p. 1/8

nasiivennwlng
(WMABUAUNNVUIAUTTY)

AU viadia
ZEVIN TABLETS

daudsznau

U 200 fadnsu : Tu 1 in Useneause aciclovir 200 adnsy

Sipy 400 Ladnsu : Tu 1 fin Usgnause aciclovir 400 faansy

U 800 fadnsu : Tu 1 in Usenause aciclovir 800 Jadnsy

ANYUSVDINANNUN

U 200 fadnsu : dingunauuwuwdin FruniadiTaudandadndunded
9n43 “BIOLAB”

il 400 Tadnsy : in gUsIYY Fvheuy 3 sundedisnes “400” 3n
Funilafidnus “BIOLAB”

Ly 800 Hadiniy : WingUenayu Fviheuu dun fuvilsdisnes “BIOLAB”

Sndumiledidaiay “800”
AENUANILNFTINgN
AauFNTAN G IWam AT
&1 aciclovir 1uansdaunsgiiianan purine nucleoside ﬁqw‘éiumiﬁugﬂﬁa herpes simplex ¥iif
1 (HSV-1) wag 2 (HSV-2) 3’33J5<1ﬁ£]‘1/1§114ﬂ155U€?&L%@ varicella zoster aa1nn1snadeulunasn
naaes (in vitro) wazn1snaaeulusnenie (in vivo) Inewdevnsmzidsasadnuin 81 aciclovir §i
qslunisdudaie Hov-1 1NTiga s0304N A o HSV-2 uazito Vzv snusity
guslun1sdudavessn aciclovir Sarusunzseroulesy thymidine kinase (TK) 783108 HSV waz
vzv wuledifanannaiunsaiudsusn aciclovir Wy aciclovir monophosphate a1 nucleotide
analogue Fasoun monophosphate azwdswduy diphosphate #1u cellular guanylate kinase
wazwdsudu triphosphate Wu cellular enzymes I@aﬂﬁﬁ%mﬁlﬁm aciclovir monophosphate
Sadutuimunsas (rate-limiting step) Ya3UfAsenlun154fin aciclovir triphosphate
wanaNiien aciclovir anansaiudsudu aciclovir triphosphate nunabnduvinlisefignssulya
Fa8uldlnelidouinueulesl TK 9ann1snageulunasnnnass (n vitro) Wu31 aciclovir

triphosphate @11150%8AN1531889 DNA 9asli¥a HSV &aanunsaiiala 3 naln Ae duduesuled

d' v o

DNA polymerase vashisawvunasdu Wrluiludiunilsrosans DNA ifassiansiies Ingvinli

wqmmiaﬁam LLawq@msﬁNmmm DNA polymerase vosl3a



p-2/8

AauURMIndvIauAIans
N139A%
N139A%Y

&1 aciclovir gadusua1ld ALadevas oral bioavailability ag5¥1ine 10% wag 20% (HAanadile

TN ALVUINET) ANLRABVDITEAULTLULEDR bAA

a o oA

Cssmae 71 200 Hadnsu A» 0.83 lulasnsuseliadang

a o A !

7 400 Tadnsu As 1.21 llasnsusaiiadans

a [ A 1

71 800 Wadnsy s 1.61 lasnsusaiiadans

a o A !

CsStoun: 71 200 Siadnsu Ao 0.46 lulasniusiodiadans
7 400 T80y Av 0.63 hulasnsuraiiadans
7 800 Tadnsy s 0.83 hulasnsusaiiadans
) ~ P P ' = af A v oA v Y A4 a ) %
Me1in15gaTulalif winispaduarAvulielilinaevuntey q vaieass Weilsuiunisly
a o o
e aslunTafe?
A15N523¢
nsFuiusEnineen aciclovir fulusiudainagsening 9% s 33% anuiduduvesenlutludunds
a0 v = a Y} a
TA1UsEU 50% VBIAMUUTUVBIE MULADATNINETEAULNAST
AN Ve : lunsnusniinauiitey 3 ey IA1egi 28.8 nsee 1.73 M1519UAT
Winene 1 83 2 U fidegi 31.6 dnsea 1.73 11519403
g1 42 Gnseio 1.73 AN519URT

'
I =

Alvie) dAnag

Y

Wwineng 2 §v 7 U fidne
0.8 Anssionlansy

WIRIUDATL

81 aciclovir Qmﬂ?iam‘f]u aciclovir monophosphate #1utouleduedli¥a seunudsuiu

diphosphate wag triphosphate (éfaaﬂugﬂl,wuaaﬂqmé) a1y tner1ueuledvosgad

(cellular enzymes) answuniualadidfgy iesdfeidedusennisdaanie de 9

[(carboxymethoxy)methyllguanine

N15YINEN

Fussnmetlaanyluguliasundamazarsiwaueladluyiunasewing 62% fs 91% uazA1a3e

Finvesenegil 2.5 fs 3.3 lug

1 Y a
nauNUIL LAY

lughelaunnsed: AAIITIN (half-life) wagA1n1sAdngiaenuensienie (total body clearance)
Y8381 aciclovir Yuagiunsyiauvetls AmuiuzdinsyTulasuruingrdmsugUaeniinng

Muredlnanas

14 =

Hade78: S2eUen aciclovir ludanvanasaisiiarasninluddredivaifiiensdes 1Wunaui1aInnig
oo 9 Yy U Y Y v 9

]

(%
LYY =

uvetlaiiuasuwdasiulugaseny dwunisanvuinvesendadnduludiiegeenainunisviay

99launNnIag



p. 3/8

Yausly

1) $n¥121N153NMIAAYBLISE herpes simplex YaaRIMaTEDY TINTIIUTINEIBILINA 1197
& & 9 S
WUAFILSN WagNAUNUULN

2) Jesriumsfiaie herpes simplex lugthegiiauiuunnses

Y 9

3) $N18INNSINNNTAALD varicella zoster

4) $n101NITINNITAALLD herpes zoster: 133N luTEYZIAgUNSY

P
YUINYIVIUZUN
SUND I ILLNA:
AUheQliAuiuUng:
o nsnwIsuAY: SUUSENIU 400 Nadndu 3 ASwwatu viSe 200 Nadnsu 5 aswadu Wunan
= U IQI L2 1 U
7 89 10 U Wuszeznasnwnseaslsalureniesly 10 u
o nsshwnsaindutdugn: Suusenu 400 Taansu 3 asewetu Wual 5 U %3e 800
fadnsu 2 aseseaTu Wunan 5 Yu vse 800 Taansy 3 Aswiotu Wunan 2 Ju
U a v %) 1 = Va -dy
HUAEUANNUUNNIDY (INDIAALTD HIV):
o nsShwsudukaznduug: SUUsENIU 400 Tadnsy 3 Aasesadu 1Wunan 5 89 10 Yu Wiy
svggnansnewmnseslsalimenitelu 10 Ju
nstesiufiaie herpes simplex lugtheniAuiuunnses : Sudsenu 200-400 Tadnsu 4 ATusie

[y

il
SuysadUn;
(% v ada L IS a aQ Yy o ! =X Ya &J
INVWMUNNNDINTT HFUIBHUANNUUNALEZHUALNUUNNTDY (FTINAIFALTD HIV):
o mssnwiluasusn vise nduidug: Suusennu 400 Tadn3u 3 ASwietu Wuan 5 &
10 4 uazaundnseelsnvzmy
Isayain:
o fhunliduiuund: Suuseniu 800 dadnsu 5 aswiotu 1Wuan 7 Tu Bumsshwiuiiile
° Y P a a = Y o Y o X
WueInN15in Msinwasiivssaninmunnigadlesnwinielu 72 Yilumdaniuiu
o fhuglifuiuunnses: Suusennu 800 dadnsu 5 aswietu Wuan 7 8 10 Ju iy

S2azATNBIUIUIUMNNTaelsAlLre

a ¢

pandla:

Sumssnwinelu 24 Filuandadionns
o Uregiifuiuund: Suuseniu 800 dadnsu 5 aswatuluan 5 e 7 Ju viieauninses
IsPazuisuazanagiie

o fhugliduiuunnses: Suusennu 800 Iadniu 5 Aswietuduan 5 8 7 u winseslsa

Talve WiNsEe2aINTSNE1UNINT0UTTALMAILATANALLAR



p. 4/8

Wnnsn
Suysan:
Wwngdduiuuniieny 1 8s 6 U: 15 fadnTusedlansy (aefis 200 Fadnsu) 5 aseredu 1Wuian
73U

Builedteime:
yurnenugiluingiduiuunien

Y
(% o/ =

wUse e 3 995 A9 Snwuu 7 99 10 Tu

IS A ! ! =

12 UnSaunn3n Ao 1000 Hadansy 09 1200 daansumsiu

=3)
e

yungikuzi ludngfiduiulnfeigiiniy 12 T fe 40 s 80 fadnfusieAlanfusioTu uislien
fuaw 3 fe 4 ads Swunu 5 89 10 T

lsA9ada:

vaiuuziludngfduiuuniiony 12 T wieudndn fo 800 fadnsu 5 afsdefuduiia 5 fs
10 Fu Budusnwnelu 48 Salumdniuiy

Isndgnala:

Tudiniwdnannndy 40 Alandumslésu 800 fadndu 4 adsdeuidug 5 fu

Fneng 2 vau wideudndn dinidnlidifu 40 Alandu AIslEsY 20 BadndusieAlantu 4 adsdetu

(vwnengegasiatu 80 Hadniusenlaniy) Snwiuu 5 Ju

HEe0e:
Uy q
annsalduunnefeiugive uildenegrasednseds

P2 d' [] [
fUaenlavineuunnsas

n1sUsurunen Aciclovir Tudluaginudinisineuvadle

YungUNf Creatinine clearance nsUFUTLIRRLYEL
(Hladansrauniine YUINYT sTe21a17IAT3
1.73 A157913R3) Fuusemuvineny
200 fiadn3a W 4 Filus WNNdn 10 200 adn3u N 4 2l vide
5 Aswia Ty
0 814 10 200 Tadnsy nn 12 7l
400 fiadnsu nn 12 $9la 1NN 10 400 Tadnsy v 12 F2la
0 814 10 200 Tadnsy nn 12 7l
800 fiadn3u nn 4 7l WA 25 800 Hadn3u N 4 2l vide
5 ASwia Ty
10 14 25 800 Tadnsu N 8 Falg
0 814 10 800 dadnsu v 12 d2la

ad }74
5015198
1. 91 aciclovir U%mims\i’mmﬁuﬂﬁzmu

2. o5 llilHasanIaATUTeae aciclovir wagenanunsasuusenulalaglidesiniidinnmns




p.5/8
v v v
Yoyl

ﬁﬁﬁmaﬁlﬂuﬁﬁuﬁﬁia aciclovir, valaciclovir

ANLADULAZTBAITILI

13A_thrombotic thrombocytopenic purpura/ _hemolytic uremic syndrome: 15a thrombotic

thrombocytopenic purpura/ hemolytic uremic syndrome g@1u1savinbdedinla dniiafdugdae
AgAnAuuAmsealdFunsnwIsee aciclovir

wanszvugele: naglane luunsdorvilfAeTinld dafu msdunmeinsesidlndBandslédsy
ns¥nwIAee aciclovir

lsagadn: Sdlinudeyaizunissnundiuiunia 72 Hlusanondsannuily wuzsiuaeldsuns
Snwwiuiifinsialddenuindulsagain

Anuosuiiodaazme: TideyauniUisdte aciclovir llgenldsShwisuneiorsinalimeiala

Inedslifiveyanuanlainen aciclovir aunsadesiunisunsnszareweludiynnadu 1lonEud

[ < a ! ¥ v & = o VY P = v oA = = v o
algrzinailulsafnseniunaduiug Jawugdiliguignanifeeansdudarunionsiinaduius
lugrmiennisvedlsaiiodasiunisunsnszneweludigueu uenaniisuieduizmediaunsosia
Auyanaduius wiglifioinsvedlsrdnime Wellensnduiludwusiliiiiesueviuiided
AU 1NVDIDINTT

8andla: finielsridsudmnuguusitdosfaunardhuinfiguninueduse wazeinisdningunsdy

q

a v

Fogu uagglvg) nnsAnwmuicnsinwiassunieluy 24 Plumdinanuiu Selifiveyad

Y

o = o A a &£ a ) 9] ! Y]
ANUIONNAYBINITINWIVENAYURIALINNTTN®ITININ 24 GU']IlN

n1371191uvedlaunnsed: wugdInsUTuWasuvuingllelden aciclovir lugUaglaunnses Ads

Y] [V 1 . . v a Yo a a 1 a a | o
seanITIINg e aCIClOVIrFLUE)l“LJ’JEJVIVLfﬂ?Uﬁ'ﬁV]LUUWUW@I@LW?W%@’V\]LWMWUW@JL?{UQG}@ﬂ']iVl']Q’]uGUEN

Taunwsadle

'
[ A

Agee: Tuggeengniiongannnii 65 U nasniumedinnueinisuanuiunintuglveg wagnueinis

Y 9

aauld endeu fuss ladesludUhuateny daserednnuwuwildunisvhauveddaanasisdndusesan

'
a

wungas lugdigasengdnieinistranfesnenaindulaiiaiiiy fe nadelauazszuuyszaim
dunane faty ArsdunneINsraeIniden dnnueinis fie weulindu Ussannvasu duau uag
[GHY

fudaszuulszan: 81NINNsEUUUTEAIM W du/ndailensenn duau nsedunsedie d1suey

Uszamvaau T3 LUy InnueIn1swIntuinduiistfiuvuinen waglugUaeninnglane Nllnag
Anmueinisvesssuvysvamiugthe wazanvuingnvesithelaunnsesegamngay
dandla: 1eNan153NeINAAISBUNITSNEIN8TY 24 F2l3 MaINANURYE NsSuUsEMUe iUzl

a v

lunguamdnludandla sgnslsinin nisldenlaeidaing s Tavnissulseniu) 8198
UszdnSnnsiegireniianudssunisinieluseAuliunasauiegunse (1031 12 Y 81013
MaRmia3e5s vise AnuRaUnAnIsUen nslY salicylate Wuszeziiatunu waznisiinesilasa

a 1
LIETDER)



p. 6/8

A5 ARTUNSASETEM e le satusndusasUsuIuIn YSeANNRTlUNISUSUISET RARIUEINTT

YIDLEDNNNTTNW LUV UMY

DUASNIINUVLIDY 9
&1 aciclovir 1andumRsAsefvesallile:

81 foscarnet: WuANILuRwsalnane aciclovir 19

81 mycophenolate: 81 aciclovir 813 ANUILIUVB981 mycophenolate Tunszuaidonls Lazen

mycophenolate o1aLLUSINMY0981 aciclovir lunseuadonle

81 talimogene laherparepvec: 8161uUL38l15a@13u91980N51155N 10981 talimogene
laherparepvec

&1 tenofovir: &1 aciclovir 9713iNUSUIUVDI87 tenofovir TUNTEwaLdanla kazen tenofovir 819

'
a

WLUSUUUe9e aciclovir Tunseudadants

=

Tngudeiiulsndandla (varicella virus vaccine): 81 aciclovir 813angNs¥eingulesiulsa

dandlala

v

Jagulasiulsngadn (zoster vaccine): #1 aciclovir 813angnisvesindudesiulsngainld

B1nd3l antifungal: 1981 amphotericin B waz s aciclovir Saufuluemisidsade nsnaaeuly
naoANAaea (in vitro) nuivilwgnisudelasa pseudorabies ftu annsAnuinisnaaeuly
wapANAaDY (in vitro) Taeldfen ketoconazole waren aciclovir 32U WuiteengndnuuLaugns
i LLazwquéiuﬂwsﬁwu13§a herpes simplex ¥iin 1 way 2 Tnetuivrune waznsaneddlainy
nMsfnuSuRsATeMeRATnid Ay miﬁﬂwwﬁmLauﬁﬁ’nﬂmﬁaﬁwmﬁmimmamiaaﬂqw‘éu‘uu
eRugySAusEning e1ngu antifungal fuen aciclovir

61 probenecid: N155UU5ENU probenecid $3ufUE aciclovir finasieni1siinAaisA1n3adin
warituiildnsmseninsanududuludentuinat (AUC) wavann1sidnen aciclovir 8o
Jaazuarln 99nn13AnwIN155UUTENIUET probenecid vuin 1 ndu 1 Faluadeuazldfuen
aciclovir vun 5 fadnfudedlansu diunsudmsemaviasaidensi (V infusion) Wuszeziian 1
Flus nudAnsedinuas a1 AUC voeen aciclovir diau 18% uaw 409% aud1su wasnnsiing
61 aciclovir sann1alaanzuarlnanas 13% way 32% audiu Sunsnsenintuiotatinain
nstuanisdusien aciclovir sensulauuundsiussningen aciclovir wazen probenecid

81 interferon: N1519%e1 aciclovir NTUNITUIHITEINMADALEDAA mﬂ%@&hmzﬁmzﬁ’ﬂuﬁﬂwﬁ
1§5u8n interferon arnnsnaaeulunaennaaes (in vitro) Wetnen aciclovir wagen interferon 1d
atludaudelada herpes simplex wfiadl 1 wudtewi 2 RnguBwuLasugnsfulunsddelasa
agnslsimudslivsunmsiinsdunsisemnerdindidfey

g1 methotrexate: N15l¥e aciclovir MMuNITUIIMTEMWIRBAEERAM Asldetesednseisludiae

lasuen methotrexate nsosluduma
¢ zidovudine: lugteiae HIV ues1edinislden aciclovir $auiuen zidovudine lagldwuinfia

a1nsfivluguaedinatn agrelsiniu Iseauimunisiiaanulufivdessuuyszam (eun



p.7/8

1 = 1 dl v d! dl 2 L% dill U U U U
91N159398UE193UKT Be8Y) TugUae ADs Aunilaiildenassdiiisiudy wagen1sfinanads
a dl’l d' ¥ go’ I3 a 1 [ < % ] vl
WNavuLilonnassliengn (rechallenge) Anuluiiudaszuulszamazdunaiulasgnsdaiauniglu
30-60 Jundeann1sisulien aciclovir N9vaanLEnR1 81n153ERInanIzanawiaasuldlven

aciclovir wuusuusenu wagymeldieadledrednanivenlden aciclovir

An3NATIA wazanssenIndliunyns

niamansas: YoyantsAnurdsliifisanadiniunislden aciclovir lufwdeiansss Feaaslden
aciclovir lunfjasenssdfiofinnsanudriniivsslowdinnnirmudesionisnlunsss

81 aciclovir 3aLUu pregnancy category B Inen aciclovir @ansasuludasnls annsreaulunds
fansssdeund 1984 1 1999 SalinunisfinduvesnuinUniveudnusnialuaisaiilden

aciclovir Wiaguiuunsastunlalden

nsteluanssvesliunyns: Yeyavese aciclovir nsenglidanhuudditeyadnin laeluen
findanududuninninenududuludenvewsn wagierannsagaduriulydmisnla dely

n15lden aciclovir lungalviunynsaisldegneseinsyia

271N15 blNUsTEeA

seuuUseamaunais: Uindsee 398U (malaise)

IN1SNEINUG: AUTIRINLG WULAS NUALNY

SEUUMNLAEDINNS: Vo AAULA 9113eu

a v & A PN a . U a & A °
syuulaiin: seaullaidenuniviiatialnsila (neutrophil) anas seavdlulnaduanas tnanidonsi
giu: seaudasiuludeniiudy seaunsumdualuboniiuiu

Lo szaululasiauannansgiSenieglunszuaion (BUN) Wity d5umioftiuiiuyy

Antuldanusideindunse viefwdanunig: bantes wainssuinadn nszdunszais nusa
81N15WA LU anaphylaxis Tafina1d 91115UILkUULeeEle87uN (@ngioedema) 1loa 1 1w
TAsi1 duau wie (deliium) nedudenunsnszanslunasniden (disseminated intravascular
coagulation) Hulgufisuy 19uaU 8INTNARAUNG (dysarthria) TsAaxesle Ausindsfiundanves
4l (erythema multiforme) wiladn 19 vieadavieale Uszaimuasu gaanszidudon anzide
Woauawunan Audniau Uastulunszualiongs e1n1snaeaiieaunisniay (hypersensitivity
angiitis) ausdulafine Tu eulsifugedu Fundes andes amudaideasngs nudaden
1120 seuindeds hinndie Waidenvneiadilnsflad dadesunvdaialnsiiags s
LﬂﬁauLLUaamaqszﬁUﬂmuifﬁa $8nAu ngnsaili@e (paresthesia) uandlaulans (peripheral
edema) N3gl3A3n N1elane 81Nt Aalseuas ngueINIsaRIudIeviudY (stevenjohnson

I3 & A a . . . ) @ A a
syndrome) A1ELNAALABAEN NUYUA toxic epidermal necrolysis dU LazupiuNAUNG



p. 8/8

ANStASUBNUYUIALAZASSNWD

21N1IASBINTTLLENN:

189U GUheTilden acclovir luuiinagauasiinnzveanmuazussinluinslbisuna Wuna
TsedululasauanansgSeiifeglunszuadon (BUN) uarsedutiuatiotuifindu orafianngle
TMemuld uennisaunsanueinisduld WWun nasdunszane Tash 198w uazdn Tneaaa
dutuvesnlulpdiiundt 2.5 fadnduseiiadans envvilvnnuaniuelald wazeraiduaivnyh

TmAan1svinauveslaraund Jaannzliean wazlanels

N155NW7:
A5UNNSNENEBAMEAIBIATELAUNINNISYINNUTRIlRaznauLIUNG Wanlauszunn 6 F2l

913azanUsHINYese aciclovir luidenlauseann 60% gUieasinmueiniseg1dlnadaiveduns

9IN15Y

< @
#07173TNT1NUINEYI
Wiy 200 $adn3u : Audgamgiliiiu 30 earwaldea
Wiy 400 adnsu : Audgamgiliiu 30 sarwaded
193y 800 dadnsu : Auigaumgiladiiu 30 esrwaded

SULUUEIUAZVUIAUTTANTIMUNY

LU 200 {iadn3u : U3ghuuNeUAawmes unsas 5 Lin naesas 5 Uk
LU 400 a3y : USPMULHIUAALAS uNeaz 10 Wa Naoay 7 Wi
19y 800 Hadin3y : Ussqluukeudanes (Alu-PVC) wnsay 5 Win ussanaes

NTEAIWAY 7 LI

TGREGE
E us¥n lulawad d1im

BIOLAB 625 UANYAAMNIINUNY  2.84NTUI1N13

Hunudmiing
BIGPHARM w3 ‘lulewnsu infidad siin
55 91A15bulaldnd quain 39 njaunne s.0-2258-9999

TunuIuuzeanga
SUNAL 2566



p. 1/7

LONEISANNULINIYIDING W
(WilauiunIuInuss)

ZEVIN TABLETS @ @

COMPOSITION

ZEVIN 200mg : Each tablet contains aciclovir 200 mg
ZEVIN  400mg : Each tablet contains aciclovir 400 mg
ZEVIN 800mg : Each tablet contains aciclovir 800 mg

PRODUCT DESCRIPTION

ZEVIN 200mg Round, flat, blue tablet, impressed “BIOLAB” on one face
and bisect on the obverse.

ZEVIN 400 mg Oblong, biconvex, blue tablet, impressed “400” on one face
and “BIOLAB” on the obverse.

ZEVIN 800mg : Oblong, biconvex, white tablet, impressed “BIOLAB” on one

face and “800” on the obverse.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic

Aciclovir is a synthetic purine nucleoside analogue with in vitro and in vivo inhibitory
activity against herpes simplex virus type 1 (HSV-1), 2 (HSV-2) and varicella zoster virus
(VZV). In cell culture, aciclovir’s highest antiviral activity is against HSV-1, followed in
decreasing order of potency against HSV-2 and VZV.

The inhibitory activity of aciclovir is highly selective due to its affinity for the enzyme
thymidine kinase (TK) encoded by HSV and VZV. This viral enzyme converts aciclovir
into aciclovir monophosphate, a nucleotide analogue. The monophosphate is further
converted into diphosphate by cellular guanylate kinase and into triphosphate by a number
of cellular enzymes. The formation of aciclovir monophosphate appears to be the rate-
limiting step in the formation of aciclovir triphosphate.

Aciclovir also is apparently converted to aciclovir triphosphate by other mechanisms since
the drug has some activity against several viruses that apparently do not code for viral TK.
In vitro, aciclovir triphosphate stops replication of herpes viral DNA. This is accomplished
in 3 ways: competitive inhibition of viral DNA polymerase; incorporation into and
termination of the growing viral DNA chain; and inactivation of the viral DNA polymerase.

Pharmacokinetic
Absorption
Aciclovir is only partially absorbed from the gut. The average oral bioavailability varies
between 10% and 20% (bioavailability decrease with increased dose). Mean peak plasma
concentration shown below:
CSSmax: at 200 mg is 0.83 mcg/mi
at 400 mg is 1.21 mcg/mi
at 800 mg is 1.61 mcg/mi
CsStrough: ~ at 200 mg is 0.46 mcg/ml
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at 400 mg is 0.63 mcg/ml

at 800 mg is 0.83 mcg/ml
Poorly absorbed, absorption improves with multiple small doses compared to one large
daily dose.
Distribution
Plasma protein binding of aciclovir is relatively low between 9% to 33%. Cerebrospinal
fluid concentration is approximately 50% of corresponding plasma concentration at steady-
state.

Viss: Neonates to 3 months of age: 28.8 L/1.73 m?

Children 1 to 2 years: 31.6 L/1.73 m?

Children 2 to 7 years: 42 L/1.73 m?

Adult: 0.8 L/kg
Metabolism
Aciclovir is converted by viral enzymes to aciclovir monophosphate, and further converted
to diphosphate then triphosphate (active form) by cellular enzymes. The only significant
urinary metabolite is 9-[(carboxymethoxy)methyl]guanine.
Excretion
Excrete as unchanged and metabolite form in urine between 62% to 91%. Plasma
elimination half-life is 2.5 to 3.3 hours.

Special patient populations

Renal function impairment: The half-life and total body clearance of aciclovir are
dependent on renal function. A dosage adjustment is recommended for patients with
reduced renal function.

Elderly: Aciclovir plasma concentrations are higher in elderly patients compared with
younger adults, in part due to age-related changes in renal function. Dosage reduction may
be required in elderly patients with underlying renal impairment.

INDICATIONS
1) Treatment of herpes simplex virus infections of the skin and mucous membranes

including initial and recurrent genital herpes.

2) Prophylaxis of herpes simplex infections in immunocompromised patients.
3) Treatment of varicella (chickenpox) infection.

4) Treatment of Herpes zoster: Acute treatment of herpes zoster (shingles)

RECOMMENDED DOSE
Adult
Genital Herpes simplex:
Immunocompetent patients:
e Treatment, initial episode: Oral 400 mg 3 times daily or 200 mg 5 times daily for 7
to 10 days, extend duration if lesions have not healed completely after 10 days.
e Recurrent episode: Oral 400 mg 3 times daily for 5 days or 800 mg twice daily for 5
days or 800 mg 3 times daily for 2 days.
Immunocompromised patients (including HIV-infected):
e Treatment initial or recurrent episode: Oral 400 mg 3 times daily for 5 to 10 days;
extend treatment duration if lesions have not healed completely after 10 days.
Herpes simplex, prophylaxis in the immunocompromised: Oral 200-400 mg 4 times a day.




p.3/7

Oralabial Herpes simplex:
Initiate therapy at earliest symptom. Immunocompetent and immunocompromised patients
(including HIV-infected):

e Treatment, initial or recurrent episode: Oral 400 mg 3 times daily for 5 to 10 days

and until complete lesion resolution.
Herpes zoster:

e Immunocompetent patients: Oral 800 mg 5 times daily for 7 days. Initiate at earliest
sign or symptom; treatment is most effective when initiated <72 hours after rash
onset

e Immunocompromised patients: Oral 800 mg 5 times daily for 7 to 10 days; consider
longer duration if lesions resolve slowly.

Varicella (chickenpox):
Ideally initiate therapy within 24 hours of symptom onset:

e Immunocompetent patients: Oral 800 mg 5 times daily for >5 to 7 days and until all
lesions have crusted.

e Uncomplicated infection: Oral 800 mg 5 times daily for 5 to 7 days, extending the
course until all lesions have crusted.

Paediatric

Oralabial Herpes simplex:

A dosage of 15 mg/kg (up to 200 mg) 5 times daily for 7 days in immunocompetent
children age 1-6 years of age.

Genital Herpes simplex:

In immunocompetent, 12 years and older recommended dose is 1000 to 1200 mg/day in 3 to
5 divided doses for 7 to 10 days.

Younger than 12 years recommended dose is 40 to 80 mg/kg/day divided into 3 to 4 doses
for 5 to 10 days.

Herpes Zoster:

In immunocompetent children 12 years of age or older, the recommended oral dosage of
aciclovir is 800 mg every 4 hours 5 times daily for 5-10 days. Initiated within 48 hours of
rash onset.

Varicella-Zoster:

Children weigh more than 40 kg receive 800 mg orally 4 times daily for 5 days, 2 years of
age and older weighing 40 kg or less receive 20 mg/kg 4 times daily (maximum daily
dosage 80 mg/kg) for 5 days.

Elderly:
Refer to adult dosing; use with caution

Renal impairment:

Aciclovir Oral Dosage Modification in Adults with Renal Impairment

Creatinine Adjusted dosage regimen
Normal dosage
regimen Clearance Dose Dosing interval
(ml/min/1.73 m?)
200 mg every 4 >10 200 mg every 4 hours, 5 times daily
hours 0to 10 200 mg every 12 hours
400 mg every 12 >10 400 mg every 12 hours
hours Oto 10 200 mg every 12 hours
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800 mg every 4 > 25 800 mg every 4 hours, 5 times daily
hours 10 to 25 800 mg every 8 hours
0to 10 800 mg every 12 hours

MODE OF ADMINISTRATION

1.Aciclovir is an oral administration.

2.Food does not appear to affect oral absorption of aciclovir, and the drug may be
administered without regard to meals.

CONTRAINDICATIONS
Hypersensitivity to the aciclovir, valaciclovir.

WARNINGS AND PRECAUTIONS

Thrombotic thrombocytopenic purpura/ hemolytic uremic syndrome: Thrombotic
thrombocytopenic purpura/ hemolytic uremic syndrome, which has resulted in death, has
occurred in immunocompromised patients receiving aciclovir therapy.

Renal effect: Renal failure, in some cases resulting in death, has been observed with
aciclovir therapy.

Herpes zoster: There are no data on treatment initiated more than 72 hours after onset of the
zoster rash. Advise patients to initiate treatment as soon as possible after a diagnosis of
herpes zoster.

Genital herpes infection: Inform patients that aciclovir is not a cure for genital herpes.
There are no data evaluating whether aciclovir will prevent transmission of infection to
others. Because genital herpes is a sexually transmitted disease, advise patients to avoid
contact with lesions or intercourse when lesions and/or symptoms are present to avoid
infecting partners. Genital herpes can also be transmitted in the absence of symptoms
through asymptomatic viral shedding. If medical management of a genital herpes recurrence
is indicated, advise patients to initiate therapy at the first sign or symptom of an episode.
Chickenpox: Chickenpox in otherwise healthy children is usually a self-limited disease of
mild to moderate severity. Adolescents and adult tend to have more severe disease.
Treatment was initiated within 24 hours of typical chickenpox rash in the controlled studies,
and there is no information regarding the effects of treatment begun later in the disease
course.

Renal function impairment: Dosage adjustment is recommended when administering
aciclovir to patients with renal impairment. Caution should also be exercised when
administering aciclovir to patients receiving potentially nephrotoxicity agents because this
may increase the risk of renal dysfunction.

Elderly: The duration of pain after healing was longer in patients 65 years and older.
Nausea, vomiting and dizziness were reported more frequently in elderly subjects. Elderly
patients are more likely to have reduced renal function and require dose reduction. Elderly
patients are also more likely to have renal or CNS adverse events. With respect to CNS
adverse events observed during clinical practice, somnolence, hallucinations, confusion,
and coma were reported more frequently in elderly patients.

Neurotoxicity: Neurotoxicity (eg, tremor/myoclonus, confusion, agitation, lethargy,
hallucination and impaired consciousness) may be increased with higher doses and in
patients with renal failure. Monitor patients for signs/symptoms of neurotoxicity; ensure
appropriate dosage reductions in patients with renal impairment.
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Varicella: For maximum benefit, treatment should begin within 24 hours of appearance of
rash; oral route not recommended for routine use in otherwise healthy children with
varicella but may be effective in patients at increased risk of moderate to severe infection
(>12 years of age, chronic cutaneous or pulmonary disorders, long-term salicylate therapy,
corticosteroid therapy).

Potentially significant drug-drug interaction may exist, requiring dose or frequency
adjustment, additional monitoring, and/or selection of alternative therapy.

INTERACTION WITH OTHER MEDICAMENTS

Aciclovir may interact with the following below:

Foscarnet: may enhance the nephrotoxic effect of aciclovir.

Mycophenolate: Aciclovir may increase the serum concentration of Mycophenolate.
Mycophenolate may increase the serum concentration of aciclovir.

Talimogene laherparepvec: Antiherpetic Antivirals may diminish the therapeutic effect of
talomogene laherparepvec.

Tenofovir Products: Aciclovir may increase the serum concentration of Tenofovir Products.
Tenofovir Products may increase the serum concentration of aciclovir.

Varicella Virus Vaccine: Aciclovir may diminish the therapeutic effect of Varicella Virus
Vaccine.

Zoster Vaccine: Aciclovir may diminish the therapeutic effect of Zoster Vaccine.

Antifungal Agents: Amphotericin B has been shown to potentiate the antiviral effect of
aciclovir against pseudorabies virus in vitro when both drugs are added to the culture
medium. Ketoconazole and aciclovir have shown dose-dependent, synergistic, antiviral
activity against herpes simplex virus type 1 and 2 (HSV-1 and 2) in in vitro replication
studies. The clinical importance of these interactions has not been established, and
additional study is necessary to determine potential antiviral synergy between these
antifungal agents and aciclovir.

Probenecid: Concomitant administration of probenecid and aciclovir has reportedly
increased the mean plasma half-life and area under the plasma concentration-time curve
(AUC) and decreased urinary excretion and renal clearance of aciclovir. In one study
following oral administration of a 1 g dose of probenecid 1 hour prior to a 1 hour IV
infusion of aciclovir 5 mg/kg, the half-life and AUC for aciclovir increased by 18% and
40%, respectively, and urinary excretion and renal clearance of aciclovir decrease by 13%
and 32%, respectively, This interaction may result from competitive inhibition of the renal
secretion of aciclovir by probenecid.

Interferon: IV aciclovir should be used with caution patients receiving interferon. In vitro,
when aciclovir and Interferon are both added cultures of herpes simplex virus type 1 (HSV-
1), the drugs have an additive or synergistic antiviral effect; however, the clinical
importance of this interaction is not known.

Methotrexate: IV aciclovir should be used with caution in patients receiving intrathecal
methotrexate.

Zidovudine: Aciclovir has been used concomitantly with zidovudine in some patients with
human immunodeficiency virus (HIV) infections without evidence of increased toxicity;
however, neurotoxicity (profound drowsiness and lethargy), which recurred on rechallenge,
has been reported in at least one patient with acquired immunodeficiency syndrome (AIDS)
during concomitant therapy with the drugs. Neurotoxicity was evident within 30-60 days
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after initiation of 1V aciclovir therapy, persisted with some improvement when aciclovir
was administered orally, and resolved following discontinuance of aciclovir in this patient.

PREGNANCY AND LACTATION

Pregnancy: There are no adequate and controlled studies to date using aciclovir in pregnant
women, and the drug should be used during pregnancy only when the potential benefits
justify the possible risks to the fetus.

Aciclovir is pregnancy category B. Aciclovir has been shown to cross the human placenta.
Results from a pregnancy registry, established in 1984 and closed in 1999, did not find an
increase in the number of birth defects with exposure to aciclovir when compared to those
expected in the general population.

Lactation: Limited data indicate that aciclovir is distributed into milk, generally in
concentration greater than concurrent maternal plasma concentrations, and can be absorbed
by nursing infants. Aciclovir should be administered to nursing women with caution and
only when indicated.

UNDESIRABLE EFFECTS

Central nervous system: Headache, malaise

Dermatologic: Pruritis, skin rash, urticaria

Gastrointestinal: Diarrhea, nausea, vomiting

Hematologic: Decrease in absolute neutrophil count, decrease hemoglobin,
thrombocytopenia

Hepatic: Increased serum bilirubin, increased serum transaminases

Renal: Increased blood urea nitrogen, increased serum creatinine

Rare but important or life-threatening: Abdominal pain, aggressive behavior, agitation,
alopecia, anaphylaxis, anemia, angioedema, anorexia, ataxia, coma, confusion, delirium,
disseminated intravascular coagulation, dizziness, drowsiness, dysarthria, encephalopathy,
erythema multiforme, fatigue, fever, gastrointestinal distress, hallucination, hematuria,
hemolysis, hepatitis, hyperbilirubinemia, hypersensitivity angiitis, hypotension, impaired
consciousness, increased liver enzymes, jaundice, leukocytosis, leukopenia,
lymphadenopathy, myalgia, neutropenia, neutrophilia, obtundation, pain, paresthesia,
peripheral edema, psychosis, renal failure syndrome, seizure, skin photosensitivity, steven-
johnson syndrome, thrombocythemia, toxic epidermal necrolysis, tremor, visual disturbance

OVERDOSE AND TREATMENT

Symptoms and signs:

Aciclovir has been reported following administration inappropriately high doses and in
patients with fluid and electrolyte imbalance, resulting in elevations in BUN and serum
creatinine concentration and subsequent renal failure. Other adverse effects reported with
aciclovir overdosage include agitation, coma, lethargy, and seizures. At renal concentration
exceeding 2.5 mg/ml, aciclovir crystals may precipitate in the renal tubules, possibly
causing renal dysfunction and eventual renal failure and anuria.

Treatment:

Use of hemodialysis should be considered until renal function is restored. A 6-hour period
of hemodialysis may result in a 60% decrease in plasma aciclovir concentrations. Patients
should be observed closely for signs of toxicity.
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STORAGE AND CONDITION

ZEVIN  200mg : Store at temperature not exceeding 30°C.
ZEVIN  400mg Store at temperature not exceeding 30°C.
ZEVIN 800mg : Store at temperature not exceeding 30°C.

DOSAGE FORMS AND PACKAGING AVAILABLE

ZEVIN 200mg : Blister pack of 5 tablets, box of 5 blister packs.
ZEVIN  400mg : Blister pack of 10 tablets, box of 7 blister packs.
ZEVIN 800mg : Blister (Alu-PVC) pack of 5 tablets, box of 7 blister packs.

Manufactured by

BIOLAB CO., LTD.

SAMUTPRAKARN, THAILAND
BIOLAB

Distributed by:
o) BIOPHARM CHEMICALS CO., LTD.
BIGPHARM 55 Biohouse Bldg., Sukhumvit 39
BANGKOK, THAILAND Tel.0-2258-9999

Date of Revision
December 2023



