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Rx
AGICLOVIR 400

WHO-GMP

Thubti nay chi ding theo don thube
Drc Ky huirong déin sir dung truréee khi ding
Dé xa tAm tay tré em

Thanh phén céng thire cho 1 vién:
Thanh phAn hoat chét

Mbi vién AGICLOVIR 400 chira 400 mg Aciclovir
Thanh phan ta dugc

Lactose, Tinh bdt ngd, Povidon K30, Microcrystallin cellulose 101, Natri starch
glycolat, Magnesi stearat.

Dang bao ché: Vién nén dai, mau trang, mot mat tron, mét mat co vach ngang bé
doi dugre, kichthuroc 8 mmx 17,5 mm.

Chidinh:
Diéu tri nhiém Herpes simplex & da va niém mac, bao gdm herpes sinh dyc khoi
phatva tai phat (khdng bao gdm nhidm HSV néng & tré suy giam mién djch).
Ngan chan (phdng ngira tai phat) nhidm Herpes simplex tai phat & cac bénh
nhan c6 kha nang mién djch binh thudng.
Dy phong nhiém Herpes simplex & cac bénh nhan suy gidm mién dich.
Diéu trj bénh thiy dau va Herpes zoster (bénh zona).

Cach dung, lieu ding:
Cach dung: Ubng thubc sau bira &n véi nhidu nudc
Lieu dung:
Nguwoi lon:
Diéu trj nhiém Herpes simplex: Ubng 200 mg/an x 5 1An/ngdy, mdi 1an cach
nhau 4 gib bd qua liéu ban dém. Dot didu trj thudng 5 ngay, trong CAc trudmng
hop nhiém khéi phat nang, thdi gian didu trj c6 thé kéo dai hon.
O nhirg bénh nhan bi suy gidm mi&n dich nan (nhu sau ghép tuy) hodc
nhirng bénh nhan bj giam th thu & rudt, Iiéu co the tang gap d6i thanh 400 mg
hoéc co thé can nhac dung lidu tiém tinh mach.
Nén bat dau diéu trj cang sém cang tét ngay khi nhi@m banh: déi véi cac dot tai
phat, tdt nhat nén bat dAu didu trj trong giai doan tidn triu hoac khi bt dAu xuAt
hién cac sang thurong.
Phong ngtra nhiém Herpes simplex téi phat & cac bénh nhan cé kha n&ng mién
aich binh thudmg: Udng 200 mg/iAn x 4 1an/ngay, m&ilAn cach nhau 6 gid.
Dé thuan tién cho nhiéu bénh nhan co thé dung liéu 400 mg/lan x 2 1An/ngay.
mbi lan cach nhau 12 gid.
Trong mot s6 trromg hop, didu chinh lidu xubng 200 mg/iAn x 3 1An/ngay, mdi
lan cach nhau 8 gid, hodc 200 mg x 2 lan/ngay cach nhau méi 12 gio, ciing co
thé dat duoc hidu qua

g«oog s6 bénh nhan c6 thé bj nhidm dét phat khi dung liéu tdng cdng hang ngay
mg.

M&i 6 - 12 thang, nén ngurng didu tri theo dinh ky ¥ én bién
i g gung ri dinh ky dé theo ddi nhirng chuy

Du phong nhiém Herpes simplex & cac bénh nhén suy gidm mién djch:

U{)ng 200 mg/ian x 4 lan/ngay, m3i 1An cach nhau 6 gid.

0 nhing bénh nhan bj suy gidm mién dich nang (nhu sau ghép ty) hoac
nhirng bénh nhan bj gidm hap thu & rudt, co thé tang gp 4 lidu dén 400 mg
hodc c6 thé can nhac dung lidu tiém tinh mach.

Thoigian dung thude du phong tly thudc vao thdi ky co nguy co dai hay ngan.
Diéu tn bénh thiuy d4u va Herpes zoster:
Udng 800 mg/ian x 5 1An/ngay, mé&i 1An cach nhau 4 gi¢, khdng dung thubc vao
budi t6i. Théri gian diéu tri nén kéo dai 7 ngay.
O nhirng bénh nhan bj suy giam mién dich nang (nhw sau ghép tay) hoac nhirng
bénh nhén bj gidm hap thu & rudt 6 thé can nhac dung lidu tiém tinh mach.
Nén bat dau diéu trj cang som cang tot sau khi bat ddu nhidm bénh. Diéu tri
Herpes zoster mang lai két qua t6t hon néu Guoc bat ddu cang sém cang tét
sau khi bat dau phéat ban. Diéu trj thiy dau & bénh nhan c6 kha nang mién dich
binh thurdng nén bat dau trong vong 24 gidr sau khi phat ban.
Doi trrong dac biét:
Tréeem:
Diéu trj nhiém Herpes simplex va dyi phong nhiém Herpes simplex & cac bénh
nhan suy giam mien dich:
Tré 2 2 tudi: Ding bang lidu ngudi Iom.
Tré < 2 tudi: Ding nira lidu ngudi lém”.
Diéu trj bénh thay dau:
Tré < 2 tudi: Ubng 200 mg/lan x 4 1an/ngay.
Tré 2 - 5 tubi: Ubng 400 mg/lan x 4 lAn/ngay.
Tré 2 6 tudi: Ubng 800 mg/1an x 4 |an/ngay.
Diéu tn nén tiép tuc trong 5 ngay.
Liéu dung c6 thé duwoc tinh chinh xac hon 14 20 mg/kg thé trong (khéng vuot
qua 800 mg) bbn lan mbingay.
Chua cb thdng tin vé ngan chan nhiém Herpes simplex hodc didu tri nhiém
Herpes zoster & cac tré ¢ kha nang mién dich binh thuéng.
* Néu liéu sir dung khac véi ham legng 400 mg hozc 200 mg ho&c tré khé ubng
thudc vién, can héi y kién bac s§ hoac dugc sy dé dugc huéng dan sir dung
ché pham ¢ ham lrgng hodc dang bao ché phi hop.
Nguoi cao tudi:
Né&n xem xét tinh trang suy gidm chirc nang than & nguéi cao tubi va liéu lwgng
phéi durgc digu chinh cho phit hgp (theo liéu Igng trong suy than dudi day).
Bé&nh nhan cao tubi dung liéu cao aciclovir phai dugc udng Al nuée.
Nguwdi suy than:
Cén than trong khi dung aciclovir & bénh nhan suy chirc nang than, lidu dung
phai diéu chinh theo dé thanh thai creatinin, nén cho bénh nhan ubng di nudc.
Diéu trj do nhiém Herpes simplex:
Ding liéu nhu ngwéi binh thuéng, dbi véri nhirng b&nh nhéan suy than ndng (d6
thanh thai creatinin dudi 10 ml/phit) nén diéu chinh lidu 200 mg/lan x 2 lAn/ngay,
cach nhau mdi 12 gio,
Diéu trj nhiém Herpes zoster, nén diéu chinh liéu theo mirc dd suy than nhu
sau:
Suy than trung binh, d6 thanh thai creatinin 10 - 25 ml/phit: Liéu 800 mg x 3
lan/ngay, mbi lan cach nhau 8 gid.
Suy than nang, b thanh thai creatinin < 10 ml/phat: Liéu 800 mg x 2 lan/ngay
cach nhau moi 12 gio.
Mt s6 Iwu y déc biét vé xir ly thubce trrére va sau khi st dung thubc:
Khong co yéu cau dac biét vé xtr ly thubc sau khi sir dyng.

Chong chidinh:
Bénh nhan qua mén véi aciclovir hoac bat ky thanh phan nao cla thube

Canh bao va than trong khi ding thubc:
Can cung cap du nudc, dac biét dbi véi ngudi str dyung libu cao aciclovir.,
Bénh nhén suy than nang va bénh nhan cao tubi: Aciclovir dwgc dao thai qua than,
do d6 phai giam liéu & bénh nhan suy than (xem phéan liéu dung). Bénh nhan cao
tudi co thé bl gidm chirc nang than va do db viéc giam liéu can dugc can nhac doi
v&i nhém bénh nhan nay. Ca bénh nhan cao tug va bénh nhan suy than déu co
nguy co cao phét trién cac tac dung phy vé than kinh va dAu hiéu ctia cac tac dyng
phy nay can dugc theo dbi chatl ché. Trong cac trudng hop dwgc bao céo, cac
phan (rng ndy néi chung thudng hét khi ngung sir dung thube.
Bénh nhéan suy gidm mién dich ndng: Khi diéu trj vé&i aciclovir kéo dai hoéc 1ap di
\3p \ai co thé dAn dén viéc chon loc cac ching virus giam d6 nhay cam, d&n dén
khong thé tiép tuc didu trj véi aciclovir,
Ch y nén duy tri 4 lugng nwédc hap thu cho nhirng bénh nhan dung lidu cao
aciclovir dé tranh nhiém déc than.
Nguy co suy than tang Ién néu dung dbng thér véri cac thube khac gay ddc véi than,
DU igu higén o tir cac nghién clru lam sang khodng dd dé két luan rang dibu trj bang
aciclovir lam giam ty I& bién ching lién quan dén thiyy d4u & bénh nhén co kha nang
mi&n dich binh thuémg.
Tré em.
Aciclovir dung dutng ubng dugc st dyng & tré em chi yéu dé didu tri nhidm tring
HSV khang nghiém rong & da va niém mac. Dé didu trj HSV so sinh va nhim HSV
néang & tré em bj suy giam mién djch dlng aciclovir tiém tinh mach (V).
Thutc nay chua lactose: Bgnh nhan cb van dé di truyén hiém gap vé khéng

dung nap galactose, thiéu enzym Lapp lactase hoac kém hép thu glucose-
galactose khong nén ding thubc nay,

Tén, dja chi cla co s& san xut thube:

Swrdung thuéc cho phuy nir cé thai va cho con bu:

Thotky cé thai

Cac soli¢u hién c6 va sir dyng aciclovir trén phu nir ¢6 thal vAn con han ché, va
chua c6 cac thir nghidm dgy da va c6 dbi chirng tdt Do a6 nén cin trong cAn
nhac, chindn dung aciclovir cho ngurdri mang thai khi lgi ich didu tri hon han rui
ro cO thé xay ra voi bao thai

Phu nir c6 kha nang mang thai hodc dang s(r dung cac bién phap tranh thai nén
tham khao y kién bac sy cgn than trurére khi didu trj véri thude nay.

Khong co thdng tin v& ddc tinh trén thai nhi
Thoi ky cho con bu;

Thubc duoc bai tiét qua sira me khi dung duéng ubng. Sau khi ubng 200 mg
aciclovir, 5 1an mot ngéy, da phat hién aciclovir trong stra me véi ndng 46 dao
dong tr 0.6 dén 4,113n so voi ndng dd trong ng trong huth trong. Nong dd
nay c6 thd dua vao tré b me véilidu aciclovir 18n téi 0,3 mg/kg/ngay.

Do d6, nén than trong khi dung aciclovir ¢ phy nr cho con bt, néu can dung
thube cho me thinén ngung cho con b

Anh hiréng cua thube 16n kha nang 141 xe, van hanh may méc:

Chura ¢ nghién ciru nao cho thAy anh huéding ciia aciclovir 18n kha nang l4i xe
va van hanh may moéc. Hon nira, khéng thé dy doan anh hudmg bAt 1¢i 18n cac

hoatdjng nay tir dugce tinh cua hoat chat.

Tuy nhign nén than trong vi thubc c6 thé gay mét sé tac dung khéng mong muébn
trén than kinh nhu dau dau, chéng mat, 4o giac, ngli ga (thwdng xay ra & bénh
nhan dung liéu cao hodc suy chirc nang than), bénh nhan nén chac chan khéng
bi &nh huréng béri thube truéie khilai xe hay sir dung may méc.

Tuong tac, tirong ky cta thube:

Twong tac cua thube véi cac thube khac va cac loai twong tac khac:
Probenecid: Lam tang nira doi trong huyét tuong va AUC cua aciclovir, giam
thai trlr qua nudre tidu va do thanh thai cua aciclovir. o
Zidovudin: Dung ddng thoi zidovudin va aciclovir cé thé géy trang thai ngu lim
valomo.

Amphotericin B va ketoconazol: LAm tang hiéu lyc chéng virus ctia aciclovir.
Interferon: Lam tang tac dung chdng virus HSV-1 in vitro cia aciclovir, tuy nhién
trong tac trén lam sang van chua rd. |
Theophyllin: Da c6 nghién ctru cho thdy didu tri dbng théi theophyllin voi
aciclovir 1am tang AUC cua téng lidu str dyng khoang 50%, vi vay can theo doi
ndng d6 theophyllin huyét trong trong thoi gian diéu tri dong théi véi aciclovir,
Nquy co tang ddctinh than khidung d%ng théri véri cac thube gay doc voithan.
Twong ky cua thuoc:

Do khéng c6 c4c nghién ciru vé tinh tuong ky cta thube, khéng tron I4n thube
nay véi cac thube khac.

Tac dyng khéng mong muén:

Cac phan (rng c6 hai duoc phan nhém theo tan suat: Rat thudng gap (ADR 2
1/10), thuerng gap (1/100 < ADR < 1/10), it gap (1/1.000 < ADR < 1/100), hiém
gap (1/10.000 SADR < 1/1.000), rAt hiém gap (ADR < 1/10.000); khéng thé uéc
luqngtén sudtdugc liétké "Chuard tan suat”.
Khiudng aciclovir cé thé gap cac tac dung khéng mong mudn nhu sau:
Thuong gap:
ROiloan tam thAn va hé than kinh: Nhirc dAu, chéng mat.
Réiloan tiéu héa: Budn nén, non, tiéu chay, dau bung.
I/Da ;/é mo dwéida: Nglra, phat ban (bao gom nhay cam anh sang).
tgap:
Dava mé dudida: May day, tang tan suat rung téc lan tda. Tang rung téc lan toéa
c6 lién quan dén mot sb bénh va thubc, khdng chac do lién quan dén viéc sir
dung aciclovir.
Hiém gap:
Hé thong mién djch: S6c phan vé.
H6 hap, [6ng nguc va trung that: Kho thé.
Gan-mat: Tang bilirubin va men gan cé lién quan.
Than va tiét niéu: Tang uré mau va creatinin.
Davamod dudida: Phumach.
Rat hiém gap:
Mau va hé bach huyét: Thiéu mau, gidm bach cau, gidm tiéu ciu.
Réi loan tAm than va hé than kinh: Kich ddng, run, mat diéu hoa, loan van ngon, do
giac, c4c triéu chirng loan than kinh, co giat, ngl ga, bénh ndo, hén mé. Cac biéu
hién nay thudng hdi phuc va thudng nhan thay & bénh nhan suy than hoac co yéu
t6 anh hurdng khac.
Gan-mat: Viém gan, vang da.
Than vatiét niéu: Suy than cap, dau than.
Toan than: Mét mdi, sot.

Qua liéu va cach xir tri:

Qua liéu:
Co6 ket tua trong 6ng than khi ndng dd trong dng than vurgt qua dd hoa tan
2,5 mg/ml, hodc khi creatinin huyét thanh cao, suy than, trang thai kich

thich, bén chdn, run, co giat, danh tréng nguc, cao huyét ap, kho tiéu tién.
Xurtri:

Tham tach mau ngudi bénh cho dén khi chirc nang than phuc hdi, ngtrng thudc,
cho truyén nudrc va dién giai.

Déctinh dwoc lwe hoc:

Nhém dugre ly: Thube khang virus.

MaATC: JOSABO1.

Aciclovir la chat trong ty nucleosid (acycloguanosin) co tac dung chon loc trén té
bao nhiém virus Herpes. Dé cd tac dung aciclovir phai dugc phosphoryl héa thanh
dang c6 hoattinh |4 aciclovir triphosphat. O chang du, aciclovir dwoc chuyén thanh
aciclovir monophosphat nhér enzym cda virus |a thymidinkinase, sau d6 chuyén tiép
thanh aciclovir diphosphat va triphosphat bdi mét sé enzym khac clia té bao.
Aciclovir triphosphat (rc ché tdng hop DNA clia virus va sy nhan 1én clia virus ma
khong &nh hudng gi dén chuyén hda cla cac té bao binh thudng.

Tac dyng cla aciclovir manh nhat trén virus Herpes simplex typ 1 (HSV-1) va
kémhon & virus Herpes simplex typ 2 (HSV-2), virus Varicella zoster (VZV), tac
dung yéu nhat trén cytomegalovirus (CMV). Trén 1am sang khdng thay aciclovir
c6 higu qua trén ngudi bénh nhiém CMV. Tac dung chdng virus Epstein Barr
van con chua rd, Trong qua trinh diéu trj da xuAt hién mot s6 chiing khang thude
va virus Herpes simplex tiém an trong cac hach khng bj tiéu diét.

Aciclovir co tac dung tét trong didu tri viém nao thd nang do virus HSV-1, ty 1& tir
vong c6 thé gidm tir 70% xudng 20%. Trong mdt s6 ngudi bénh dugc chiva khai,
cac bién chirng nghiém trong cdng giam di. Aciclovir dung liéu cao tdi 10 mg/kg
thé trong, ctr 8 gid mdt lan, dung trong 10 - 14 ngay. Thé viém ndo - mang nao nhe
hon do HSV-2 cling c6 thé diéu trj tét v aciclovir.

Déactinh dwoc ddong hoc:

Hap thu: Kha dung sinh hoc theo dwéng udng cla aciclovir khoang 20% (15 -
30%). Thirc @n khéng lam anh hudng dén hap thu cla thudc.

Phan phdi: Aciclovir phan bb rong rai trong dich co thé va cac co quan nhu:
Néo, than, phoi, rudt, gan, lach, co, t&r cung, niém mac va dich &m dao, nuéc
mat, thuy dich, tinh dich, dich néo tuy.

Lién két voi protein thap (9 - 33%). Thoi gian dat ndng dé dinh trong huyét
twong sau khiubng tir 1,5 -2 gidy.

Chuyén héa, théi trir: O ngudi bénh chirc ndng than binh thudng, nira doi thai
rir khodng 2 - 3 gier, & ngudri bénh suy than man tri s6 nay tang va cé thé dat toi
19,5 gitr & bénh nhan vo niéu. Trong thoi géian tham phan mau, nira doi thai trir
gidm xubng cén 5,7 gidr va khoang 60% liéu aciclovir dugc dao thai trong qua
trinh thAm phan.

M6t Irong nhd thube dugce chuyén héa & gan, con phan 16n (30 - 90% liéu)
duoc dao thai qua than dudi dang khdng bién dbi.

Qui cach déng goi:

Hop 2 vi x 10 vién nén.
Hop 3 vi x 10 vién nén

Diéu kién bao quan, han dung, tiéu chudn chat lwgng cla thubc:

Diéu kién bao quan: Dé & nhiét dd dudi 30°C, tranh am va anh sang.
Han ding cua thudc: 36 thang ké tr ngay san xuat.
Tiéu chuan chéatlwgng: DDVN V.,

Cong ty CP Dugc phdm Agimexpharm
A 27 Nguyén Thai Hoc, P. My Binh, TP. Long Xuyén, An Giang

Tel 0296 3857300 Fax: 0296.3857301

Sén xuét tai: Chi nhanh Céng ty CP Dugc phdm Agimexpharm - Nha may san xuit Dugc pham Agimexpharm
AGIMEXPHARM Duong VO Trong Phyng, Khém Thanh An, P. My Théi, TP. Long Xuyén, An Giang

A1201016101
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Rx
AGICLOVIR 400

WHO -GMP

Prescription drug
Read carefully the instructions before use
Keep out of reach of children

Formula for 1 tablet:
Active ingredient
Each AGICLOVIR 400 tablet contains 400 mg of Aciclovir

Excipients. .
Lactose, Maize starch, Povidone K30, Microcrystalline cellulose 101, Sodium
starch glycolate, Magnesium stearate.

Pharmaceutical dosage form: White, capsule-shaped tablet, plain on onée side and a
breakline on the other side to break into two equal halves, 8 mm x 17 .5 mmin size
Indications:
Treatment of Herpes simplex virus infections of the skin and mucous membranes
including inibal 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 inimmunocompromised patients.
Treatment of varicella and Herpes zoster (shingles) infections.
Dosage, administration:
Administration: AGICLOVIR 400 tablet should be used after meals with plenty
of water

Dosage:
Adults:

Treatment of Herpes simplex infections: 200 mg should be taken five limes daily al
approximately four hourly intervals omitting the night time dose. Treatment should
continue for five days, butin severe initial infections this may have to be extended
In severely immunocompromised patients (e.g., after marrow transplant) or in
patients with impaired absorption from the gut the dose can be doubled to 400 mg
or alternatively intravenous dosing could be considered.
Dosing 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
firstappear.
Suppression of recurrent Herpes simplex infections in immunocompetent patients:
200 mg should be taken four times daily at approximately six-hourly intervals.
Many patients may be conveniently managed on a regime of 400 mg aciclovir
twice daily at approximately twelve-hourly intervals.
In several cases, dosage titration down to 200 mg 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 daily doses of
800 mg.
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 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, the dose can be doubled to 400 mg
or, alternatively, intravenous dosing could be considered.
The duration of prophylactic administration is determined by the duration of the
penod at nsk.
Treatment of varicella and Herpes zoster (shingles) infections:
800 mg should be taken five times daily at approximately four-hourly intervals,
omitting the nighttime dose. Treatment should continue for seven days.
In severely immunocompromised patients (e.g., after marrow transplant) or in
patients with impaired absorption from the gut, consideration should be given to
Intravenous dosing.
Dosing should begin as early as possible after the start of an infection. Treatment
of Herpes zoster yields better results if initiated as soon as possible after the onset

of the rash. Treatment of vancella in immunocompetent patients should begin within
24 hours after onset of the rash.

Special subjects:

Children:

Treatment of Herpes simplex infections, and prophylaxis of Herpes simplex
infections in the immunocompromised patients:

Children aged two years and over: Dose should be given the adult doses.

Children under 2 years: Dose should be given half the adult dose®.

Treatment of varicella infection:

Under 2 years: 200 mg four times daily.

2 -5 years: 400 mg four times daily.

6 years and over: 800 mg four times daily.

Treatment should continue for five days.

Dosing may be more accurately calculated as 20 mg/kg body weight (not to
exceed 800 mg) four imes daily.

No specific data are available on the suppression of Herpes simplex infections or
the treatment of Herpes zoster infections in immunocompetent children.

* If the doses are different from 400 mg or 200 mg or a tablet is difficult to swallow
for the children, it is necessary to consult a doctor or pharmacist for instructions on
the use of preparations with the appropriate content or dosage form.

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).
Elderly patients taking high doses of aciclovir should drink enough water.

Renal impairment:

Caution is advised when administering aciclovir 1o patients with impaired renal
function. The dose must be adjusted according to crealinine clearance, adequate
hydration should be maintained.

The treatment of Herpes simplex infection:

The doses are used as doses in normal subjects, in patients with severe renal
impairment (creatinine clearance less than 10 ml/minute) an adjustment of dosage (o
200 mg twice daily at approximately twelve-hourly intervals is recommended.

The treatment of Herpes zoster infections, itis recommended to adjust the dosage
as follows:

Patients with moderate renal impairment, creatinine clearance in the range 10 -
25 mi/minute: 800 mg three times daily at intervals of approximately eight hours,
Patients with severe renal impairment, creatinine clearance less than 10 ml/minute:
800 mg twice daily at approximately twelve hourly intervals.

Some special attention on the handling of the medicine before and after use:
There are no special requirements for handling this medicine after use.

Contraindications:
Patients known to be hypersensitivity to aciclovir or any of the excipients.

Warnings and precautions for use:
Adequale hydration should be maintained, especially in patients receiving high
doses of aciclovir.
Patients with renal impairment and in elderly patients: Aciclovir is eliminated by
renal clearance, therefore the dose must be adjusted in patients with renal
impairment (see dosage). Elderly patients are likely to have reduced renal function
and therefore the need for dose adjustment 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 treatment.
In severely immunocompromised patients: Prolonged or repeated courses of
aciclovir may result in the selection of virus strains with reduced sensitivity, which
may nol respond to continued aciclovir treatment.
Caution are should be taken to maintain adequate hydration in patients receiving
higher dose of aciclovir in order to avoid renal toxicity.
The nisk of renal impairment is increased by use with other nephrotoxic drugs.
The data currently available from dlinical studies is not sufficient to conclude that
treatment with aciclovir reduces the incidence of varicella-associated complications in
immunocompetent patients.
Children
Oral aciclovir should be used in paediatric population mainly for the treatment of non-
severe skin and mucosa HSV infections. For the treatment of neonatal HSV and severe
HSV infections in immunocompromised children |V aciclovir should be used.
This medicine contains lactose. Patients with rare hereditary problems of galactose

Name, address of manufacturer:

intolerance. the Lapp lactase deficiency, or glucose-galactose malabsorption
should not take this medicine.

Pregnancy and lactation:

Pregnancy. .

The data currenily available are limited on the use of aciclovir in pregnant women and
there are no adequate and well-controlled studies Therefore, it should be carefully
considered, only aciclovir should be used for pregnant women when the banefit
outweighs the potential possible hazard risks to the fetus

Women of childbearing potential or those taking birth control measures should
consulta physician before receiving the treatment with lhis medicine

There have been no information on the toxicity of aciclovir on the fetus

Laclation: | |
AGICLOVIR 400 tablet Is excreled in breastmilk when administered orally

Following oral administration of 200 mg aq’clovur fl\{e times a day, aciclpvir has
been detected in breast milk al concentrations ranging from 06 to 4.1 limes the
corresponding plasma levels These levels would potentially expose nursing
infants to aciclovir dosages ofupto.0.3mg/kg/da‘y.. B _
Therefore, caution should be exercised if aciclovir is administered to breastfeeding
women. Ifthe mothers need to use a medicine, breastfeeding should be discontinued.

Effect on ability to drive and use machines: | | | |
There have been no studies to investigate the effect of aciclovir on ability to drive

and use machines. Furthermore, a detrimental effect on such activities cannot be
predicted from the pharmacology of'the active substance o

However, caution should be exercised because the medicine may cause some
undesirable effects on the nervous system such as headache, dizziness, hallucinations,

| | | ith impaired renal function),
somnolence (usually in palients receiving high doses or with | . r
pa?envzs shomfld make sure that they are not affected before driving or using machinery

Interactions, incompatibilities of medicine: ‘
Interaction with other medicinal products and other forms of interaction:

Probenecid: Increases plasma half-life and AUC of aciclovir, reduces urinary

excretion and renal clearance of aciclovir. | |
Zidovudine: Co-administration of zidovudine and aciclovir may cause lethargy and

drowsiness.

Amphotericin B and ketoconazole: Increase antiviral effect of aciclovir

Interferon: Increases antiviral effect HSV-1 in vitro of aciclovir, however, the clinical
interaction is stillunknown

Theophylline: An experimental study showed that concomitant therapy with aciclovir
Increases AUC of totally administered theophylline with approximately 50%, so
plasma theophylline concentrations should be monitored during concomitant therapy
with aciclovir,

The risk of nephrotoxicity increases when other nephrotoxic drugs are coadministered.
Incompatibilities:

Because there are no studies about the incompatibility of the medicine, it should
not be mixed with other medicines.

Undesirable effects:
Side effects are classified according to frequency: Very common (ADR 2 1/10),
common (1/100 < ADR < 1/10), uncommon (1/1,000 < ADR < 1/100), rare
(1/10,000 s ADR < 1/1,000), very rare (ADR < 1/10,000); can not be estimated
fromthe available data “Not known”.
After oral administration of aciclovir undesirable effects have been observed:
Common;
Psychiatric and neurological disorders: Headache, dizziness. |
Gastrointestinal disorders: Nausea, vomiting, diarrhoea and abdominal pain.
Skin and sub-cutaneous tissue disorders: Skin rashes, pruritus (including
photosensitivity).
Uncommon.
Skin and subcutaneous tissue disorders: 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 aciclovir therapy is
uncertain.
Rare:
Immune system disorders: Anaphylaxis.
Respiratory, thoracic and mediastinal disorders: Dyspnoea.
Hepato-biliary disorders: Reversible rises in bilirubin and liver related enzymes.
Renal and urinary disorders: Increases in blood urea and creatinine.
Skin and sub-cutaneous tissue disorders: Angioedema.
Very rare:
Blood and the lymphatic system disorders: Anaemia, leucopenia, thrombocytopenia.
Nervous system disorders: Agitation, tremor, ataxia, dysarthria, hallucinations,
psychotic symptoms, convulsions, drowsiness, encephalopathy, coma. These

effects are usually reversible and observed in patients with renal impairment or
with other influential factors.

Hepato-biliary disorders: Hepatitis and jaundice.
Renal and urinary disorders: Acute renal failure, renal pain.
General disorders: Fever, fatigue.
Overdose and management:
Overdose:
Precipitation of aciclovir in renal tubules, which may occur when the solubility 2.5
mg/mL or serum creatinine is increased; renal impairment; agitation; restlessness:

tremors; seizures; palpitations, high blood pressure, difficulty urinating.
Management:

Hemodialysis is exercised until renal function is restored, discontinue the drug,
fluids and electrolytes are infused.

Pharmacodynamics:
Pharmacological group: Antiviral drugs.
ATC code: JOSABO1.

Aciclovir is a nucleoside analogue (acycloguanosine) with selective effect on Herpes
virus-infected cells. Aciclovir is phosphorylated after entry into Herpes infected cells
to the active compound aciclovir triphosphate. At the first stage, aciclovir is converted
to aciclovir monophosphate by the viral enzyme thymidinkinase, which is then
converted Into aciclovir diphosphate and triphosphate by a number of other cellular
enzymes. Aciclovir triphosphate inhibits viral DNA synthesis and replication without
affecting the normal cellular processes.

The greatest effect of aciclovir on Herpes simplex virus type 1 (HSV - 1), then
Herpes simplex type 2 (HSV - 2), followed by Varicella zoster virus (VZV),
cytomegalovirus (CMV) is the least effect. The effect of aciclovir on CMV infected
patients has nol clinically observed. Activity of aciclovir against Epstein Barr virus
has been unknown. During the treatment, some resistant strains appeared and
latent Herpes simplex virus in the lymph nodes was not destroyed.

Aciclovir has good effect on severe encephalitis due to Herpes simplex virus (HSV-
1). The mortality rate has dropped from 70% to 20%. Among patients recovered
from encephalitis severe complications also decreased. Doses up to 10 mg per kg
of body weight were used at 8-hour intervals for 10-14 days. Milder Herpes simplex
type-2 meningitis can also be treated effectively with aciclovir.

Pharmacokinetics:

Absorption: The bioavailability of oral aciclovir is approximately 20% (15-30%).
Food does not affect the absorption.

Distribution: Aciclovir is widely distributed in body fluids and tissues such as: The
brain, kidneys, lungs, intestines, liver, spleen, muscle, uterus, vaginal mucosa and
secrelions, lears, amniotic fluid, semen, cerebrospinal fluid.

Plasma protein binding is relatively low (9 to 33%). Peak plasma concentrations
were reached within 1.5 - 2 hours after oral administration.

Biotransformation, elimination:

In patients with normal renal function, elimination half-life of about 2-3 hours, in
chronic renal failure this value is increased and may be up to 19.5 hours in anuric
patients. During haemodialysis, the half-life is reduced to 5.7 hours, and about
60% of the dose is excreted during dialysis.

A small amount of the drug is metabolized in the liver, the majority (30-90% of
dose) is excreted unchanged by the kidney.
Presentation:
Box of 2 blisters x 10 tablets.
Box of 3 blisters x 10 tablets.

Storage conditions, shelf - life, quality specification of the medicine:
Storage conditions: Protect from humidity and light, below 30°C.
Shelf - life: 36 months from the manufacture date.

Quality specification: VP V.
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