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VICTRON®

Lamivudin 100 mg

THUOC BAN THEO BGN
PE XA TAM TAY TRE EM
Boc ky hudng dan st dung trudc khi diing

Hép 2 vi
% 14 vién nén bao phim

.piéu tri
viém gan
siéeuvi B

M&i vién nén bae phim chifa 100 mg lamivudin

VIC

VICTR

Hép 2 vi x 14 vién nén bao phim

KEEP OUT OF REACH OF CHILDREN
* Read the enclosed leafiet carefully before use

}g{ PRESCRIPTION ONLY MEDICINE

Box of 2 blisters
¥ 14 film-coated tablets

Treatment
of chronic
hepatitis B
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MAT TRUGC

MAU Vi
VICTRON

Lamivudin 100 mg

(VICTRON )

)2 MAT SAU

)/ICTRON

100 mg lamivudin
CONG TY cd PHAN
CONG NGHE SINH HOC - DUQE PHAM ICA

VICTRON

100 mg lamivudin
CONG TY COPHAN
CONG NGHE SINH HOG - DUGT FHAM ICA

VICTRON’

100 mg lamivudin
G TY UO FHAN
CONG NGRE SIMH HQC - DUgC PHAM ICA

VICTRON’

100 mg lamivudin
ClnG TY CO PHAN X
CONG NGHE SINH HOC - DUGE PHAM ICA

VICTRON

100 mg lamivudin
CONG TY ©O PHAN
CONG NGHE SINH HOC - DUGE PHAN ICA

VICTRON

100 mg lamivudin
CONG T¥ GO PHAN
GONG NGHE SINH HOG - DUJC FHAM ICA

VICTRON

100 mg lamivudin
CONG TY COPHAN
CONG NGHE SINH HOC - DUGE PHAM ICA

VICTRON

100 myg lamivudin
CONG TY &6 PHAN
CONG NGHE SINH HOG - DUGE PHAM 1S4
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Thanh phén
Mdi vién nén bao phim chida 100 mg lamivudin va ta dugc via di (cellulose
vi tinh thé, tinh bdt bién tinh, L-HPC, magnesi stearat, t4 dugc bao phim).

Dang bao ché
Vién nén bao phim.

Qui cach dong goi
HOp 2 vix 14 vién nén bao phim.

Chi dinh
Diéu tri viém gan siéu vi B man tinh & bénh nhan tir 16 tudi trd 1&n c6 bang
chiing sao chép cta virus viém gan siéu vi B (HBV), va tinh trang viém gan
ti&n trién k&m theo mot hodc nhiéu didu kién sau day:
- Alanin aminotransferase (ALT) huyét thanh tang gdp 2 ldn hay hon so
vGi binh thubng.
- Xdgan.
- Bé&nh gan m4t bu.
- Bénh gan dang viém hoai tii thé hién trén sinh thiét.
- Tén thuong hé& mi&n dich.
- Ghép gan.

Chdng chi dinh
Qué man véi lamivudin.

Hudng dan sif dyng

Bénh nhdn tiy 16 tudi trd 1én:

Liéu d& nghi: 100 mg, mdi ngdy 1 1dn.

Bénh nhén suy thén vdi d6 thanh thdi creatinin dudi 50 mi/phdt: cdn gidm

lidu.

C6 thé dung thudc trong biia &n hoc cdch biia &n.
Ding thudc theo sy hubng ddn cla bac ST vi thdi gian diéu tri t6i uu chua
dugc xac dinh.

Nén c4n nhdc ngung st dung thudc trong cdc trudng hop sau:

- Chdc chin cb sy chuyén dang HBeAg va/hoic HBsAg huyét thanh dugc
kh&ng dinh & bénh nhan c6 hé mién dich binh thudng.

- Bé&nh nhédn nii mang thai trong thdi gian diéu tri.

- Bénh nhén c6 d4u hidu khdng dung nap thudc khi dang diéu tri.

- Trudng hgp lamivudin khdng c6 hidu qua déi véi bénh nhén, theo danh
gi4 cla bac s diéu tri. Vi du nhu khi ndng dd ALT huyét thanh trg vé gid
tri tru6c didu tri, hodc tinh trang bénh x3u di thé hién trén md hoc gan.

Nén theo ddi sy phi hgp cla b&nh nhdn trong qud trinh diéu tri bdng

lamivudin.

N&u ngting thudc, phai theo ddi dinh ky dé phat hién bdng chiing clia viém

gan tai phat.

Diéu chinh liéu ding:

- Suy than: viéc diéu chinh liéu ding dugc dé nghi nhu sau:

D¢ thanh thai creatinin

(mi/phit Liéu ding dé nghi

Lén hon hay bang 50 | 100 mg, mdi ngay 1 I4n

39 - 40 Lifu kh&f ddu 100 mg, sau d6 50 mg, mdi ngay 1 i4n

15 - 29 Liéu khd ddu 100 mo, sau d6 25 mg, mbi ngay 1 1n
5-14 Liéu khti ddu 35 mg, sau d6 15 mg, mdi ngay 1 1dn

Nho hon 5 Lidu khti ddu 35 mg, sau d6 10 mg, mdi ngay 1 Kén

- Suy gan; Dugc ddng hoc clia lamivudin khdng bi anh hudng déng ké bdi
r8i loan chiic ndng gan nén khong cdn diéu chinh liéu dung ¢ bénh nhan
suy gan, trif trudng hop co kem theo suy than.

Thén trong
Trong thdi gian diéu tri, b&nh nhan cdn dugc mdt bac sT cd kinh nghigm

trong finh vyc diéu tri bénh viém gan siéu vi B man tinh theo doi, xem xét va
danh gia.

Sau khi ngung diing lamivudin, bénh nhan c6 thé bi viém gan tai phét, tinh
trang ¢6 thé nghiém trong hon & nhilng b&nh nhén bi bénh gan mét bu. Do
d6, phdi theo ddi dinh ky trén Idm sang va dénh gid thu nghigm chdc nang
gan (nng d ALT va bilirubin) trong t6i thidu 4 thang dé tim bdng ching
viém gan siu vi tdi phat. Nén duy tri lidu lamivudin 150 mg x 2 ldn/ngay &
bénh nhan ddng thdi nhiém HIV, dang didu tri hay c6 k& hoach diéu tri bing
lamivudin hay lamivudin phdi hgp véi zidovudin .

Khong c6 thdng tin vé su lay truyén virus gdy viém gan B tif me sang con
trong trudng hgp bénh nhin dang mang thai dugc diu tri bang lamivudin.
Can tudn theo phuong phdp tiém phong virus viém gan thong thudng da
dugc khuy@n cdo cho nhi nhi.

B&nh nhéin phdi dugc biét rdng viéc gidm nguy co 18y truyén virus viém gan
B cho ngudi khac khi diéu trj bing lamivudin chua duge chitng minh va do dé
van phai 4p dung nhiing bién phap ngan ngua thich hop.

Chua khdng dinh dugc tinh an todn va hiéu qua clia lamivudin ¢ nhiing bénh
nhdn dudi 2 tudi, bénh nhan cdy ghép gan, b&nh nhan bj nhiém ca hai loai
HBV va HCV, viém gan delta hay HIV.

Nhitng luu § d3c biét va canh bao khi st dyng thudc

- Nhiém acid lactic, gan to va nhiém ma@ muc dé nédng |
Tinh trang nhiém acid lactic, gan to va nhiém ma, ké ca tii vong da dugc bao

cdo 12 do st dyng mot hodc phdi hgp nhiéu nucleosid trong diéu tri, bac gém
ca lamivudin va cdc thudc khang retrovirus khdc. Cac trudng hgp nay chi
y8u xay ra ¢ phy ni. Béo phi hay st dung chat déng ddng nucleosid trong
thoi gian dai c6 thé 1am ting nguy cd. Phan I6n c4c bdo c4o ndy ghi nhin &
nhiing bénh nhan st dung chat déng ddng nucleosid trong diéu tri nhiém
HIV, nhung chiing nhiém acid lactic & b&nh nhan ding lamivudin trong diéu
tri viém gan siéu vi B cling dugc bdo cdo. Do vay, cdn dic biét than trong khi
dung lamivudin cho nhiing b&nh nhan da biét c6 nguy co lién quan dén bénh
gan; tuy nhién, b&nh nhan khdng ndm trong dién nguy cd van phai dugc chi
y. Chdm dit diéu tri bdng lamivudin ngay khi b&nh nhin c6 hién tugng
nhiém acid lactic 1dm sang tién trién, khi k&t qud xét nghiém ggi v vé viéc
nhi&m acid lactic, hay gan bi nhiém ddc (c6 thé bao gdm ca chiing gan to va
nhiém md) di khdng c6 su gia tang enzym transaminase mot cach dang keé.
Nhidng diém khdc biét quan trong gida cdc sdn phdm ¢o chua lamivudin,
xét nghiém HIV, va nguy cd xudt hién dang HIV dét bién khdng thude.
Cong thic bdo ché va ham lugng lamivudin trong vién nén bao phim
VICTRON khong thich hgp cho viéc diéu tri cho cdc bénh nhan viia nhiém
HBV viia nhiém HIV. N&u c4c bénh nhdn ndy dugc chi dinh diéu tri bdng
lamivudin, thi liéu dung phai cao hon trong mdt ché dd diéu tri két hop thich
nang, bér cank 46 bénh nhdn phii dusz bidt ode thdng tin vE thude. Btrh
nhan phai dugc xét nghiém HIV va hoi chan cdn than trude khi bit ddu tién
hanh diéu tri va trong sudt qud trinh diéu tri bdi vi néu lamivudin dugc ding
dé diéu trj viém gan siéu vi B man tinh & nhiing bénh nhan bi nhiém HIV thi
sé ¢6 nguy co xudt hién cac HIV khdng thuc hay hitu qua diéu tri clia thudc
bi han ché.

- Tang bénh sau khi diéu trj viém gan
Cac bdng ching 1dm sang ciing nhu tif phdng thi nghiém cho thay rdng c¢6
sy gia tang cla bénh sau khi ngung dung lamivudin (c6 sy gia tdng cta ALT
huy@t thanh, sy tai xudt hién ADN cua HBV sau khi ngung diéu tri). M3c di
hadu hét cdc bién cb duding nhu tu han ché, nhung cd mdt vai truding hgp gay
chét da dudc bdo cdo.
Tuy nhién, moi lién hé mang tinh nhén quéd gitia viéc ngung diéu tri bang
lamivudin va viéc bénh trdm trong hon sau diéu tri vdn chua duoc biét ro.

MAU T3 HUGNG DAN SU DUNG THUDC

VICTRON®
(Lamivudin 100 mg)

"VICTRON

Bénh nhan cdn dugc theo ddi chit ché cac tridu ching 1dm sang va cdc két
qua xét nghiém trong thdi gian nhiéu thang sau khi cham duit diéu tri.

Chua c6 mdt bing chiing ddy db no gitip xéc dinh ¢6 nén tai didu tri dé 1am
thay déi tinh trang bé&nh ning hon sau khi diéu tri hay khéng.

Viém tuy

MOt vai trudng hop bénh nhan bi viém tuy sau khi diéu tri bing lamivudin da
dugc cong bd, dic biét 12 & cdc bénh nhan 14 tré em bi nhiém HIV da dugc
diéu tri bang nucleosid trudc do.

Tdc dyng phy

Téc dung phu hay gdp nhat 14 mét mdi, khé chiu, nhiém tring ho hdp, dau
ddu, dau va kho chiu 6 byng, budn nén, nbn va tiéu chay.

M6t vai trudng hop tdc dung phu xay ra khi bénh nhdn ding lamivudin
(nhidm acid lactic, gan to va gan nhiém md mic dd ndng, bénh trdm trong
hon sau khi diéu tri, viém tuy, sy xudt hién cla ching virus dot bién di kem
v6i viéc giam tinh nhay cdm d6i véi thude va gidm bét tinh dép tng véi viée
diéu tri).

Théng bdo cho bac sT nhilng tdc dung khéng mong muén gdp phai
khi si dung thudc.

Qué ligu

Trong cdc nghién clu cdp tinh trén ddng vdt, lamivudin véi liéu rat cao
khong gdy doc tinh cho cd quan. C6 mdt vai sd liéu han ché vé phan dng phy
do udng qud liéu cdp tinh § ngudi. Khong trudng hgp ndo t vong, bénh nhan
déu hdi phyc. Khdng cé diu hidu hodc triéu ching ddc hiéu ndo sau nhiing
truding hop qua liéu nhu vay.

Né&u bi qud liéu, phdi theo ddi b&nh nhan va 4p dung bién phdp diéu tri ho trg
thong thudng néu cdn. Do lamivudin cé thé thim phén duge, nén cd thé dp
dung phuong phap loc mau.

Tuong téc thube

Kha nding tuong tac thudc thdp do chuy&n hda va gan véi protein huyét tuong
han ch& va hdu nhy thai trif hodn todn qua than dudi dang khéng ddi.
Lamivudin thdi trii chl y8u theo ¢o ché bai tiét cha ddng cation hitu cd. Nén
xem xét kha ndng tuong tac vdi thudc khdc ding dong thai, ddc bigt khi
dubing thai trif chinh clia nhiing thudc ndy 1a bai tiét chd ddng qua thdn thdng
qua hé théng van chuyén cation hilu ¢, vi dy trimethoprim. Nhiing thudc
khac (vi dy ranitidin, cimetidin) chi thai trir mdt phdn bdng co ché nay va
cho thdy khong tuong téc vdi lamivudin.

Nhiing thudc thdi trir chl yéu qua dudng hoat héa anion hiiu co, hodc bdi loc
tidu cdu than khong chic cd nhiing tuong tdc mang y nghia Idm sang ddng
k& v6i lamivudin.

Su dung trimethoprim (TMP) 160 mg, sulphamethoxazol (SMX) 800 mg
mdi ngdy 1 14n ¢6 tac dung 1am gia tang dién tich dudi dubng cong hdp thu
clia lamivudin (AUC) Ién dén khodng 44%. Khong cdn phai chinh liéu. Anh
hubng clla TMP va SMX ¢ lifu cao nhu lifu dung didu tri nhiém
Pneumocystic carinii pneumonia van chua dugc biét. Khéng cé thong tin
ndo vé tuong tac véi cdc thubc khac cd cd ché thanh thdi ¢ thdn gidng nhu
flamivudin.

Lamivudin va zalcitabin ¢6 thé kim ham sy phosphoryl héa ndi bao clia nhau.
Do vay, khong nén su dung phoi hop lamivudin va zalcitabin.

Nghién c{u trén dong vat hay céc s6 lidu thu thip dugc ti cdc thd nghiém in
vitro ggi y rdng khéng c6 tuong tac thude gitia lamivudin va céc thube ding
phdi hop. Lamivudin khdng tuong tac véi cytochrom P-450. Tuong tdc thude
chi xdy ra vdi ganciclovir (lam yéu hoat tinh khang HIV) va trimethoprim.

Su dyng 6 phy nir c6 thai va cho con bd

Su dung @ phu nd ¢o thai

Nghién ctu & chudt va thd cho thdy khong ¢6 bdng chiing cta viéc lamivudin
gdy ra qudi thai. Tuy nhién, khéng nén dung lamivudin trong thoi ky mang
thai trit khi lgi ich nhiéu hon nguy ¢d. Bénh nhan dang mang thai ma sd dung
lamivudin hay trong Ilic st dung lamivudin lai ¢6 thai phdi bdo ngay cho béc
ST,

St dung 8 phu nd cho con bd

Phu ni khi dang diéu tri bang lamivudin khdng nén ¢cho con ba.

Anh huéng t6i khd ndng 141 xe va vn hanh may méc

Anh hudng clia lamivudin t6i khd ndng I4i xe hodc van hanh mdy moc chua
duge nghién clu. TU cdc d3c diém duge Iy hoe cla thude, cling khong dy
dodn dugc tac hai cla thubc 18n nikiing hoat dong nay.

Dac di€m duge lye hoo

Lamivudin 1 thudc khdng virus, c6 hoat tinh cao di vai virus viém gan B ¢
moi dong té bao thii nghiém va § nhiing ddng vt thi nghiém bi nhiém.
Lamivudin bi chuy8n hod bdi ¢d nhiing t& bao nhiém va khong nhiém thanh
ddn xudt triphosphat (TP), ddy 1a dang hoat ddng cla chdt gbc. Thoi gian
hdn hiy ndi t& bao cla triphosphat trong té bao gan la 17-19 gid trong thu
nghiém in vitro. Lamivudin-TP ddng vai trd nhu chdt nén cho polymerase
cla virus HBV. Sy hinh thanh tiép theo ctia DNA cua virus bi chdn 1ai do sy
sdt nhdp lamivudin-TP vao chudi va din dén két thic chudi.

Lamivudin-TP khong can thiép vao chuyén héa desoxynucleotid ¢ t& bao
binh thuting. N6 chi 1a y&u t0 tc ché y8u polymerase DNA alpha va beta cua
dong vat cd vi. Va nhu vay, lamivudin-TP it ¢6 tdc dung téi thanh phan DNA
t8 bao ctia dong vét co vi.

Trong thif nghiém vé khd ndng thudc tac dung téi cdu tric ty lap thé, thanh
phdn va chiic ndng DNA, lamivudin khéng co tdc dung gdy dbc dang ké.
Thudc chi cé khd ndng rdt thdp 1am gidm thanh phdn DNA, khong sat nhdp
vinh vién vao DNA ty lap thé, va khong déng vai trd chét dc ché polymerase
DNA gamma cla ty lap thé.

D3¢ diém duge ddng hoc

Hap thu |
Lamivudin duge hdp thu tot i hé tiéu héa, sinh kha dung cla lamivudin khi
ubng 6 ngudi I6n thudng 12 tir 80-85%. Sau khi udng, thdi gian trung binh
(t,.) d& dat dugc ndng do toi da trong huyét thanh (C..) 1a khodng 1 gid. O
liéu diéu tri, nghta 1a 100 mg, mdt l&n/ ngdy, C,, 13 1,1 - 1,5 mg/ml va ndng
dd 6n dinh 12 0,015 - 0,020 mg7ml.

Diing thude cling véi thiic dn 1am kéo dai t.,, va 1Am gidm C,_ (gidm toi
47%). Tuy nhién, mlc d§ hdp thu lamivudin (dya trén AUC) khong bi dnh
hubng, do vay, lamivudin c6 thé st dung trong blia dn hay cdch bia in.

Phén b

Trong c4c nghién ciiu dua thudc qua dudng tiém tinh mach, thé tich phan bd
trung binh 1a 1.3 litkg. Lamivudin ¢6 dudng biéu dién duoc dong hoc tuyén
tinh trong khodng liéu diéu tri va cho thay su két hop vdi albumin huyét tuong
thap.

Céc s0 lidu, tuy cOn han ché, cho thdy lamivudin vao duge hé thdn kinh trung
uong va t6i duge dich ndo tiy. Khodng 2 - 4 gid sau khi udng, ty sudt trung
binh ndng do lamivudin trong dich ndo tly so véi trong huyét thanh 1a
khodang 0,12.

Chuyén hoa

Lamivadin :han trd chi yEu qua than dule dang kinong 501 Kha nang tuong
tic thudc chuyén héa voi lamivudin thdp do chuyén héa qua gar thap (5-
10%) va gdn voi protein huy8t tuong thip.

Thai trg

Thanh thai toan than trung binh cua lamivudin 1a khoang 0,3 lit/gid/kg. Théi
gian ban thai ghi nhan dugc 1a 5-7 gid. Phan 16n lamivudin thai tri ¢ dang
khong ddi qua nudic tidu thong qua loc cdu than va bai tiét tich cuc (hé thdng
van chuyén cation hiiu co). Thanh thai qua than chiém khodng 70% thai trif

~( PHA

ctia lamivudin. e )
Han ding

36 thdng ké tif ngdy san xudt.

Bdo qudn ) {f OC

Gili ngi kho mét (< 30°C). i

ThubBec nay chi ding theo sy ké don cta thdy thube.
D€ xa tdm tay tré em. 0

Doc ki hudng dan si dung trude khi ding. Néu cdn thém théng tin xin hdi y kién bdc si.
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Composition
Each film-coated tablet contains lamivudine 100 mg and excipients q.s.

(microcrystalline cellulose, pregelatinized starch, L-HPC, magnesium
stearate, film coating excipient).

Dosage form
Film-coated tablets.

Presentation -
Box of 2 blisters x 14 film-coated tablets.

Indications
VICTRON® is indicated to patients from 16 years of age with chronic viral
hepatitis B associated with evidence of hepatitis B viral replication (HBV)
and active liver inflammation, with one or more of the following conditions:
- Elevated serum alanine aminotransferase (ALT) more than or equal to 2
times of normal level.
- Liver cirrhosis.
- Decompensated liver disease.
- Biopsy-proven necro-inflammatory liver disease.
- Immunocompromised state.
- Liver transplant.

Contra-indications
Hypersensitivity to lamivudine.

Dosage and Administration
- Patients from 16 years of ageé:

Recommended dose: 100 mg once daily.

- Renal impairment patients with creatininé clearance less than 50 mL/min:
reduction of the dosage is recommended.

Lamivudine can be taken with or without food.

Optimal duration of lamivudine therapy has not been established, so this

drug should be use under doctor’s instruction.

Treatment discontinuance may be considered in the following situation:

- Immunocompetent patients when HBeAg and/or HBsAg seroconversion
confirmed.

- Female patients become pregnant during therapy.

- Patients show signs of intolerance to lamivudine on treatment.

- Treatment failed with lamivudine (based on doctor's gxamination) e.g.
when persistent return of serum ALT 0 pre-treatment value occurs or
when the patient experiences deterioration in liver histology.

Patient compliance should be monitored during lamivudine therapy.

If lamivudine is discontinued, patients should be periodically monitored for

evidence of relapsed hepatitis.

Dose adjustment:

- Renal impairment; it is recommended that doses of lamivudine be
adjusted in accordance with renal function as followed:

Creatinine clearance
(mL/min) Recommended dosage

More than or equal to 50 | 100 mg once daily

39 to 40 | 100 mg initial dose, then 50 mg once daily

15 t0 29 100 mg initial dose, then 25 mg once daily
510 14 35 mg initial dose, then 15 mg once daily

Under 5 35 mg initial dose, then 10 mg once daily

- Hepatic impairment: Pharmacokinetic parameters of lamivudine are not
significantly affected in case of hepatic dysfunction. Therefore, dose
adjustment is not necessary unless accompanied by renal impairment.

Precautions

Patients should be monitored regularly during treatment by a physician
experienced in treatment of chronic hepatitis B.

After the treatment of lamivudine IS discontinued, some patients may
experience clinical or laboratory evidence of relapsed hepatitis, which may
have more severe consequences in patients with decompensated liver
disease. Patients should be pericdically monitored both clinically and by
assessment of serum liver function test (for ALT and bilirubin levels) for at
least 4 months for evidence of relapsed hepatitis. The doses of 150 mg of
lamivudine, twice daily should be maintained for the treatment of patients
who are co-infected with HIV and are currently receiving or plan to receive
treatment with lamivudine alone or lamivudine and zidovudine
concomitantly.

Data on maternal-foetal transmission of hepatitis B virus in pregnant

women receiving treatment with lamivudine has not been established. The
standard recommended procedures for hepatitis B virus immunization in
infants should be followed.

Patients should be advised that therapy with lamivudine has not been
proven to reduce the risk of transmission of hepatitis B virus to others and
therefore, appropriate precautions should still be taken.

Safety and efficacy of lamivudine have not been established in pediatric
patients under 2 years of age, patients dually infected with HBV and HCV,
HIV or delta hepatitis.

Special warnings
. lactic acidosis/ severe hepatomegaly with steatosis: Lactic acidosis and

severe hepatomegaly with steatosis, including fatal cases, have been
reported with the use of nucleoside analogues alone or in combination,

including lamivudine and other antiretrovirals. A majority of these cases
occurred in women. Obesity and prolonged nucleoside exposure may be risk
factors. Most of these reports have described patients receiving nucleoside
analogues for HIV infection, but some others reported lactic acidosis
occurred in patients receiving lamivudine for treatment of hepatitis B.
Particular caution should be exercised when lamivudine is administered to
any patients with known risk factors of liver disease; however, care should
also be taken to patients without risk factors. Discontinuance of treatment
with lamivudine should be required in patients who develop clinical or
laboratory finding suggestive of lactic acidosis or pronounced hepatotoxicity
(which may induce hepatomegaly and steatosis even in the absence of
marked transaminase elevations).

- Important differences between lamivudine-containing products, HIV
testing, and risk of emergence of resistant HIV: The formulation and dosage
of lamivudine in VICTRON film-coated tablet are not appropriate for patients
dually infected with HBV and HIV K lamivudine is indicated to these
patients. a nigher dose for hiV treatment should be administered as a part
of an appropriate combination regimen, in addition, patients should also be
informed about the drug information. Counseling and HIV testing should be
offered to all patients before beginning and during lamivudine treatment. It
is because the risk of rapid emergence of resistant HIV and the limitation of
treatment options when lamivudine is prescribed to treat chronic hepatitis B
in patient who has unrecognized or untreated HIV infection or acquired HIV
infection clurjng treatment.

. Post-treatment exacerbations of hepatitis: Clinical and laboratory evidences
of exacerbations of hepatitis have occurred after discontinuance of
lamivudine (these have been primarily detected by serum ALT elevations, in
addition to the re-emergence of HBV DNA commonly observed after
stopping treatment). Although most events appear to have been self-
limited. fatalities have been reported in some cases. The causal relationship
between the discontinuance of lamivudine and the post-treatment
exacerbations of hepatitis is unknown. Patients should be strictly monitored
with both clinical and laboratory follow-up for several months after the
treatment ended. There is insufficient evidence to determine whether re-
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initiation of therapy alters the course of post-treatment exacerbations of
hepatitis.
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Pancreatitis: Pancreatitis has been reported in patients receiving

lamivudine, particularly in HIV-infected pediatric patients previously

exposed with nucleoside.

Side effects

The most common adverse events were malaise and fatigue, respiratory
tract infections, headache, abdominal discomfort and pain, nausea,
vomiting and diarrhea.

Several serious adverse events reported with lamivudine (lactic acidosis

and hepatomegaly with steatosis, post-treatment exacerbations of hepatitis

B, pancreatitis, and emergence of mutant viruses associated with the

reduction of drug susceptibility and of treatment response).

The physician should be informed any side effects during the treatment
with VICTRON.

Overdose

Administration of lamivudine at very high dose in acute animal studies did
not result in organ toxicity. Limited data are available on the consequence of
ingestion of acute overdoses in humans. No fatalities occurred. No specific
signs or symptoms have been identified following such overdose.

If overdose occurs, the patients should be monitored, and standard
supportive treatment applied as required. Since lamivudine is dialyzable,
continuous haemodialysis could be conducted in the treatment of overdose.

Drug interactions

The likelihood of metabolic interactions is low due to limited metabolism and
plasma protein binding and almost complete renal elimination of unchanged
drug.

Lamivudine is predominantly eliminated by active organic cationic
secretion. The possibility of interactions with other drugs administered
concurrently should be considered, particularly when their main route of
elimination is active renal secretion via the organic cationic transport
system e.g. trimethoprim. Other drugs (e.g. ranitidine, cimetidine), which
considered not interacting with lamivudine, are eliminated only in part by
this mechanism.

Drugs predominantly excreted gither via the active organic anionic pathway
or by glomerular filtration are unlikely to yield clinically significant
interactions with lamivudine.

Concomitantly administration of trimethoprim  (TMP) 160 mg,
sulphamethoxazole (SMX) 800 mg once daily increased lamivudine
exposure (AUC) by 44%. Dosage changing of either drug is recommended.
There is no information regarding the effect on lamivudine
pharmacokinetics of higher doses of TMP or SMX such as those used 10
treat Pneumocystis carinii pneumonia. No available data regarding the
potential interaction with other drugs that have renal clearance mechanisms
similar to that of lamivudine.

Lamivudine and zalcitabine may inhibit the intracellular phosphorylation of
one another. Therefore, use of lamivudine in combination with zalcitabine is
not recommended.

Animal studies or in vitro data suggested the lack of interactions between
lamivudine and a number of concomitantly administered drugs. Lamivudine
was shown not to interact with the cytochrome P450. Interactions only
occurred with ganciclovir (weakening of the anti-HIV activity) and
trimethoprim.

Use in pregnancy and lactation

Use in pregnancy

Reproduction studies have been performed in rats and rabbits at oral dose,
no evidence of teratogenicity due 1o lamivudine was observed.
Nevertheless, lamivudine should only be used during pregnancy if the
potential benefits outweigh the risks. Patients who receiving lamivudine
during pregnancy or being pregnant should immediately inform to the
physician.

Use in lactation

Mothers who are receiving lamivudine should discontinue breast-feeding.

Effects on the ability to drive and use machines

Study on investigation tMe effect of lamivudine on the ability to drive and to
operate machines has not been established. Also, these detrimental effects
would not be predicted from the pharmacology of the drug.

Pharmacology

Lamivudine is an anti-viral agent which is highly active against hepatitis B
virus in all cell lines tested and in experimentally infected animals.
Lamivudine is metabolized by both infected and uninfected cells to the
triphosphate (TP) derivative which is the active form of the parent
compound. The intra-cellular half life of the triphosphate in hepatocyte is 17
- 19 hours in vitro. Lamivudine-TP acts as a substrate for the HBV viral
polymerase. The formation of further viral DNA is blocked by incorporation
of lamivudine-TP into the chain and subsequent chain termination.
Lamivudine-TP does not interfere with normal cellular desoxynucleotide
metabolism. It is also only a weak inhibitor of mammalian DNA alpha and
beta polymerases. Furthermore, lamivudine-TP has little effect on
mammalian cell DNA content.

In assay relating to potential drug effects on mitochondrial structure and
DNA content and function, lamivudine lacked appreciable toxic effects. It
has a very low potential to decrease mitochondrial DNA content, 1s not
permanently incorporated into mitochondrial DNA, and does not act as an
inhibitor of mitochondrial DNA gamma polymerase.

Pharmacokinetics
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Absorption

Lamivudine is well absorbed from the gastrointestinal tract, and the
bioavailability of oral dosage form in adults is normally between 80% and
85%. Following oral &dministration, the mean time (t,,.) to maximal serum
concentrations (C,,) is about an hour.

At therapeutic dose (i.e.100 mg once daily), C,,, I In the order of 1.1-1.5
mg/mL and stable level is 0.015 - 0.020 mg/mL.

Co-administration of lamivudine with food resulted in a delay of t,,, and a
lower C... (decreased by 47%). However, the extent (based on the AUC) of
lamivudine absorbed was not influenced, therefore lamivudine can be
administered with or without food.

Distribution

From intravenous studies the mean volume of distribution is 1.3 L/Q.
Lamivudine exhibits linear pharmacokinetics over the therapeutic dose
range and displays low plasma albumin binding.

Limited data shows lamivudine penetrates the central nervous system and
present in the coiebre spinal Huic (Uak) The mean fatio of C&F evai o
s2rum level after oral administration 2-4 hours was approximately 0.12.
Metabolism

Lamivudine is predominately renal excreted in unchanged form. The
likelihood of metabolic drug interactions with lamivudine is low due to the
small extent (5 - 10%) of hepatic metabolism and the low plasma protein
binding.

Elimination

The mean systemic clearance of lamivudine is approximately 0.3 L/h/kg.
The observed hali-life of elimination is 5 to 7 hours. Fhe majority of
lamivudine is excreted unchanged in the urine via glomerular filtration and
active secretion (organic cationic transport system). Renal clearance
accounts for about 70% of lamivudine elimination.

Shelf-life

36 months from manufacturing date.

Storage

Store in a dry and cool place (< 30°C)

Prescription only medicine.
Keep out of reach of children.
Read leaflet carefully before use. For more information, consult your physician.
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