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Tiéng Anh

Tiéng Viét

Pharmacodynamic effects

Cac tac dung dwoc lwc hoc

The pharmacodynamic activity of levocetirizine has
been studied in randomised, controlled trials:

Hoat tinh dwoc lwe hoc cla Levocetifizine da dwgc
nghién clru trong cac th&r nghiém doi chirng ngau
nhién:

In a study comparing the effects of levocetirizine 5
mg, desloratadine 5 mg, and placebo on histamine-
induced wheal and flare, levocetirizine treatment
resulted in significantly decreased wheal and flare
formation which was highest in the first 12 hours
and lasted for 24 hours, (p<0.001) compared with
placebo and desloratadine.

Trong mét nghién clru so sanh tac dung cua
Levocetirizine 5 mg, Desloratadine 5 mg, va placebo
trén cac cac nét swng dé do histamine gay ra, viéc
diéu tri v&i Levocetirizine lam gidm dang ké sw hinh
thanh cla cac nét swng dd cao nhét trong 12 tiéng
diu va kéo dai dén 24 tiéng, (p<0.001) so vé&i
placebo and desloratadine.

The onset of action of levocetirizine 5 mg in
controlling pollen-induced symptoms has been
observed at 1 hour post drug intake in placebo
controlled trials in the model of the allergen
challenge chamber.

Sv khéi phat tac dung clia Levocetirizine 5 mg trong
kiém soat cac triéu chirng di tng phan hoa duoc
theo dbi vao thoi diém 1 gio sau khi ubng thudc
trong thlr nghiém cé déi chirng placebo trong md
hinh budng kich thich di *ng nguyén (allergen
challenge chamber).

In vitro studies (Boyden chambers and cell layers
techniques) show that levocetirizine inhibits eotaxin-
induced eosinophil transendothelial migration
through both dermal and lung cells. A
pharmacodynamic experimental study in vivo (skin
chamber technique) showed three main inhibitory
effects of levocetirizine 5 mg in the first 6 hours of
pollen-induced reaction, compared with placebo in
14 adult patients: inhibition of VCAM-1 release,
modulation of vascular permeability and a decrease
in eosinophil recruitment.

Cac nghién ctru In vitro (cac buéng Boyden va cac
phwong phap ky thuat lop té bao) cho thay rang
Levocetirizine trc ché su di chuyén ndi md cla bach
cau ai toan do Eotaxin gay ra qua ca cac té bao phéi
va da. Mét nghién ctru thywe nghiém dwoc lwc hoc in
vivo (k¥ thuat budng té bao) cho thay ba tac dung trc
cé chinh cla Levocetirizine 5mg trong 6 tiéng dau
cla phan (rng gay ra b&i phan hoa, so v&i placebo &
14 bénh nhan trwdng thanh la: Uc ché giai phong
VCAM-1 (Phan ttr két dinh t& bao mach mau 1), diéu
hoa tinh thAm cGia mach va lam gidm san sinh bach
cau ai toan.

Pharmacokinetic properties

Cac dac tinh dworc dong hoc

The pharmacokinetics of levocetirizine are linear
with dose- and time-independent with low inter-
subject variability. The pharmacokinetic profile is the
same when given as the single enantiomer or when
given as cetirizine. No chiral inversion occurs during
the process of absorption and elimination.

Cac dac tinh dwgc dong hoc cua Levocetirizine cé
tinh chét tuyen tinh, khéng phu thudc vao liéu va thoi
gian v&i sw bién thién gitra cac déi twong nhé. Dac
tinh dwoc dong hoc la twong tw nhau khi dung ddng
phan quang hoc don |é hay dung Cetirizine. Khong
c6 sy quay cau hinh bat dbi (chiral inversion) xay ra
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trong qua trinh hap thu va thai tre.

Absorption

Hap thu

concentration is reduced and delayed.

Levocetirizine is rapidly and extensively absorbed
following oral administration. In adults, peak plasma
concentrations are achieved 0.9 h after dosing.
Steady state is achieved after two days. Peak
concentrations are typically 270 ng/ml and 308
ng/ml following a single and a repeated 5 mg o.d.
dose, respectively. The extent of absorption is dose-
independent and is not altered by food, but the peak

Levocetirizine dwoc hép thu nhanh va manh khi sau
khi ubng. O nguoi Ién, ndng d6 dinh trong huyét
twong dat dwoc 0,9 gi sau khi uéng. Pat trang thai
can bang sau hai ngay. Nong do dinh 1an lwot 1a
270 ng/ml va 308 ng/ml sau khi ubng mét liéu 5mg
duy nhét va liéu 5mg 18p lai ngay mét 1an. Mc do
hap thu khéng phu thudc lidu va khong bi thay ddi
béi thirc an, nhwng thirc an lam giam va kéo dai thoi
gian dat néng dé dinh.

Distribution

Phan bd

kidneys, the lowest in the CNS compartment.

No tissue distribution data are available in humans,
neither concerning the passage of levocetirizine
through the blood-brain-barrier. In rats and dogs,
the highest tissue levels are found in liver and

Khoéng c6 di¥ liéu v& sy phan bd & md cla ngudi,
cling khéng c6 di¥ liéu lién quan dén kha nang di qua
hang rao mau-ndo cla Levocetirizine. O chudt va
chd, ndng d6 & md cao nhat & gan va than, thap
nhéat & bé phan than kinh trung wonng.

proteins. The distribution of levocetirizine
restrictive, as the volume of distribution is 0.4 I/kg.

In humans, levocetirizine is 90% bound to plasma
is

O nguoi, 90% Levocetirizine gén voi protein huyét
twong. Kha nang phan bo cua Levocetirizine thap va
thé tich phan b 12 0.4 I/kg.

Biotransformation

Bién ddi sinh hoc

The extent of metabolism of

concomitant intake of enzyme

isoforms.

levocetirizine in
humans is less than 14% of the dose and therefore
differences resulting from genetic polymorphism or
inhibitors are
expected to be negligible. Metabolic pathways
include aromatic oxidation, N- and O- dealkylation
and taurine conjugation. Dealkylation pathways are
primarily mediated by CYP 3A4 while aromatic
oxidation involved multiple and/or unidentified CYP
Levocetirizine had no effect on the
activities of CYP isoenzymes 1A2, 2C9, 2C19, 2D6,
2E1 and 3A4 at concentrations well above peak
concentrations achieved following a 5 mg oral dose.

Mirc d6 chuyén hoa cla Levocetirizine & ngudi thap
hon 14% liéu dung va do vay sw khac biét do tinh da
hinh di truyén va viéc dung déng thoi cac chét te
ché emzyme duogc cho la khéng dang ké. Cac con
dwong chuyén héa bao gdm oxy héa nhan thom va
Dealkyl héa nhém N- va O- va lién két taurine. Cac
con dwdng Dealkyl hoa duwoc diéu hoa chi yéu béi
CYP 3A4 trong khi qua trinh oxy héa nhan thom lién
quan dén nhiéu loai CYP va/hodc cac CYP chuwa rd.
Levocetirizine khéng cé tac dung trén cac hoat tinh
ctua CYP isoenzyme 1A2, 2C9, 2C19, 2D6, 2E1 va
3A4 & ndng dod cao hon ndng dd dinh dat dwoc sau
khi ubng mot liéu 5mg.

with other substances, or vice-versa, is unlikely.

Due to its low metabolism and absence of metabolic
inhibition potential, the interaction of levocetirizine

Do sw chuyén hoa thap va khong co kha nang trc
ché chuyén hoda tiem tang, Levocetirizine it cd kha
nang twong tac véi cac chat khac va nguorc lai.
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Elimination

Thai trov

The plasma half-life in adults is 7.9 £ 1.9 hours. The
half-life is shorter in small children.

Nira doi sinh hoc trong huyét twong & ngudi on la
7.9 £ 1.9 gi0. Nlra doi sinh hoc ngan hon & tré nhd.

The mean apparent total body clearance in adults is
0.63 ml/min/kg. The major route of excretion of
levocetirizine and metabolites is via urine,
accounting for a mean of 85.4% of the dose.
Excretion via faeces accounts for only 12.9% of the
dose. Levocetirizine is excreted both by glomerular
filtration and active tubular secretion.

D6 thanh thai toan than biéu kién & nguoi trwdng
thanh trung binh la 0.63 ml/phut/kg. Bwong thai triw
chinh cla Levocetirizine va cac chat chuyén hoa 1a
qua nuwéc tiéu, trung binh chiém 85.4% liéu. Sw thai
tr* qua phan chiém chi 12.9% téng liéu.
Levocetirizine dwoc thai trir qua ca bo loc ciu than
va thai trlr qua éng than hoat dong.

Special population

Nhom dan sb dic biét

Renal impairment

Suy than

The apparent body clearance of levocetirizine is
correlated to the creatinine clearance. It is therefore
recommended to adjust the dosing intervals of
levocetirizine, based on creatinine clearance in
patients with moderate and severe renal
impairment. In anuric end stage renal disease
subjects, the total body clearance is decreased by
approximately 80% when compared to normal
subjects. The amount of levocetirizine removed
during a standard 4-hour hemodialysis procedure
was < 10%.

Do thanh thai toan than biéu kién ctia Levocetirizine
lién quan dén do thanh thai creatinine. Vi thé khuyén
cao nén diéu chinh khodng cach udng Levocetirizine,
dwa trén do thanh thai creatinin & nhirng bénh nhan
suy than vira hoac suy than nang. O nhirng bénh
nhan suy than giai doan cubi khé di tiéu, dd thanh
thai toan than gidm xap xi 80% so v&i nhirtng ngudi
binh thwong. Lwong Levocetirizine dwgc dao thai
trong mot qua trinh chay than nhan tao 4 tiéng tiéu
chuén 1a < 10%.

Paediatric population

Tré em

Data from a paediatric pharmacokinetic study with
oral administration of a single dose of 5 mg
levocetirizine in 14 children age 6 to 11 years with
body weight ranging between 20 and 40 kg show
that C,.x and AUC values are about 2-fold greater
than that reported in healthy adult subjects in a
cross-study comparison. The mean C, was 450
ng/ml, occurring at a mean time of 1.2 hours,
weight-normalized, total body clearance was 30%
greater, and the elimination half-life 24% shorter in
this paediatric population than in adults. Dedicated
pharmacokinetic studies have not been conducted
in paediatric patients younger than 6 years of age. A

Cac di liéu thu dwgc tr mét nghién ctru dwogec dong
hoc & tré em v&i viéc ubng mét liéu don 5mg
Levocetirizine & 14 tré em tir 6 dén 11 tudi vdi can
nang co thé ndm trong khodng tr 20 dén 40 kg cho
thay cac gia tri ciia Cpax va AUC gép khodng hai 1an
so v&i cac gia tri & cac dbi twong ngudi truwdng
thanh khée manh trong mét phép so sanh chéo cac
nghién ctu. Ca trung binh la 450 ng/ml, dat dwoc
vGi thoi gian trung binh 14 1.2 tiéng, do thanh thai
toan bd co thé, véi can nang binh thwong & tré em
cao hon 30%, va ntra ddi thai trir & tré em ngén hon
24% so v&i ngudi tredng thanh. Cac nghién clru
dwoc dong hoc riéng biét chwa dwoc tién hanh &
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to those of adults receiving 5 mg once daily.

retrospective population pharmacokinetic analysis
was conducted in 324 subjects (181 children 1 to 5
years of age, 18 children 6 to 11 years of age, and
124 adults 18 to 55 years of age) who received
single or multiple doses of levocetirizine ranging
from 1.25 mg to 30 mg. Data generated from this
analysis indicated that administration of 1.25 mg
once daily to children 6 months to 5 years of age is
expected to result in plasma concentrations similar

nhitng bénh nhan nhi it hon 6 tudi. Mot phan tich
dwoc ddng hoc hdi ctru trén nhém dan sé dwoc tién
hanh & 324 déi twong (181 tré em tr 1 dén 5 tubi, 18
tré em tlr 6 dén 11 tudi, va 124 nguwoi Ion tlr 18 dén
55 tudi) dung mét hodc nhidu lidu Levocetirizine
trong khoang tlr 1.25 mg dén 30 mg. Cac di¥ liéu thu
dwoc tlr phan tich nay cho thdy rang viéc s dung
liéu 1.25 mg ngay mét 1an cho tré em tr 6 thang tudi
dén 5 tudi c6 thé cho ndng do trong huyét twong
twong tw cda nguwdi Ion khi ding liéu 5mg ngay mot
lan.

Older people

Nguoi cao tubi

Therefore, the

patients.

Limited pharmacokinetic data are available in
elderly subjects. Following once daily repeat oral
administration of 30 mg levocetirizine for 6 days in 9
elderly subjects (65-74 years of age), the total body
clearance was approximately 33% lower compared
to that in younger adults. The disposition of racemic
cetirizine has been shown to be dependent on renal
function rather than on age. This finding would also
be applicable for levocetirizine, as levocetirizine and
cetirizine are both predominantly excreted in urine.
levocetirizine dose should be
adjusted in accordance with renal function in elderly

Hién c6 it cac di¥ liéu vé dwoc dong hoc & cac dbi
twong nguwdi gid. Sau khi udng liéu 30mg
Levocitirizine 13p lai ngay mét 1an trong 6 ngay & 9
déi twong ngudi gia (65-74 tudi), dd thanh thai toan
than thdp hon khoadng 33% so v&i nhitng nguoi
trwdng thanh tré hon. Sw thai trir clia hén hop dong
phan racemic cetirizine cho théy phu thudc vao chirc
nang than hon 1a vao tudi tac. Phat hién nay ciing c6
thé ap dung dbi voi Levocetirizine do Levocetirizine
va Cetirizine déu dwoc thai trir chi yéu qua nuwéc
tiéu. Vi thé, nén diéu chinh liéu cla Levocetirizine
theo chirc nang than & nhirng bénh cao tubi.

Gender

Gidi tinh

function.

Pharmacokinetic results for 77 patients (40 men, 37
women) were evaluated for potential effect of
gender. The half-life was slightly shorter in women
(7.08 £ 1.72 hours) than in men (8.62 + 1.84 hours);
however, the body weight-adjusted oral clearance in
women (0.67 + 0.16 ml/min/kg) appears to be
comparable to that in men (0.59 £ 0.12 ml/min/kg).
The same daily doses and dosing intervals are
applicable for men and women with normal renal

Cac két qua dwoc dong hoc & 77 bénh nhan (40
nam, 37 ni) da dwoc danh gia vé anh hudng tiém
tang cla yéu tb gidi tinh. Nira doi thai trv & niv gidi
hoi ngan hon (7.08 + 1.72 gi®) so v&i nam giéi (8.62
+ 1.84 gi®); tuy nhién, d6 thanh thai dwong ubng
hiéu chinh theo can nang co thé & ni (0.67 + 0.16
ml/phat/kg) twong dwong & nam (0.59 = 0.12
ml/phut/kg). Liéu hang ngay va khodng cach dwa liéu
cho nlr gi¢i va nam gi¢i v&i chirc nang than binh
thwdng la twong ty nhau.

Race

Chung téc
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studied. As
excreted, and

levocetirizine is primarily
there are no important

be different across races. No

been observed.

The effect of race on levocetirizine has not been
renally

racial
differences in creatinine clearance, pharmacokinetic
characteristics of levocetirizine are not expected to
race-related
differences in the kinetics of racemic cetirizine have

Anh hwéng cla yéu té ching toc Ién Levocetirizine
van chwa dwoc nghién ctu. Do Levocetirizine duwoc
thai trlr cht yéu qua than, va khéng co6 sw khac biét
quan trong gitra cac nhém ching tdc vé do thanh
thai creatinin, cac dac tinh dwgc dong hoc cua
Levocetirizine dwgc cho la khong khac nhau gitra
cac nhém ching tdc. Chwa cé phat hién nao Vé sy
khac biét lién quan dén ching toc trong théng sb
déng hoc ctia hdn hop racemic Cetirizine

Hepatic impairment

Suy gan

with  chronic liver diseases

decrease
subjects.

in clearance compared

The pharmacokinetics of levocetirizine in hepatically
impaired subjects have not been tested. Patients
(hepatocellular,
cholestatic, and biliary cirrhosis) given 10 or 20 mg
of the racemic compound cetirizine as a single dose
had a 50% increase in half life along with a 40%
to healthy

Céc thong sd dwoc ddong hoc cla Levocetirizine &
nhitng d6i twong suy gan chua dwoc kiém tra.
Nhitrng bénh nhan bj bénh gan man tinh (Xo gan té
bao gan, xo gan & mat, xo gan mat) dwoc cho ubng
hén hop racemic Cetirizine 10 hodc 20 mg liéu duy
nhéat cé nlra doi ting 1én 50% cung véi do thanh thai
gidm 40% so v&i cac dbi twong khde manh.

Pharmacokinetic / pharmacodynamic relationship

Mbi guan hé dwoc dong hoc/dworc lwc hoc

out of phase with the plasma concentrations.

The action on histamine-induced skin reactions is

Hoat dong clia cac phan tng da do Histamin gay ra
la Iéch pha v&i ndng dd trong huyét twong.




