DE xa tam tay tré em.

Doc ky hudng din s dung trude khi ding.

Thudt nay chi ding theo don thudc.

THANH PHAN CONG THUC THUBC

Thanh phan hoat chat: Acyclovir ... 400 mg

Thanh phan té dwdc: Microcrystalline cellulose M101, tinh bot mi, mau dd ponceau,
povidon K30, colloidal silicon dioxyd, magnesi stearat, talc.

DANG BAO CHE: vién nén.

Md 14 san phdm: Vign nén hinh bdu dyc, mau hdng, mot mit tron, mot mat co ky
hieu -+ ,canhvathanhviénlanh lan.

CHi BINH

Piu tri nhim virus Herpes simplex & da va niém mac bao gém Herpes sinh duc
ban ddu va tai phat (khéng bao gdm nhim HSV so sinh va nhiEm HSV ndng § tré
em bi suy gidm mién dich).

Uc ch& (ngdn ngifa ti phat) nhidm Herpes simplex tai phat & bénh nhén c6 kha
ning mién dich.

Du phong nhidm Herpes simplexd b&nh nhan suy gidm mién dich.

Pigutri nhiém Varicella (b&nh thily d4u).

CACH DUNG, LIEU DUNG

CACHDUNG

Ding dudng udng. Nhitng bénh nhan gip khé khin khi nudt c6 thé hoa tan vién
thu‘(”)'c trong it nhdt 50 mi nude va khudy déu trude khi udng.

LIEU DUNG

Ngugi [6n

Bi€u tri nhi€m Herpes simplex: N&n udng 200 mg acyclovir, 5 1an mbi ngay, céch
nhau khodng 4 git, bd qua liéu ban dém. Vige didu trj nén ti€p tuc trong 5 ngay,
nhung trong nhiing trudng hop nghiém trong ltic ban ddu, cd thé phai kéo dai thoi
gian diéutri.

{ nhiing bénh nhan bi suy giam mién dich nghiém trong (vi du nhu sau khi ghép
tlly) hodic & nhitng b&nh nhan bi suy gidm hap thu tif rudt, lidu c6 thé ting gdp doi
[&n 400 mg acyclovir hodc 6 thé can nhic ding lidu tiém tinh mach thay the. Nén
bit ddu diing thudc cang som cang 6t sau khi bt dau bi nhiém bénh; dGi véi cac
dot tai phat, 16t nhat 13 trong thai ky tién cin hodc khi cac tn thuong mai xust hién.
Uc ché nhim Herpes simplex & bénh nhan c6 kha ndng mién dich: Nén udng
200 mg acyclovir, 4 [an mdi ngay, céch nhau khoéng 6 gid.

Nhiu bénh nhan ¢6 thé dugc kiém soat t6t véi lidu 400 mg acyclovir, 2 1dn méi
ngay, cich nhau khoang 12 gid.

Chun d6 lidu luong xudng 200 mg acyclovir, 3 1dn mbi ngay, cach nhau khoang 8
gity hodc tham chi 2 14n mBi ngay, cich nhau khoang 12 gid, ¢ thé ching minh higu
qua. :

Mgt s6 bénh nhan cd thé bi nhifm dot pha khi diing tong fiéu 800 mg acyclovir
hang ngay.

Liéu phdp nén dugc gidn doan dinh ky trong khoéng thi gian tif 6 d&n 12 thang, a8
quan sat nhiing thay d6i c6 thé x&y ra trong lich sii ty nhién clia b&nh.

Dy phong nhim Herpes simplex & hénh nhan suy gidm mién dich: N&n udng
200 mg acyclovir, 4 1dn mdi ngay, céch nhau khodng 6 gid.

@ nhiing b&nh nhan bj suy giam mifn dich nghiém trong (vi du sau khi ghép tly)
hodc & nhiing b&nh nhan bi suy gidm kha ndng hdp thu tif rudt, fidu co thé ting gdp
doi 16n 400 mg acyclovir hodc ¢6 thé can nhic ding liu tiém tinh mach.

Thdil gian diing thudc dy phong dude xac dinh bing khoéng thdi gian ¢ nguy cd xay
ra.

Tré em

Pidutri nhiEm Herpes simplexva du phong nhidm Herpes simplexd ngudi suy gidm
mign dich: Tré em tir 2 tudi tr& 180 nén dung liu ngudsi lon va tré em dudi 2 tudi nén
duing mot nira liéu ngudi 16n. Didu trj nhidm Varicelia (thily dau): Tré em dudi 2 tdi:
200 mg acyclovir, 4 18n mBi ngay. Tré em tir 2 - 5 tudi: 400 mg acyclovir, 4 dn mdi
ngay. Tré em tir 6 tudi trd 16n: 800 mg acyclovir, 4 14n mbi ngay. Difu tri nén tiép tuc
trong 5 ngay. Lidu ¢6 thé duge tinh todn chinh xac hon 1a 20 mg/ kg th trong
(khng vugt qué 800 mg, 4 I&n mdi ngay). Dang bao ché dang 16ng ¢é thé phit hgp
han cho tré nhd.

Khong c6 dif ligu cu thé nao vé vigc G ché nhifm Herpes simplex hoac didu tri
nhiém Herpes zoster & tré em ¢6 kha ning mién dich. Khi diéu tri nhigm Herpes
zoster tré em bi suy gidm mi&n dich nén xem xét s dung dudng tiém.

Noudi cao tudi

Phai xem x&t kha nang suy than & ngudi cao tudi va diéu chinh ligu lugng cho phi
hop (xem phan Lidu lugng & ngudi suy than bn dud).

& ngudi cao tudi, d6 thanh thai toan phan ciia acyclovir trong cg thé gidm ciing voi
@6 thanh thai creatinin. '

Gan duy tri a0 nuc cho bénh nhan cao tudi diing acyclovir dubing ugng liéu cao. Can
chil y dc bigt dén vigc gidm liud bénh nhan cao tubt bj suy gidm chiic ndng than.
Bénh nhan suy thdn

Th4n trong khi diing acyclovir cho bénh nhan suy gidm chic nang than. Can duy tri
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Trong didu tri nhiém Herpes simplex § bénh nkan suy giam chiic nang than, liéu ung
khuy&n cdo s& khong dan d&n tich tu acyclovir trén mic G dugc thigt 1ap 12 an toan khi
truyén tinh mach. Tuy nhién, d&i véi banh nhan suy than ning (d0 thanh thai creatinin dudi
10 ml/ phit) nén diéu chinh lidu lugng thanh 200 mg acyclovir, 2 IAn mdi ngay; cach nhau
khodng 12 git mt 1an.

Trong diéu tri nhi@m Herpes zoster, nén diéu chinh liu lugng thanh 800 mg acyclovir, 2
14n mdi ngdy, céch nhau khodng 12 gid d6i vGi bénh nhan suy than ndng (dd thanh thai
creatinin dui 10 ml/ phit), va 800 mg acyclovir, 3 1dn hang ngay cach nhau khoéng 8 git
cho bénh nhén suy than trung binh (d6 thanh thai creatinin trong khoang 10 - 25 mi/ phiit).
Hodc theo chl dan clia Thay thudc.

CHONG CHi BINH

Quéa man véi acyclovir hoic valacyclovir, hoc véi bat ky t& duge nao clia thudc.

GANH BAO VA THAN TRONG KHI DUNG THUGC

S dung cho b&nh nhén suy than va bénh nhén cao tudi

Acyclovir dugc thai trii qua sy thanh thai & than, do d6 phai gidm liéu 6 bénh nhan suy
than. Bénh nhan cao tudi ¢6 kha niang bi gidm chiic niing than va do do cdn phai gidm ligu
& nhom bénh nhan nay. Bénh nhan cao tudi va bénh nhan suy than déu c6 nhiéu nguy ¢o
cao gip cac tac dung phy vé than kinh va nén dugc theo dbi chit ché cdc anh huling clia
nhiing téc dung phu nay. Trong céc trudng hgp dugc bao cdo, cac tic dung phu nay s& hét
khi ngling thudc.

Didutri bing acyclovir kéo dai hodc 1p lai trén ngudi bénh suy gidm mién dich ndng c6
thé din dén gidm sy nhay cam clia cdc chiing virus, va khdng con dap (ng véi diéu tri
bing acyclovir.

Tinh trang bl nudc: Can chd ¥ b sung di nuc cho nhiing bénh nhan diing acyclovir lidu
cao.

Nguy co suy than ting 1&n khi diing chung véi cac thudc doc véi thin khéc.

Dit fiéu hign c6 tir cdc nghién cltu 1am sang khong dii dé k&t ludn ring diéu tri bing
acyclovir [am gidm ty 18 cac bién chiing lién quan dén thlly dau & nhiing b&nh nhan khong
suy gidm mién dich.

Lién quan dén ta dugc ,

Lactose monohydrat: khdng nén sii dung & b&nin nhan c6 van dé vé dung nap galactose,
thigu hut men lactase holic bi rdi loan hip thu glucose - galactose.

Mau dé ponceau: ¢ thé gay phan (ing dj (ing.

U’ DUNG THUOC CHO PHY N{T CO THAI VA CHO CON BU

Phu nif ¢d thai

Chi nén duing acyclovir khi igi ich cao han nguy cd.

DU ligu sau ti&p thi & phu nii mang thai sii dung acyclovir (bat ky dang n&o) cho thay khdng
¢6 sy gia ting o lugng di tat bim sinh gilta cac d8i tugng ti€p xdic véi acyclovir so véi doi
tugng khac. Sl dung acyclovir toan than trong c4c thir nghiém tiéu chudn duge quac 16
chdp nhan khong cho thdy tac dung gy ddc cho phoi hodc gay quéi thai § thd, chudt cdng
hodc chudt nhit.

Trong mdt thif nghidm khong tiéu chudn trén chudt, cc bdt thudng clia bao thai dugc quan
sat thdy nhung chl sau khi diing Yigu cao dudi da d&n miic gay doc cho me. Sy fign quan vé
mit 14m sang clia nhiing phét hign nay 1a khdng chic chin,

C4n than trong bing c4ch can biing gilfa Igi fich ti8m niing clia vigc difu trj vai bat ky nguy
cd nao c6 thé xay ra.

Phu nii cho con bhii

Sau khi ubng 200 mg acyclovir x 5 [An/ ngay, acyclovir da dugc phat hién trong siia me vGi
ndng 6 t 0,6 d&n 4,1 1an so véi ndng dd tuong (ing trong huy&t tuong. Mdc o ndy 6 thé
khign tré b0 me tip xac véi liéu lugng acyclovir 18n dén 0,3 mg/ kg/ ngay. Do d6, nén than
trong néu ding thudc cho phy nit dang cho con bi.

Kha néng sinh san

Khéng c6 thong tin vé &nh huting clia acyclovir ddi véi kha nding sinh s&n clia phy ni.
Trong mot nghién clu trén 20 b&nh nhadn nam ¢6 s lugng tinh tring binh thutng,
acyclovir dubing udng duge dung v6i lidu [én dén 1 g mi ngay trong 6 thang da dugc ching
minh 13 khong cd anh hudng dang k& v& mat 1am sang d6i vai sd lugng, kha ning di
chuy&n hodc hinh thai clia tinh triing.

ANH HUGNG COA THUGC LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Chua c6 nghién clu vé anh hubing clia acyclovir d&n kha niing 1ai xe hodc vin hanh may
méc. Tac dung bt Idi d6i véi cdc hoat dong nhu vy khong thé dugc dy doan tir dugc 1Y hoc
clia hoat chat, nhung cdn luu ¥ d&n cdc tac dung khong mong mudn.

Mét s5 tac dung khdng mong mudn nhu budn ngll ¢6 thé 1am gidm kha ndng tap trung va
phan Gng clia b&nh nhan. Bénh nhan nén dam bdo khong bi &nh huling trudc khi I4i xe
hodc van hanh méy méc.

TUGNG TAC, TUONG KY cOA THUOC

TUONG TAC THUOC

Acyclovir dugc thai tril chll y&u dudi dang khong déi vao nutc tiéu, qua gua trinh bai tigt tich
cuic & 6ng than. Bat ky thudc nao diing dong thdi canh tranh v6i co ché nay déu cd thé gy
tang ndng do acyclovir trong huyét tudng.

Probenecid va cimetidin [am ting dién tich dugi dubing cong (AUC) clia acyclovir theo cd
ch& nay, va giam dg thanh thai qua than clia acyclovir. Tuang tu, tinh trang ting AUC trong
huy&t tudng clia acyclovir va chdt chuyén hoa khong hoat tinh clia mycophenolat mofetil
(mdt tac nhan gay giam min dich diing cho bénh nhan cdy ghép) da duge nhan thay khi
cdc thudc duge dling ddng thdi. Tuy nhign, khdng cin diéu chinh liéu vi acyclovir ¢ chi so
diéutri rong. .

Mot nghign clu thli nghigm trén 5 d6i tugng nam gidi cho thdy diing dong thdi vai acyclovir
Jam ting AUC clia theophylin khoang 50%. Nén xdc dinh ndng dd trong huyét tudng khi
diéu trj dBng thi vGi acyclovir.

TUGNG KY THUDC: Khong rG.

TAC DUNG KHONG MONG MUON COA THUGC

C4c tac dung khong mong mudn theo tin suat bén dusi 1 udc tinh. D8I vai hau hét céc tac
dung khong mong mugn, dii liéu phil hgp d& udc tinh t7 1§ mdc bénh khdng c6 sin. Ngoai
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ra, cac tac dung khdng mong muén c6 thé thay ddi vé ty 18 tly thudc vao chi dinh.

Udc tinh vé tan sudt clia cac tac dung khong mong mudn da dugc dua vao mic dii khong
chic chén d6i vi tt ¢a cac tac dung khdng mong mudn. Quy udc sau day duge st dung dé
phan loai cdc tac dung khong mong mudn vé tan sudt: Rat thudng gdp (= 1/ 10), thudng
gap (= 1/ 100 va < 1/ 10), khong thudng gap (= 1/ 1000 va < 1/ 100), hi§m gap (> 1/
10.000 va < 1/1000), rdt hiém gip (< 1/10.000).

Rdi loan mau va hé bach huyét

R4t him gap: Thigu méu, gidm bach cdu, giam tidu cau.

Rdi loan hé thdng mién dich

Higm giip: S8c phén va.

Rdi loan tam than va hé thdn kinh

Thuing gip: Nhiic ddu, chéng mat. Rat hidm gap: Kich dong, i 1n, run, mét didu hoa, ri
loan nhip tim, 4o gidc, céc trigu chiing loan thn, co giat, bun ngll, b&nh ndo, hon mé.
Cac tac dung khdng mong mudn tran thiting c6 thé hdi phyc va thuding dugc bao céo b
bénh nhan suy than hodic c6 cac y&u t gay nguy co khdc.

Rdi loan hd hap, long ngyc va trung that

Higm gap: Kho tho.

Roi loan tiéu héa

Thuding gap: Budn ndn, nén miia, tiéu chdy, dau bung.

R&i loan gan - mat

Higm gdp: Tang c6 hdi phuc bilirubin va cac enzym lign quan d&n gan. R4t higm gdp: Viém
gan, vang da.

Rdi loan da va md dudi da

Thudng gap: Ngita, phat ban (ké ca nhay cdm véi 4nh séng). Kndng thuting gap: May day,
rung t6¢ lan tda. Rung toc lan ta c6 lién quan d&n nhiéu loai b&nh va cdc loai thudc, khong
¢chic chin 1a do acyclovir. Hi§m gip: Phi mach.

Roi loan than va tiét niéu

Hi€m gip: Tang uré va creatinin mau. Rt hiém gap: Suy than cép, dau thin. Dau than c6
thé lién quan d&n sty than va ¢6 tinh thé trong nudc tiéu.

Cac r8i loan chung va tinh trang co dia

Thudng gép: Mét mbi, s6t.

Théing bao cho béc st nhiing tac dung khong mong mudn gap phai khi si dung thudc.

QUA LIEU VA CACH XU TRi

Triéu chifng

Acyclovir chf duge hap thu mot phin qua dudng tiéu hoa. Benh nhan ding qud ligu 1&n dén
20 g acyclovir mot I&n duy nhat, thuting khong c6 tic dung phu nao. USng qud lidu
acyclovir Iap lai trong vai ngay s& xudt hién cdc tdc dong dén dudng tidu hoa (nhu bubn
non, nén) va hé than kinh (dau dAu, 1a f&n).

Céch x@ tri: Bénh nhan cin dugc theo ddi chit ch& céc dau higu ngd doc. Tham tach mau
gilip ting cuiing dang k& vige loai b acyclovir khdi méu va do do, co thé dugc coi 12 mot
Itra chon x{ tri trong truding hgp qua ligu co triéu ching.

PAC TINH DUGC LUC HOC

Nhom duge Iy: Thudc khéng virus tac dung tryc tigp, chét fic ch& enzym phién ma ngugc
khong nucleosid va nucleotid. Ma ATC: JO5ABO1.

Acyclovir 12 mdt ddin chét purin nucleosid tng hgp, ¢6 hoat tinh dic ¢h& in vitro va in vivo
doi véi virus Herpes & ngudi, bao gm virus Herpes simplex (HSY) type | va type i va virus
Varicella zoster (VZV).

Hoat tinh (¢ ché clia acyclovir d8i v&i HSV I, HSV [l va VZV c6 tinh chon loc cao. Enzym
thymidin kinase (TK) clia cc 16 bao binh thubng (khang nhim virus) khong sir dung
acyclovir [am cg chét, do d6 doc tinh d8i vi € bao vat chil clia dong vat c6 vi 1a thap; tuy
nhién, TK dugc md héa bdi HSV vd VZV chuyén d6i acyclovir thanh acyclovir
monophosphat, mat din chét nucteosid, sau d6 duge chuyén ddi ti€p tuc thanh diphosphat

va cudi cling thanh triphosphat béi cac enzym t& bao. Acyclovir triphosphat can tré
DNA polymerase clia virus va (ic ché sy sao chép DNA clia virus, gan ket vao DNA
clia virus va k&t thc chudi DNA.

Sit dung acyclovir kéo dai hoac 1p di lip ai & bénh nhan suy gidm mién dich ndng
¢o thé dan dén gidm sy nhay cam clia cac chiing virus, va khdng con dap ting véi
didu trj bing acyclovir. Trong 1am sang, hdu hét cdc chiing gidm tinh nhay cam vdi
acyclovir do thiu enzym TK, tuy nhién, cdc chiing c6 enzym TK hodc DNA
polymerase bign d6i cling da dugc bao cdo. Trong in vitro, su ti€p xiic clia HSV duge
phan 1ap v6i acyclovir cling 6 thé din d&n su xuat hién clia ¢ac chiing it nhay cam
hon. M6i quan hé gilta 6 nhay cam in vitro clia cac chiing HSV va déap Gng lam
sang v6i acyclovir la khong r rang.

DAC TiNH DUGC DONG HOC

Hép thu

Acyclovir duge hap thu mdt phan tlf rugt. Sinh kha dung duding udng trung binh thay
ddi tir 10 d&n 20%. Trong diéu kign doi, ndng do dinh trung binh (Cmax) 12 0,4
microgam/ mi dat dudc sau khoang 1,6 gidi khi diing ligu 200 mg dudi dang hdn dich
ubng hodc vién nang. Néng do dinh trung binh trong huyét tudng (Cssmax) téng lén
0,7 microgam/ ml (3,1 micromol) & trang thai dn dinh sau khi diing ligu 200 mg, bon
git mdt 14n. Sy gia tang véi tf 18 it hon duge quan sat thdy d6i vai ndng dd Cssmax
sau khi sif dung lidu 400 mg va 800 mg, méi ban giv, vai cdc gid tri 1an lugt dat 1,2
va 1,8 microgam/ ml (5,3 va 8 micromol).

Phén b

Thé tich phan bd trung binh 13 26 L cho thdy acyclovir dugc phan b trong tdng
jugng nudc co thé. Sau khi udng, thé tich phan b clia thudc (Vd/ F) dao dong 12,3 -
17,8 L/ kg. Vi suf gén két vai protein huyét tuang tuong dGi thap (9 d&n 33%), céc
tuong tac thudc lign quan d&n su dich chuyén vi tri gdn k&t khdng dugc dy dodn
trudc. Nong do thudc trong dich ndo tly x&p xi 50% ndng dd tudng (ing trong huy&t
tuong & trang théi 6n dinh.

Chuyén hda

Acyclovir dugc bai tist chil véu & dang khdng ddi qua than. Chdt chuyén héa quan
trong duy nhat trong nudc tigu 1a 9 - [(carboxymethoxy) methyf] guanin, va chiém
10 - 15% lidu lugng bai tiét qua nudc tidu.

Thai trir

@ ngudi 6, ndng do thudc toan than (AUC,.) ndm trong khodng tif 1,9 dén 2,2
microgam* h/ mL sau khi dung liéu 200 mg. § lidu nay, thdi gian ban thai trong
huy8t tuong trung binh sau khi usng thay ddi tir 2,8 dén 4,1 gid.

P thanh thai gua than chia acyclovir (CICr = 14,3 L/ h) 16n hon nhiéu so véi dd thanh
th&i creatinin, cho thay sy bai tiét thudc qua Bng than, ngoai chiic nang loc & cu
than, g6p phan vio viéc thai trir thudc qua than. Thdi gian ban thai va tng do thanh
thai clia acyclovir phu thudc vao chiic ndng than. Do d6, khuyén cdo diéu chinh liéu
cho hénh nhan suy than.

Khéng c6 di lidu dugc dong hoc cho cong thiic udng 6 tré sd sinh. DI liéu dudc déng
hoc hién ¢6 duy nhdt danh cho ch& phdm tiém finh mach & nhom twdi nay.

Cac 4o twgng dic biét

Ngudi cao tudi

{ nhitng bénh nhan cao tudi chiic nang than binh thudng ¢ df thanh thi toan phan
giam khi tudi cing cao do gidm do thanh thai creatinin. Tuy nhién, phai can nhic
kha ndng suy than & ngudi cao tubi va diéu chinh liéu lugng cho phi hap.

Tré em

@ tra em trén 1 tudi, ndng dd dinh (Cssmax) va ndng dg day (Cssmin) trong huyét
tuong 12 tuong ty khi liéu 250 mg/ m? duge dung thay the cho liéu 5 mg/ kg va liéu
500 mg/ m* thay cho liéu 10 mg/ kg. § tré sa sinh va tré nhd (0 - 3 théng tudi) duge
diu tri v6i lidu 10 mg/ kg tiém truyén trong 1 gid, khoéng cdch liéu 1 8 gid, Cssmax
12 61,2 micromol (13,8 mcg/ mi) va Cssmin 1a 10,1 micromol (2,3 meg/ ml). Thai
gian ban thai & nhitng d6i tugng nay 1a 3,8 gid. Mot nhom tré sd sinh dugc digu tri véi
15 mg/ kg m3i 8 giy mat I4n cho thay ndng d trong huy&t tudng tang 1y 18 thudn voi
liéu dung, v6i Cmax la 83,5 micromol (18,8 mcg/ mi) va Cmin 1a 14,1 micromol (3,2
meg/ mi). 3 ngudi cao tuti, 46 thanh thai toan phdn clia co th giam xudng theo tudi
tac do giam do thanh thai creatinin méc dbi thdi gian ban théi thay d6i rat it.

Suy thédn

] bé&nh nhan suy than man, thdi gian ban thai trung binh 1a 19,5 gid. Thoi gian ban
thai trung binh clia acyclovir trong qué trinh thAm tach mau 1a 5,7 giv. Nang do
acyclovir trong huy8t tuong giam khoang 60% trong qua trinh loc méu.

QUY CACH DONG GOI: Hop 6 vix 10 vign.

HAN DUNG: 36 théng k& tir ngay sén xust.

BIEU KIEN BAO QUAN: Ngi kho, nhiét do khdng qué 30°C, tranh &nh séng.

TIEU CHUAN: TCCS.

Co s8 san xult:

CONG TY CO PHAN DUQC HAU GIANG - Chi nhanh nha may duge phdm DHG tai Hau Giang
L& B2 - B3, Khu cbng nghiép Tan Phii Thanh - giai doan 1, x@ Tan Phd Thanh, huyén Chau Thanh A, tinh Hu Giang, Viét Nam

DT: (0293) 3953454 e Fax: (0293) 3853555

Moi thic méc vé san pham,

xin vui long lign hé
@) 0292.3899000
E-mail: dhgpharma@dhgpharma.com.vn
www.dhgpharma.com.vn




Keep out of reach of children.
Read the directions carefully before use.
For prescription only.
QUALITATIVE AND QUANTITATIVE COMPOSITION
Active ingredient: Acyclovir ... 400 mg
Excipients: Microcrystalline cellulose M101, wheat starch, ponceau, povidone K30,
colloidal silicon dioxide, magnesium stearate, talc.
PHARMACEUTICAL FORM: Tablet.
Product description: A pink, oval tablet, plain on one side, a sign ——  on the other
side, undamaged edges.
THERAPEUTIC INDICATIONS
Treatment of herpes simplex virus infections of the skin and mucous membranes
including initial ‘and recurrent genital herpes (excluding severe HSV infections in
immunocompromised children).
Suppression (prevention of recurrences) of recurrent herpes simplex infections in
immunocompetent patients.
Prophylaxis of herpes simplex infections in immunocompromised patients.
Treatment of varicella (chickenpox) infections.
POSOLOGY AND METHOD OF ADMINISTRATION
METHOD OF ADMINISTRATION
For oral administration.
Patients who experience difficulty in swallowing the tablets may disperse them in a
minimum Q'f 50 ml water which should be stirred before drinking.
POSOLOGY
Dosage in adults
Treatment of herpes simplex infections: 200 mg acyclovir should be taken five times
daily at,’épproximately four hourly intervals omitting the nighttime dose. Treatment
should continie for five days, but in severe initial infections this may have to be
extendéd.
In severely immunocompromised patients (e.g., after marrow transplant) or in patients
with lmpaired absorption from the gut the dose can be doubled to 400 mg acyclovir or
alternatively intravenous dosing could be considered.
Dos‘ing should begin as early as possible after the start of an infection; for recurrent
episodes this should preferably be during the prodromal period or when lesions first
appear.
Suppression of heipes simplex infections in immunocompetent patients: 200 mg
acyclovir should be taken four times daily at approximately six-hourly intervals.
Many patients may be conveniently managed on a regime of 400 mg acyclovir twice
dally at approximately twelve-hourly intervals.
Dosage titration down to 200 mg acyclovir taken three times daily at’ approximately
‘ eight-hourly intervals or even twice ‘daily at approximately twelve- hourly intervals, may
prove effective.
Some patients may experience break -through infections on total dally doses of 800 mg
- acyclovir.
Therapy should be interrupted periodically at intervals of six to twelve months in order to
observe possible changes in the natural history of the disease.
Prophylaxis of herpes simplex infections in immunocompromised patients: 200 mg
acyclovir should be taken four times daily at approximately six hourly intervals.
In severely immunocompromised patients.(e.g., after marrow transplant) or in patients
with impaired absorption from the gut, theidose can be doubled to.400 mg acyclovir or,
alternatively, intravenous dosing could be considersd.
The duration of prophylactic administration'is determined by the duration of the period at
risk.
Dosage in the paediatric population
Treatment of herpes simplex infections, and prophylaxis of herpes simplex infections in
the immunocompromised: children aged two years and over should be given the adult
doses and children below the age of two years should be given half the adult dose.
Treatment of varicella infection: children under 2 years should be given 200 mg four
times daily. Children aged 2 - 5 years should be given 400 mg four times daily. Children
aged 6 years and over should be given 800 mg four times daily. Treatment should
continue for 5 days. Dosing may be more accurately calculated as 20 mg/kg bodyweight
(not to exceed 800 mg four times daily). A liquid formulation might be more suitable for
small children.
No specific data are available on the suppression of herpes simplex infections or the
treatment of herpes zoster infections in immunocompetent children. When treatment of
herpes zoster -infections is required in immunocompromised children, intravenous
dosing should be considered.
Dosage in the elderly
The possibility of renal impairment in the elderly must be considered and the dosage
should be adjusted accordingly (see Dosage in renal impairment below).
in the elderly, total acyclovir body clearance declines along with creatinine clearance.
Adequate hydration of elderly patients taking high oral doses of acyclovir should be
maintained. Special attention should be given to dosage reduction in elderly patients with
impaired renal function.

Dosage in renal impairment
Caution is advised when administering acyclovir to patients with impaired renal function.
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Adequate hydration should be maintained.

In the management of herpes simplex infections in patients with impaired renal function, the
recommended oral doses will not lead to accumulation of acyclovir above levels that have been
established by intravenous infusion. However, for patients with severe renal impairment
(creatinine clearance less than 10 mi/minute) an adjustment of dosage to 200 mg acyclovir
twice daily at approximately twelve-hourly intervals is recommended.

In the treatment of herpes zoster infections it is recommended to adjust the dosage to 800 mg
acyclovir twice daily at approximately twelve-hourly intervals for patients with severe renal
impairment (creatinine clearance less than 10 mi/minute), and to 800 mg acyclovir three times
daily at intervals of approximately eight hours for patients with moderate renal impairment
(creatinine clearance in the range 10 - 25 ml/minute).

Or as directed by the physician.

CONTRAINDICATIONS

Hypersensitivity to acyclovir or valacyclovir, or to any of the excipients listed in the medicinal
product.

SPECIAL WARNINGS AND PRECAUTIONS FOR USE

Use in patients with renal impairment and in elderly patients

Acyclovir is eliminated by renal clearance, therefore the dose must be reduced in patients with
renal impairment. Elderly patients are likely to have reduced renal function and therefore the
need for dose reduction must be considered in this group of patients. Both elderly patients and
patients with renal impairment are at increased risk of developing neurological side effects and
should be closely monitored for evidence of these effects. In the reported cases, these reactions
were generally reversible on discontinuation of tréatment.

Prolonged or repeated courses of acyclovir in severely immune-compromised individuals may
result in the selection of virus strains with reduced sensitivity, which may not respond to
continued acyclovir treatment.

Hydration status: Care should be taken to maintain adequate hydration in patients receiving high
oral doses of acyclovir.

The risk of renal impairment is increased by use with other nephrotoxic drugs.

The data currently available from clinical studies is not sufficient to conclude that treatment with
acyclovir reduces the incidence of chickenpox-associated complications in immunocompetent
patients.

Excipients

Lactose monohydrate: Patients with problems of galactose intolerance, lactase deficiency, or
glucose-galactose malabsorption should not take this medicine.

Ponceau may cause allergic reactions.

USE IN PREGNANCY AND LACTATION

Pregnancy

The use of acyclovir should be considered only when the potential benefits outweigh the
possibility of unknown risks.

A post-marketing acyclovir pregnancy registry has documented pregnancy outcomes in women
exposed to any formulation of acyclovir. The registry findings have not shown an increase in the
number of birth defects amongst acyclovir exposed subjects compared with the general
population, and any birth defects showed no uniqueness or consistent pattern to suggest a
common cause. Systemic administration of acyclovir in internationally accepted standard tests
did not produce embryotoxic or teratogenic effects in rabbits, rats or mice.

In a non-standard test in rats, foetal abnormalities were observed but only following such high
subcutaneous doses that maternal toxicity was produced. The clinical relevance of these
findings is uncertain.

Caution should however be exercised by balancing the potential benefits of treatment against
any possible hazard.

Breast-feeding

Following oral administration of 200 mg acyclovir five times a day, acyclovir has been detected
in breast milk at concentrations ranging from 0.6 - 4.1 times the corresponding plasma levels.
These levels would potentially expose nursing infants to acyclovir dosages of up to
0.3 mg/kg/day. Caution is therefore advised if acyclovir is to be administered to a nursing
mother.

Fertility

There is no information on the effect of acyclovir on human female fertility.

In a study of 20 male patients with normal sperm count, oral acyclovir administered at doses of
up to 1 g per day for up to six months has been shown to have no clinically significant effect on
sperm count, motility or morphology.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

There have been no studies fo investigate the effact of acyclovir on driving performance or the
ability to operate machinery. A detrimental effect on such activities cannot be predicted from the
pharmacology of the active substance but the adverse event profile should be borne in mind.
Some side effects such as drowsiness and somnolence may impair a patient's ability to
concentrate and react. Patients should make sure that they are not affected before driving or
operating machinery.

DRUG INTERACTIONS, INCOMPATIBILITIES

INTERACTIONS

Acyclovir is eliminated primarily unchanged in the urine via active renal tubular secretion. Any
drugs administered concurrently that compete with this mechanism may increase acyclovir
plasma concentrations.

Probenecid and cimetidine increase the AUC of acyclovir by this mechanism, and reduce
acyclovir renal clearance. Similarly increases in plasma AUCs of acyclovir and of the inactive
metabolite of mycophenolate mofetil, an immunosuppressant agent used in transplant patients
have been shown when the drugs are coadministered. However no dosage adjustment is
necessary because of the wide therapeutic index of acyclovir.

An experimental study on five male subjects indicates that concomitant therapy with acyclovir
increases AUC of totally administered theophylline with approximately 50%. It is recommended
to measure plasma concentrations during concomitant therapy with acyclovir.
INCOMPATIBILITIES: Not known.

UNDESIRABLE EFFECTS

The frequency categories associated with the adverse events below are estimates. For most
events, suitable data for estimating incidence were not available. In addition, adverse events
may vary in their incidence depending on the indication.

An estimate of the frequency of undesirable effects has been included though this is not certain
for all adverse effects. The following convention has been used for the classification of
undesirable effects in terms of frequency: very common (=1/10), common (>1/100 and <1/10},
uncommon (>1/1,000 and <1/100), rare (=1/10,000 and <1/1,000, very rare (<1/10,000).
Blood and the lymphatic system disorders

Very rare: Anaemia, leucopenia and thrombocytopenia.

Immune system disorders

Rare: Anaphylaxis.

Psychiatri¢ and nervous system disorders

Common: Headache, dizziness.

Very rare: Agitation, confusion, fremor, ataxia, dysarthria, hallucinations, psychotic symptoms,
convulsions, somnolence, encephalopathy, coma. The above events are generally reversible and
usually reported in patients with renal impairment or with other predisposing factors.
Respiratory, thoracic and mediastinal disorders

Rare: Dyspnoea.

Gastrointestinal disorders

Common: Nausea, vomiting, diarrhoea and abdominal pain.

Hepato-hiliary disorders

Rare: Reversible rises in bilirubin and liver related enzymes.

Very rare: Hepatitis and jaundice.

Skin and sub-cutaneous tissue disorders

Common: Pruritus, rashes (including photosensitivity).

Uncommon: Urticaria, accelerated diffuse hair loss.

Accelerated diffuse hair loss has been associated with a wide variety of disease processes and
medicines, the relationship of the event to acyclovir therapy is uncertain.

Rare: Angioedema.

Renal and urinary disorders

Rare: Increases in blood urea and creatinine. Very rare; Acute renal failure, renal pain.

Renal pain may be associated with renal failure and crystalluria.

General disorders and administration site conditions

Common: Fatigue, fever.

Please inform your doctor of all undesirable effects upon drug administration.

OVERDOSE

Symptoms and signs

Acyclovir is only partly absorbed in the gastrointestinal tract.

Patients have ingested overdoses of up to 20 g acyclovir on a single occasion, usually without
toxic effects. Accidental, repeated overdoses of oral acyclovir over several days have been
associated with gastrointestinal effects (e.g., nausea and vomiting) and neurological effects
(headache and confusion).

Management

Patients should be observed closely for signs of toxicity. Haemodialysis significantly enhances
the removal of acyclovir from the blood and may, therefore, be considered a management option
in the event of symptomatic overdose.

PHARMACODYNAMIC PROPERTIES

Pharmacotherapeutic group: Direct acting antivirals, nucleosides and nucleotides excl. reverse
transcriptase inhibitors. ATC code: JOSABO1

Acyclovir is a synthetic purine nucleoside analogue with in vitro and in vivo inhibitory activity
against human herpes viruses, including herpes simplex virus (HSV) types | and 1l and varicella
zoster virus (VZV).

The inhibitory activity of acyclovir for HSV [, HSV Il and VZV is highly selective. The enzyme
thymidine kinase (TK) of normal, uninfected cells does not use acyclovir effectively as a
substrate, hence toxicity of mammalian host cells is low; however, TK encoded by HSV and VZV
converts acyclovir to acyclovir monophosphate, a nucleoside analogue which is further
converted to the diphosphate and finally to the triphosphate by cellular enzymes. Acyclovir
triphosphate interferes with the viral DNA polymerase and inhibits viral DNA replication with

resultant chain termination following its incorporation into the viral DNA.

Prolonged or repeated courses of acyclovir in severely immune-compromised individuals
may result in the selection of virus strains with reduced sensitivity, which may not
respond to continued acyclovir treatment. Most of the clinical isolates with reduced
sensitivity have been relatively deficient in viral TK, however, strains with aitered viral TK
or viral DNA polymerase have also been reported. /n vitro exposure of HSV isolates to
acyclovir can also lead to the emergence of less sensitive strains. The relationship
between the in vitro determined sensitivity of HSV isolates and clinical response to
acyclovir therapy is not clear.

PHARMACOKINETIC PROPERTIES

Absorption

Acyclovir is only partially absorbed from the gut. The average oral bioavailability varies
between 10 and 20%. Under fasting conditions, mean peak concentrations (Cmax) of
0.4 microgram/ml are achieved at approximately 1.6 hours after a 200 mg dose
administered as oral suspension or capsule. Mean peak plasma concentrations (Cssmax)
increase to 0.7 microgram/ml (3.1 micromolar) at steady state following doses of
200 mg administered every four hours. A less than proportional increase is observed for
Cssmax concentration following doses of 400 mg and 800 mg administered four-hourly,
with values reaching 1.2 and 1.8 microgram/ml (5.3 and 8 micromolar), respectively.
Distribution

The mean volume of distribution of 26 L indicates that acyclovir is distributed within total
body water. Apparent values after oral administration (Vd/F) ranged from 2.3 to
17.8 L/kg. As plasma protein binding is relatively low (9 to 33%), drug interactions
involving binding site displacement are not anticipated. Cerebrospinal fluid
concentrations are approximately 50% of corresponding plasma concentration at steady-
state.

Metabolism

Acyclovir is predominantly excreted unchanged by the kidney. The only significant
urinary metabolite is 9-[(carboxymethoxy) methy!] guanine, and accounts for 10 - 15%
of the dose excreted in the urine.

Elimination

In adults mean systemic exposure (AUCo-) to acyclovir ranges between 1.9 and
2.2 microgram*h/mL after a 200 mg dose. At this dose, the mean terminal plasma half-
life after oral administration has been shown to vary between 2.8 and 4.1 hours.

Renal clearance of acyclovir (CICr = 14.3 L/h) is substantially greater than creatinine
clearance, indicating that tubular secretion, in addition to glomerular filtration,
contributes to the renal elimination of the drug. The half-life and total clearance of
acyclovir are dependent on renal function. Therefore, dosage adjustment is
recommended for renally impaired patients:

There are no pharmacokinetic data for the oral formulationi in neonates. The only available
pharmacokinetic data are for the IV formulation in this age group.

Special patient populations ‘

Elderly

In the elderly patients with normal renal function total clearance falls with increasing age
due to decreases in creatinine clearance. However, the possibility of renal impairment in
the elderly must be considered and the dosage should be adjusted accordingly.
Paediatric population ‘

In children over 1 year of age similar peak (Cssmax) and trough (Cssmin) levels were
observed when a dose of 250 mg/m® was substituted for 5 mg/kg and a dose of
500 mg/m* was substituted for 10 mg/kg. In neonates and young infants (0 to 3 months
of age) treated with doses of 10 mg/kg administered by infusion over a one-hour period
every 8 hours the Cssmax was found to be 61.2 micromolar (13.8 meg/ml) and CCssmin
to be 10.1 micromolar (2.3 mcg/mi). The terminal plasma half-life in these patients was
3.8 hours. A separate group of neonates treated with 15 mg/kg every 8 hours showed
approximate dose proportional increases, with a Cmax of 83.5 micromolar
(18.8 mcg/mi) and Cmin of 14.1 micromolar (3.2 mcg/ml). In the elderly, total body
clearance falls with increasing age associated with decreases in creatinine clearance
although there is little change in the termina! plasma half-life.

Renal impairment

In patients with chronic renal failure the mean terminal half-life was found to be 19.5
hours. The mean acyclovir half-life during haemodialysis was 5.7 hours. Plasma
acyclovir levels dropped approximately 60% during dialysis.

PRESENTATION: Box of 6 blisters x 10 fablets.

SHELF-LIFE: 36 months from the manufacturing date.

STORAGE CONDITIONS: Store in dry places, not exceeding 30°C, protect from light.
SPECIFICATIONS: Manufacturer's.
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DHG PHARMACEUTICAL JOINT-STOCK COMPANY - DHG Pharmaceutical plant branch in Hau Giang
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