da 2 thang sau ngay thu
thai.

Cén giam sat chuyén biét cac di tat duoc moé ta ¢ trén trude khi sinh. Viée sang loc di tat la nhu
nhau du bénh nhan c¢6 duge bé sung acid folic hay khong.

Trwoc khi sinh/tré so sinh:

Thubc qhéng dong kinh gdy cam Ung enzyme doi khi ¢6 thé gy ra & tré so sinh cia nhimmg ba me
duoc diéu tri:

- Hoi chimg xuit ]:‘Luyét c6 thé xay ra trong qua trinh sinh con hogc trong nhing ngay ddu doi cta
tré. Phong ngura bang vitamin K1 dudng udng cho ngudi me trong thang trude khi sinh va tiém
vitamin K1 (tiém bap hodc tiém tinh mach chdm) khi sinh va & tré so sinh ¢6 vé hi¢u qua. Dénh gid
dong mau binh thudng & ngudi me khong loai trir nhimg bat thuomg vé dong mau & tré so sinh.
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- C6 thé ngan ngira dugce roi loan chuyén héa calci-phospho va khoang héa xuong bang viée bd
sung vitamin D cho me trong 3 thang cudi.

- Khi sir dung phenobarbital trong 3 thang c,:uéi cha thai k¥, ¢6 thé xay ra céc tridu chimg cai thube
bao gdm budn ngu, giam truong luc co va roi loan kha nang bu.

- Hiém gap: Hot ching cai thudc & mirc do trung binh (ctr dong bt thudng, bu kém).

Theo doi sau sinh/tré em:

Trong trudong hop phoi nhiém trong thoi ki mang thai, can theo doi chat ché su phat trién hanh vi
than kinh cia tré, néu can thiét cin c6 bién phap chiam séc thizh hop cang sém cang tot.

. Khéng nén cho con bu bing sita me vi nguy co an thin c6 thé giy khé bu, giam c4n trong thoi ki so
sinh.

ANH HUGONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Ngudi lai xe, van hanh may méc cin lwu ¥ dén nguy co giy budn ngii va chéng mat khi str dung
phenobarbital.

TUONG TAC, TUONG KY CUA THUOC
Céc chét gdy cam ung enzyme nhu phenobarbital nén ¢6 dac tinh kich hoat dang ké métqsé pon
dudng chuyén hoa gan bang cach cam mg enzyme. Do d6 cdc chét nay co thé 1am thay doi nong

d6 cac thude duge chuyén hoa manh & gan. Trong phan 16n céc trudng hop, diéu nay c6 thé din
dén glam hoat tinh cta thudc hodc tao thanh cdc chit chuyén hoa doc hai.

Mat sb thude chdng ddng kinh, thude chéng lao, thuoc khéng vi riat va St. John’s Wort 1a nhiing
chét gdy cam (g enzyme giy ra cdc tuong tac dang ké lién quan dén lam sang.

Céc thuoc co déc tinh cam tmg enzyme 1am thay d6i hidu qua ctia nhiéu loai thudc nhur thuéc uc
ché mién dich, estrogen va progesterone, thudc e ché protease, thudc chéng déng dudmg udng,
glucocorticoid, hormone tuyén gidp, thudc khang calci, isoniazid, theophylline, v.v.

Chéng chi dinh két hop phenobarbital véi:
Acid cholic: Téc dung d6i khéng véi phenobarbital.

Cobicistat: Nguy co giam hiéu qua cia cobicistat do ting chuyén hoa bdi chét gdy cam umg
enzyme.

Daclatasvir: Gizm ndng d6 daclatasvir trong huyét tuong do ting chuyén héa & gan béi chét giy
cam ng enzyme.

Dasabuvir: Nguy co giam néng do dasabuvir trong huyét tuong do chat cam tmg enzyme.
Delamanid: Giam ndng & delamanid trong huyét tuong do ting chuyén héa & gan do chir giy
cam rng enzyme.

Ledipasvir: Giam dang k& néng do ledipasvir trong huyét tuong do ting chuyén héa & gan bai chat
gdy cam g enzyme.

Ombitasvir-paritaprevir: Gidm ndng d¢ trong huyét tuong ciia liéu phap kép do tang chuyén héa
& gan béi chat gdy cam img enzyme.

Rilpivirine: Giam ddng k& ndng do rilpirivine trong huyét tuong do tang chuyén héa & gan bdi chat
gdy cam Ung enzyme.

Teleprevir: Nguy co giam déng ké ndng d6 telaprevir.

Sofosbuvir: Nguy co lam giam ndng @ sofosbuvir trong huyét tuong do giam su hip thu & rudt
béi chat gdy cam ung enzyme.

Voriconazole: Nguy co lam giam hiéu qua cua voriconazole do ting chuyén héa & gan bai chét
gdy cam Ung enzyme.

St. John’s Wort: Nguy co lam giam ndng dd trong huyét tuong va giam hi¢u qua cua thude chn:mU
co gidt.
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Khong nén phdi hop phenobarbital vi:

Rugu: Ruou 1am ting téc dung an thin cla phenobarbital, gy suy giam sy tinh tdo va didu nay co
thé khién viéc 1ai xe va vén hanh méy méc tré nén nguy hiém. Tranh sir dung dd udng c6 cdn va
thudc ¢6 chira ruou.

Cic oestroprogestogen va progestogen (thubdc tranh thai) (xem phin Si dung thuéc cho phu
nit o thai va cho con bu): Giam hi¢u qua tranh thai do tang chuy /én hoa & gan cuia thudc tranh thai
ndi tiét td do chit cam img enzyme. T4t nhét nén sir dung bién phép tranh thai thay thé trong thoi
gian két hop va hai chu ky tiép theo (xem phan Si dung thuéc cho phu nit ¢é thai va cho con bii).

Lopinavir, ritonavir, boceprevir: Nguy co giam hi¢u qua cua thudc khang protease do ting
chuyén hoa & gan.

Abiraterone: Giam dang ké nong d9 abiraterone trong huyét twong, nguy co giam hiéu qua didu
tri.

Apixaban: Giam ndng d6 apixaban trong huyét twong do chit cam tng enzyme, ¢é nguy co giam
hiéu qua diéu tri.

Aprepitant: Nguy co giam dang ké ndng do aprepitant.

Bedaquiline: Giam ndng d6 bedaquiline trong huyét twong do ting chuyén héa thude boi chit cam
Uing enzyme.

Bosentan: Nguy co giam nong dd bosentan trong huyét tuong.

Dabigatran: Giam ndng d6 dabigatran trong huyét twong, nguy co giam hiéu qua diéu tri.
Dolutegravir: Giam nong do dolutegravir trong huyét tuong do ting chuyén héa béi chit gy cam
ng enzyme.

Dronedarone: Giam dang ké I}Sng d6 dronedarone do giam chuyén héa cua chit nay ma khong
lam thay do6i dang ké chat chuyén hoa ¢6 hoat tinh.

Eribulin: Nguy co giam ndng dd eribulin trong huyét twong do chét gdy cam Ung enzyme.
Fentanyl: Giam nong @b fentanyl trong huyét tuong do tang chuyén héa & gan nhu mét sb loai
thudc gy nghién khéc.

Ifosfamide: Nguy co ting doc tinh ctia ifosfamide do phenobarbital lam ting chuyén héa & gan.
Itraconazole: Giam ndng dd itraconazole trong huyét twong, nguy co lam mét hidu qua diéu tri do
ting chuyén hoa & gan.

Ivacaftor: Giam dang ké néng d6 ivacaftor, nguy co lam mét hiéu qua didu tri.

Thube trc ché tyrosine kinase (axitinib, bosutinib, crizotinib, dabrafenib, dasatinib, erlotinib,
gefitinib, imatinib, lapatinib, nilotinib, pazopanib, ruxolitinib, sorafenib, sunitinib,

vandetanib): Giam ndng d6 trong huyét twong va hidu qua ctia chat trc ché tyrosine kinase do ting
chuyén hoa béi chat ga}r cam Ung enzyme.

Macitentan: Giam ndng dd macitentan trong huyét trong do tang chuyén héa bai chit giy cam
Ing enzyme.

Mianserin: Nguy co mat hiéu qua diéu trj ctia mianserin.

Nimodipine: Giam nong do trong huyét trong cia chat dbi khang calci do tang chuyén héa & gan
béi chat gdy cam Ung enzyme.

Can theo ddi lam sang va c6 thé diéu chinh liéu thudc ddi khang calci trong qua trinh didu trj v sau
khi ngtrng thude géy cam Ung enzyme.

Praziquantel: Giam déng ké népg d6 praziquantel trong huyét trong, cé nguy co thét bai diéu tri
do tang chuyén hoa ¢ gan boi chat gdy cam Uing enzym.

Quetiapine: Giam dang ké nong do quetiapine trong huyét tuong do ting chuyén héa & gan bai
chét giy cam tng enzyme, ¢6 nguy co mét hidu qua didu tri.

Ranolazine: Nguy co giam dang ké ndng d6 ranolazine.

Regorafenib: Giam ndng do regorafenib trong huyét tuong do ting chuyén héa boi chit cam ung
enzyme.
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Sertraline: Nguy co mét hiéu qua diéu tri chdng trAm cam.

Simeprevir: Giam nong do simeprevir trong huyét tuong do tang chuyén héa & gan boi chaflt gay
cam Uing enzyme.

Telithromycin: Giam ndng d6 telithromycin trong huyet tuong, ¢6 nguy co tht bai trong diéu tri
chdng nhidm khuén, do ting chuyén hoa & gan bai chét gay cam Ung enzyme.

Ticagrelor: Néng @b ticagrelor trong huyét tuong giam dang ké do tang chuyén héa & gan boi
thudc chong co gidt gdy cam Ung enzyme, c6 nguy co giam hiéu qua diéu tri.

Ulipristal: Nguy co giam téc dung cua ulipristal do tang chuyén héa thube & gan boi chat gdy cam

g enzym. Nén sir dung phuong vhép didu tri thay thé it bi chuyén hoa hon hodc khdng bi chuyén
hoa.

Vemurafenib: Nguy co giam nong d¢, giam hiéu qua ctia vemurafenib.

Vismodegib: Nguy co giam dang ké ndng dd vismodegib trong huyét trong do ting chuyén hoa &
gan boi chat gdy cam Ung enzyme.

Thin trong Khi két hop phenobarbital véi:

Valproate, bao gdm divalproate va valpromide: Khi st dung dong thoi co nguy co lam tdng
nong do phenobarbital trong huyét twong, gy ra qua liéu do trc ché chuyén héa & gan, hay gap nhét
& tré em. Ngoai ra, phenobarbital lam giam nong d¢ valproate trong huyet twong, tang chat chu}en
hoéa valproate va nong d6 amoni (ting ammoniac mau), ting nguy co mic bénh ndo do ting chuyén
héa ¢ gan béi phenobarbital.

Cén theo d&i 1am sang va sinh hoc thudng xuyén.

Giam lidu phenobarbital ngay khi c6 déu hiéu bét thudng vé an than, theo d6i ndng do trong huyét
twong cua ca thudc chong dong kinh va thude chéng tram cam. Bénh nhan dugc didu trj két hop
valproate va phenobarbital nén duge theo ddi cac ddu higu ting ammoniac mau. Trong mot nira sd
trudng hop duge bdo cdo, ting ammoniac mau la khong triéu chimg ma khong din dén bénh nio
1am sang.

Albendazole: St dung ddéng thoi phenobarbztal va albendazole lam giam déng ké ndng dd
albendazole trong huyét trong va chit chuyén hoa c6 hoat tinh do chit giy cam Umg enzyme, c6 thé
dan &n lam giam hidu qua didu tri.

Can theo doi 1am sang dap tmg diéu tri va c6 thé didu chinh liéu albendazole trong va sau qua trinh
diéu tri bing thudc cam tng enzyme.

Thudc we ché protease ting cwomg béi ritonavir (amprenavir, atazanavir, darunavir,
fosamprenavir, indinavir, lopinavir, ritonavir, saquinavir, tipranavir): Nguy co lam giam hi¢u
qua cua thudc khéang protease do tang chuyén hoa & gan bdi chat gdy cam ung enzyme.

Can theo d&i 14m sang va cac chi s hoéa sinh thudng xuyén dic biét 1a khi bit ddu str dung két hop.
Cic androgen (androstanolone, norethandrolone, testosterone): Nguy co lam giam nong do
androgen trong huyét trong va tir d6 lam giam hiéu qua diéu trj do tang chuyén héa & gan.

Theo ddi lam sang va sinh hoc trong qua trinh diéu tri phdi hop va 1 dén 2 tuan sau khi ngimg
thudc cam tmg enzyme.

Thube chen kénh calci (cac dihydropyridine, bepridil, diltiazem, verapamil): Giam nong do
trong huyét tuong cia chat chen kénh calci do ting chuyén hda & gan.

Theo ddi lam sang va co thé diéu chinh liéu cta thudc chen kénh calci trong qué trinh didu tri bang
thudc gdy cam Umng enzyme va sau khi ngimg thuoc.

Thube chong loan nhip nhém IA (disopyramide, hydroquinidine, quinidine): Giam nong do
trong huyét tuong va hidu qua cua thuéc chong loan nhip tim do tang chuyén héa & gan bdi chét
gay cam Ung enzyme.

Theo dai 1dm sang, dién tdm dd (ECG) va kiém so4t ndng dd trong huyét tvong; néu cén thiét, didu
chinh liéu luvong thudc chdng loan nhip trong va sau qua trinh diéu tri bang thudc cam ng enzyme.
Thubc khang vitamin K: Giam (ho#c hiém khi ting khi dung phenytoin) téc dung cua thube ddi
khéang vitamin K.
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Cén theo dai INR thuong xuyén hon.

C6 thé diéu chinh lidu hrong cua thude dbi khang vitamin K trong qué trinh didu tri bing
phenobarbital va 8 ngay sau khi ngimg thudc.

Cic thubc chong trim ciam imipramine: Cac thudc chéng trdm cam imipramine cé thé lam tang
tAn suft xuét hién cia cac con ddng kinh toan thé. Can theo ddi 1dm sang va c6 thé tang lidu thube
chéng dong kinh.

Cenobamate: Trong mét nghién ctru trén cac dbi tugng khde manh, viée sir dung dong thoi
cenobamate 200 mg/ngay va phenobarbital 90 mg/ngay khong dan dén thay d6i dang ké v& mat 1am
sang trong phoi nhiém cenobamate, nhung lai din dén ting phoi nhim véi phenobarbital (Cmax
ting 34% va AUC ting 37%). Khong can diéu chinh liéu cenobamate. Can theo d&i nong dd
phenobarbital trong qué trinh tdng dan liéu cenobamate. Tly thudc vao dap img cua tung ca thé, co
thé can giam liéu phcnobarbital

Thuoc e ché mién dich (Cyclosporin, everolimus, tacrolimus, sirolimus): Giam ndng do trong
huyét twong va hiéu qua diéu tri ctia thude (re ché mién dich do ting chuyén hoa & gan boi chét gay
cam ung enzyme.

Can theo d&i ndng d6 trong huyét trong clia cac thudce trén trong qua trinh diéu tri.

Cic corticosteroid (gluco-, mineralo-): Giam ndng do trong huyét tuong va hidu qua cia céc
corticosteroid do tang chuyén héa & gan: hau qua dic bi¢t nghiém trong ¢ nhimg bénh nhin dugc
dieu tri bo sung bang hydrocortisone va trong nhiing trudng hop ghép tang.

Can theo ddi lam sang va sinh hoc; diéu chinh liéu lwgng corticosteroid trong qua trinh diéu tri
bang thude cam ing enzyme va sau khi ngtmg thudc.

Deferasirox: Nguy co giam nong do deferasirox trong huyet tuong. Theo doi ferritin huyét thanh
trong va sau khi diéu trj bang thudc cam tmg enzyme. Néu can thiét, diéu chinh liéu deferasirox.
Digitoxin: Giam ndng do trong huyét tuong va hiéu qua ctia Digitoxin (tang chuyén héa & gan).
Theo doi 14m sang, ECG va ¢6 thé phai kiém soat nong d9 digitoxin trong méau. Néu cén, diéu
chinh li¢u lugng digitoxin trong qud trinh s dung dong thoi va sau khi ngimg phenobarbital hogc
lua chon digoxin dé diéu tri thay the do chat nay it bi chuyén héa & gan hon.

Cic dihydropyridine: Giam ndng do céc dihydropyridine trong huyét tuong do tang chuyén hoa &
gan.

Theo d&i 1am sang va c6 thé didu chinh lidu cac dihydrcpyridine trong qua trinh didu tri dong thoi
véi thude gdy cam Umg enzyme va sau khi ngimg sir dung.

Disopyramid: Giam nong do trong huyét twong va hidu qua cua thubc chdng loan nhip tim (ting
chuyén héa & gan).

Theo doi lam sang, ECG va ¢o thé kiém soat nong d¢ disopyramid trong huyét twong. Néu cén
thiét, di€u chinh licu disopyramid trong qua trinh didu tri bang phenobarbital va sau khi ngimg
thude.

Doxycycline: Giam nong do doxycyclin trong huyét twrong do tang chuyén héa & gan.

Theo di 14m sang va ¢6 thé diéu chinh lidu doxycycline.

Estrogen (sit dung dwdmg udng, ding qua da va miii) va cdc progestin (khong phai muc dich
ngira thai): Giam hiu qua cua estrogen hodc progestin.

Theo ddi 1am sang va c6 thé didu chinh lidu luong estrogen hodc progestin trong qua trinh didu tri
dong thoi véi thude qﬁy cam Ung enzyme va sau khi ngtmng sur dung.

Felbamate: Giam nong d0 va hiéu qua trong huyét tvong cua felbamate va ting ndng do
phenobarbital trong huyé ét tuong, ¢ nguy co qua lidu.

Theo doi Iapj sang, kiém so4t ndng &6 phenobarbital trong huyét twong cing véi didu chinh lidu
luong néu céan thiét.

Folate: Folate l1a mét trong nhimg ddng yéu td gdy giam ndng dd phenobarbital trong huyét turong
do ting chuyén hda.
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Theo d5i lam sang, kiém so4t ndng do trong huyet tuong va didu chinh liéu phenobarbital trong qué
trinh bd sung folic va sau khi ngimg thudc, néu cin thiét.

Hormon tuyén gidp: Bing cach ngoai suy cac chit gdy cam tmg manh khéc:

Nguy co suy giap lam sang ¢ bénh nhan suy giap, do tang chuyén hoa T3 va T4.

Theo doi noéng dd T3 va T 4 trong huyét thanh va didu chinh liéu luong hormoneltuyén giap, néu
cén thiét, trong qud trinh diéu tri bang thuéc cam Gmg enzyme va sau khi nglmg thudc.
Hydrocortisone: Nguy co giam hi¢u qua cua hydrocortisone (tang chuyén héa); hdu qua rat
nghiém trong khi dung hydrocortisone nhu 1iéu phap thay thé hodc trong trong hop cay ghép.

Theo doi 1&m séng va sirh hee; didu chinh lidu luong hydrocortisone trong qué trinh diéu tri két
hop va sau khi ngimg thudc giy cam Umg enzyme.

Hydroquinidine, quinidine: Giam ndng dd trong huyét tuong va hiéu qua diéu tri cua céc
quinidinic (tang chuyén hoéa & gan).

Theo doi lam sang, ECG va kiém soat nong dd trong ‘huyét tuong; nép can thiét, diéu chinh liéu
lugng thude chong loan nhip trong qua trinh diéu tri dong thoi véi thude gdy cam Gng enzyme va
sau khi ngimg thuoc.

Ivabradine: Nguy co giam hiéu qua cta ivabradine do ting chuyén héa béi chit giy cam tGng
enzyme.

Theo doi 14m sang va diéu chinh lidu ivabradine trong qué trinh diéu tri phdi hop va sau khi ngimg
thudc cam Umg enzyme.

Methadone: Tang nguy co suy hd hip, ¢6 thé gay tir vong trong trudmg hop qua liéu.

Ngoai ra, giam nong do methadone trong huyét tuong c6 nguy co khoi phét hoi chimg cai thude do
tang chuyén hoa & gan.

Theo d&i 14m sang thudmg xuyén va diéu chinh liéu methadone.

Maraviroc: Trong truong hop khong dung déng thol voi chét e ché CYP3A4 manh, ndng do
maraviroc s& giam do chat gdy cam Umg enzyme. Liéu maraviroc nén dugc tang 1én 600 mg x 2
lan/ngay trong trudng hop nay.

Metronidazole: Giam nong do metronidazole trong huyét twong do tang chuyén hoa & gan boi chat
gdy cam (rng enzyme.

Theo doi 1&m sang va ¢6 thé didu china lidu metronidazole trong qua trinh diéu trj dong thoi voi
thudc géy cam Umg enzyme va sau khi ngirng thuoc.

Montelukast: Nguy co giam hi¢u qua cua montelukast do ting chuyén héa & gan. Theo doi 14m
sang va c6 the diéu chinh lieu luong cua thudc chong hen.

Posaconazole: Giam nong do va hiéu qua trong huyét trong ctia posaconazole.

Theo dai 1am sang chit ché. Néu_ c6 thé, kiém soat ndng do posaconazole trong huyét twong va cé
thé diéu chinh liéu luong cia thudc nay.

Propafenone: Giam ndng dd propafenone trong huyét tvong do ting chuyén héa & gan boi chét
gdy cam Uung enzyme.

Theo dbi lam sang va ECG. Néu cin thiét, diéu chinh lidu luong propafenone trong qué trinh phdi
hop va sau khi ngirg thudc cam tng enzyme.

Quinine: Nguy co mét hidu qua ciia quinine do tang chuyén héa & gan do chét cam ing enzyme.
Theo d5i 1dm sang va diéu chinh lidu quinine trong qu4 trinh diéu tri bang thudc cam Umg enzyme
va sau khi ngtmg str dung.

Saquinavir: Nguy co giam hiéu qua cia thudc khang protease do tang chuyén héa & gan.
Stiripentol: Tang ndng dd trong huyét twong cia thude chdng dong kinh giy cam tmg enzyme, c6
nguy co qué liéu do irc ché chuyén héa & gan bang stiripentol.

Theo d&i 1am sang va liéu lugng trong huyét twong (néu c6 thé) cua thude chdng dong kinh ding
ddng thoi voi stiripentol va cé thé diéu chinh liéu luong.

Theophylline (dang base va mubi) va aminophylline: Giam ndng dd trong huyét twong va hoat
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tinh cia theophylline do ting chuyén héa & gan boi chit giy cam tmg enzyme.

Theo doi 1am sang va néu can thiét theo d3i ndng dd theophylline mau. C6 thé diu chinh liéu
lugng theophylline trong qua trinh diéu tri déng thoi voi chat cam tmg enzyme va sau khi nglmg st
dung.

Tiagabine: Giam ndng dd tiagabine trong huyét trong do ting chuyén héa & gan. C6 thé cén phai
tang licu tiagabine.

Cac twong idc thudc khac cin lru ¥:

Amitriptylin/Amitriptylinoxide: C6 thé gay giam néng do trong huyét twong cia amitriptyline/
amitriptylinoxide.

Thubc chéng ung thu: Su két hop giita phenobarbital va thude chong ung thl.r bi chuyen hoa qua
enzyme (cytochrome P-450 va UDP glycosyltransferase) co thé dan dén nguy co giam ndng dd véi
thube chéng ung thur.

Thubc chéng ddng kinh: lamotrigine: Su két hop gitra phenobarbital va lamotrigine ¢6 thé lam
giam hiéu qua va gay ddc tinh vé huyét hoc nhu giam bach ciu va giam tiéu cAu.

Thubc e ché than kinh trung wong khac: Din xuit opioid (gidm dau, glam ho va diéu tri
thay thé); thubc an thin kinh; thudc an thdn, thude benzodiazepine; thuoc giam lo au trir
benzodiazepine (vi du, meprobamate), thubc ngi; thudc chéng trim cim an thin
(amitriptyline, doxepin, mianserm, mirtazapine, tripipramine); thudc an thin khing
histamine H1; thudc ha huyet ap tac dong 1én thin kinh trung wong; thuoc khac: Baclofen,
thalidomide: Tang tic dung trAim cam trung wong. Suy giam su tlnh tao c6 thé khién viéc 1ai xe va
sir dung may moc tré nén nguy hiém.

Ngodi ra, dbi véi cdc dan xuit opioid (thube gidm dau, ﬂmoc gidm ho va thubc diéu tri thay thé),
cdc benzodiazepine: Gay tang nguy co suy ho hap, ¢6 thé gdy tir vong trong trudong hop qua licu.
Bortezomib, cabazitaxel, docetaxel: Giam nbng do cua tac nhan gy doc té bao do ting chuyén
hoa boi chat gy cam tng enzyme, ¢6 nguy co lam giam hiéu qua dicu tri.

Carbamazepine (can chii ¥, ddc biét 1a khi dién giai ndng dj trong huyét twong): Giam dan
nong dd trong huyet tuong cua carbamazepine va chat chuyén hoa ¢6 hoat tinh ma khong ¢6 su
thay déi ro rét v& hidu qua. Thén trong khi dién giai ndng &6 trong huyét tuong trong két qua xét
nghiém.

Irinotecan: Co thé giéi}l nong do trong huyét tuong cia chét chuyén hoa cé hoat tinh cua
irinotecan, ¢4 nguy co that bai trong dicu tri.

Metoprolol, propranolol (can hru ¥ Vi cdc thudc chen beta nay dugce thai triv chu yéu qua
chuyén hoéa sinh hoe & gan): Giam ndng do trong huyét tuong cua céc thude chen beta ndy dong
thoi 1am giam tac dung 14m sang cua ching (tang toc 0 chuyén hoa & gan).

Midazolam: Nguy co giam ndng do midazolam trong huyét tuong khi dung ciing thube chéng co
giat.

Phenytoin (va ngoai suy la fosphenytoin)

1. Trong trudng hop diéu trj trude d6 bang phenobarbital hodc primidone va b sung phenytoin,
ndng d0 phenobarbital trong huyét tuong ting c6 thé din dén cac déu hiéu nhidm doc (ic ché
chuyén héa do canh tranh).

2. Trong truong hep diéu tri trude d6 bing phenytoin va bd sung phenobarbital hodc primidone, ¢é
nhitng bién doi khoé luong:

a) Nong do phenytoin trong huye &t twong thudng giam nhat (ting chuyén hoa) anh huong bat loi dén
tic dung chdng co gidt. Khi ngimg phenobarbital hoic primidone, ¢6 thé gap tac dung khéng mong
mubn cta phenytoin;

b) Déi khi ndng dd phenytoin c6 thé ting 1én (e ché canh tranh chuyén hoa).

Perampanel: Giam déng ké ndng do perampanel (t6i 2/3).

Procarbazine: Ting phan ung qué mén (ting bach cau 4i toan, phét ban) do tang chuyén héa
procarbazine.
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Propranolol: Giam ndng dd propranolol trong huyét trong ddng thoi giam tac dung 14m sang (tang
chuyén héa & gan).
Rivaroxaban: Gidm nong d9 rivaroxaban trong huyét trong, cé nguy co giam hiéu qua diéu tri.

TAC DUNG KHONG MONG MUON CUA THUOC

Céc tac dung phu duoc phéan loai theo tin sudt nhu sau: Rét hay gap (= 1/10), hay gép (= 1/100 va <
1/10), it gap (> 1/1.000 va < 1/100), hiém gap (> 1/10.000 va < 1/1.000), khong rd (khong thé udc
tinh dya trén dit lidu c6 san).

Réi loan hé thin kinh

Hay gdp: Budn ngu (khé thirc gidc, 61 khi khé phét 4m), rdi loan nhan thirc, suy gidm tri nhé.

Ir gdp: Rbi loan phdi hop va thang bing, chéng mit, nhitc dau.

Hiém gdp: Réi loan kha nang chu y.

Chuea ré: Rbi loan van dong.

Réi loan tAm thin

Hay gdp: Hanh vi bét thudng, kich dong, hung hing.

It gap: Réi loan téim‘trang, rbi loan gide ngt/mét ngil.

Khéng ro: Hoi chung 1€ thudc thude.

Réi loan da va mo dwdi da

Hay gdp: Viém da di tmg (dic biét 13 ban dat sin dang séi hodc dang seo).

Khéng ro:

- Ban do sc t6 ¢6 dinh.

- Co Ihé xay ra phan ung da nghiém trong nhu céc truong hop cuc ki hiém giip cua hoai tir biéu bi
nhiém ddc (TEN), héi chimg Stevens-Johnson (SJS), viém da troc vay.

- Phén tmg thude VOl tang bach cau 4&i toan va céc triéu chimg toan thdn (DRESS) va ngoai ban
mun mu toan than cap tinh (AGEP).

C6 céc phan tmg chéo hiém gap gilta phenobarbital, phenytoin va carbamazepine nén can than

trong khi thay thé phenobarbital bing céc thude khac.

_ R6i loan gan mat

Hay gép: Tang gamma-glutamyltransferase, transaminase va/hoac phosphatase kiém.

Chua ré: Viém gan.

Co xwong va toan than

Hay gdp: Co rut can gan ban tay (bénh Dupuytren).

It géip: Pau khép (hoi chimg vai-tay hodc bénh thap khép).

Khéng ré: Co rut cén gan chan (bénh Ledderhose), xo cung vt hang (bénh Lapeyronie).

D3 cé béo cdo vé cac truong hop giam mat d6 khoang xuong, thiéu xuong, lodng xuong, gay

xuong ¢ nhimg bénh nhin diéu tri 1au dai bang phenobarbital. Chua 5 co ché tic ddng ctia thudce
1én chuyén héa xuong.

R6i loan hé mau va bach huyét

Khong ro: Giam huyet cau toan phan, thleu mau bat san, thiéu méau do thiéu acid folic, mit bach
cau hat, giam bach céu trung tinh, giam tiéu cau.

Réi loan tiéu héa

Hay gdp: Budn ndn, non.

Dj tat bim sinh va di truyén

Chua rd: Di tat bm sinh, céc di tat khéc (xem phin Cdnh bdo va thén trong khi diing thubc va Sir
dung thudc cho phu nit co thai va phu nir cho con bi).

Cén phai ngimg diéu trj néu xuét hién céc phan tmg nghiém trong anh huong dén gan va/hodc da
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cling nhu céc phan (mg qua man.

QUA LIEU VA CACH XU TRi
Triéu chitng
Trong vong mot gi& sau khi udng qua liu, cac tridu chimg c6 thé xay ra bao gom Budn non, ndn,

nhtre déu, y thire 14n 16n, réi loan tim than va tham chi hon mé lién quan dén hoi chimg r6i loan
than kinh thue vét dién hinh (thé cham bat thuong, tic nghén khi quan, ha huyét ap dong mach).

Piéu tri
Loi tidu cudng ché, kiém héa nudc tiéu, hd tro ho hép, diéu trj bing khang sinh, bd sung kali.

PAC TINH DUQC LUC HQC

Nhom duoc Iy: Din xuét barbiturat (c6 téc dung kéo dai).

Ma ATC: NO3AAQ2.

Phenobarbital 1a mot barbiturate, ¢6 dac tinh chéng co giat, an than va gay ngu.

DPAC TINH DUQC PONG HQC

Khoang 80% lidu phenobarbital dudmg udng duoc hip thu qua dudng tiéu hoa; ndng dd tdi da trong
huyeét tuong dat duoc sau khoang 8 gid & ngudi 1om va 4 gior ¢ tré em.

Phenobarbital lién két mot phan véi protein huyét twong (50% & ngudi 16n va 60% & tré em).

Thoi gian ban thai trong huyét twong la 50 dén 140 gi¢r & ngudi lén va 40 dén 70 gioy & tré em, tang
1én trong trudong hop suy gan, suy than va & ngudi cao tudi.

Phenobarbital phan bd khip co thé, dic biét 12 & nfio do kha niing tan trong lipid, phenobarbital di
qua hang rao nhau thai va di vao sira me.

Thudc dwoc chuyén héa & gan (thanh mot dan chét hydroxyl hoa khong ¢6 hoat tinh, sau dé dugc
lién hop v6i acid gl\ucuronic hodc sulfo) va dugc bai tiét qua thin & dang khong déi (dac biét khi
nude tiéu co tinh kiém).

QUY CACH PONG GOI: Hép 10 vi x 10 vién.

DPIEU KIEN BAO QUAN: Bao quan & nhiét d3 dudi 30°C.

TIEU CHUAN CHAT LUQNG CUA THUOC: USP.

HAN DUNG: 36 thang ké tir ngdy san xuat.

TEN, PIA CHI CUA CO SO SAN XUAT THUOC:
ARENA GROUP S.A.
Dia chi: Bd. Dunarii nr. 54, Oras Voluntari, Jud. Ilfov, cod 077190, Romania.
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