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Thinh phiin: M3 chiai (SOmL) dung dich udng b chidra
Levocetirizin hydrocknd 25mg

Chi dinh, Cieh ding. Chdng chi dinh va cdc théng
tin khidc:

Xem tang 1 Hidng din s dund tude kém ihes.
Didu kidn bao quan:

Bio quin trang bao bi ken, afudt & duedn 30°C, nei khd,
trinh dnh sang

Han ding: 24 thang ké tir ngay sin sudt

Titu ehuin: TCCS

Kudt xir: Han Québc

BE XA TAM TAY TRE EM

100, Wanpsandin §p Bongarmeeup Mant-gin Jeslitdadtian Dube  DOC KY HUGNG DAN SUF DYNG TRUGC KHI DONG

Composition:
Each bottle (50 mL} oral solution conlains:
Levocetirizing hydrochioride 25 mg

Indication, Administration, Contra-
indication and other information:

Thanh phin:
M3i chai (50 mL) dung dich ubng ¢ chira
Levocetinzin hydroctonid 25 mg

Chi dinh, Cach ding, Chéng chi dinh
va cdc théng tin khic:

Read he package leaflet enclosed Xam frang ¥ Hudng ey ing Die
kem thea
Storage conditions: -

Store in a light conlainer, below 30°C
in a dry place, protected from sunlight

Shell-life: 24 months from the
manufaciuring date

Specifications: In-House

eg, Mo.

5%/ Balch No
Mfg. Date:
DY Exp. Date:

KEEP OUT OF REACH OF CHILDREN nd s mdt
READ THE PACKAGE LEAFLET CAREFULLY | KOREA PRIME PHARM. CO., LTD.

BEFORE USE | ]gé:\ﬂﬂhﬁ%?&'&..mwp, anju-gun,

Levocetirizine hydrochlonde
0.025 g/ 50 mL

Chai 50 mL

Biéu kién bdo quan:
Bao quén trong bao bikin, nhiét do dudi
30°C., noi khé, Iranh anh sang.

Han ding: 24 thang ké {(r ngay sa1 xudl

Tiéu chudn: TCCS
Dang bao ché: Dung dich uéng
Kudt xir: Han Gubc
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LEVOHISTIL-S SOLUTION

Levocetirizine hydrochloride 0,025 g/ 50 ml
Bé xa idm tay tré em
Doc kit hiedng din si dung trude khi ding

Thanh phin

Mbi chai 50ml chira:

Thanh phdn hoat chdt: Levocetirizin hydroclorid 25 mg

Thénh phén ta dirge: Acid benzoic, acid citric hydrat, natri citrat hydrat, glycerin, dung dich
D-sorbitol, sucrose tinh khiét, natri clorid, huong diu HE-60241, nudc tinh khiét.

Dang bao ché: Dung dich uéng

Mo ta: Dung dich khéng mau, trong sudt, mii huong dau

Chi dinh

Thude duge chi dinh giam cic triéu chimg do viém mii di fng (bao gdm viém miii di trng dai
ding) va diéu tri mé day man tinh vé ¢n man tinh & ngudi 16n va tré em tir 2 wéi o én.
Liéu ding vii cich ding

Liéu dimg:

Ngwai lom va tre em tic 12 tuoi tro lén: Udng 5 mg levocetirizin dihydroclorid (trong duong
vGi 10 ml dung dich)/ lin, Ding 1 lin trong ngay.

Tré em tir 6 dén 12 tuoi: Ubng 5 mg levoeetirizin dihydroclorid (twong duong véi 10 ml dung
dich)/ lin. Ding 1 ldn trong ngay.

Tré em tir 2 dén 6 toi: Ubng 1,25 mg levocetirizin dihydroclorid (trong duong vai 2.5 ml
dung dich)/ lan. Diing 2 lin trong ngay.

Liéu ding e hénh nhdn i suy then:

Bénh nhin ngudi 16n suy than: Cén diéu chinh khoang céch lidu thy theo chire niing thdn cia
timg cd nhan. Tham chiéu theo bang dudi day va didu chinh liéu theo chi dinh. D& st dung
bang tinh licu nay cin tinh dwoc d§ thanh thai creatinin cia bénh nhan Clg, (ml/phit). Cle,
{ml/phit) ¢6 thé duge wde tinh dua trén creatinin huyét thanh {mg/dL) theo cong thirc sau
diy:

o 140-woi (ndm) x the trong (kg) = N

Cler= 72 x creatinin huyeét thanh (mg/dlL) % DRAS(EpNIAm)
B¢ thanh thai creatinin (Cl) = 80 ml/ phit: 5 mg levocetirizin dihydroclorid (trong duong
vdi 10 ml dung dich)/ ldn. M&i | ngdy ding | lin.
B3 thanh thai creatinin (Cle,) 30-79 ml/ phit: 5 mg levocetirizin dihydroclorid (treng dwong
véi 10 ml dung dich)/ lin. M&i | ngay ding 1 Fin.
D¢ thanh théi creatinin (Cly,) 30-49 ml/ phit: 5 mg levocetirizin dihydroclorid (twong duong
viri 10 ml dung dich)/ lin. M3i 2 ngay dang 1 lan.
D thanh thai creatinin (Cli) 10-30 ml/ phit: 5 mg levocetirizin dihydroclorid (twong duong
véi 10 ml dung dich)/ lin, M3i 3 ngay dimg 1 lin.
B thanh thai creatinin (Cl,) < 10 ml/ phiit: Chéng chi dinh.
Nguii eao tuoi: Diéu chinh litu duoe khuyén cdo & ngudi gia voi tinh trang suy thin mic dé
trung binh dén niing (xem phén bénh nhén suy than),
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Tre em suy then: (?héng chi dinh diing levocetirizin cho tre em dudi 11 twéi bi suy thin (xem
phin chong chi dinh). O wé em tén 11 woi bi suy than, liéu ding cin duge didu chinh tiy
theo timg bénh nhan duwa vao dd thanh thai thin va cdn nang cia wé, Khdng ¢6 dir liéu cu thé
trén tré bi suy thin.

Bénhy nihn suy gan: Khong cén chinh liéu véi bénh nhan chi ¢6 suy gan. Néu bénh nhan vira
suy gan vira suy thin thi chinh lidu theo mae dg suy than (xem phdn bénh nhan suy thén).
Caech dime:

Thube ding dudng udng, ¢ thé udng cang hodic khéng ciing thirc dn. ung ngay sau khi pha
dung dich.

Thoi gian dime:

Bénh viém mii di tmg khéng lién tue (triéu chimg it hon bon ngay mét wan hodic it hon bén
tudin mot nam) duge diéu tri theo bénh va lich sir ciia bénh. Dimg thude néu tridu chimg
khong con va co thé ding lai néu triéu chirg xudt hién 1ré lai. Trong trudmg hop viém mii di
(mg dai dang (triéu chimg hon bin ngay mdt wan hodic hon bdn twan mat ndm) diéu tri lien
tye cho bénh nhan trong thii gian tiép xic véi chit gdy di ang. DA ¢6 kinh nghigm diéu tr
levocetirizin trong thai gian diéu tri it nhit 6 thang. Trong mé day min tinh va viém mii di
{rmg man tinh. ¢6 kinh nghiém diéu tri cetirizin (dang racemic) trong magt ndm.

Ching chi dinh

Bénh nhan méan cam véi levocetirizin, vdi cie din chét piperazin hofic vai bét cir thanh ph:in
nao ctia thude.

Bénh than ndng véi dé thanh thai creatinin (Cler) duéi 10 mi/phat.

Tré em dudi 11 tdi bi suy than.

Canh bido va thin trong khi dimg thude

Trén thir nghiém lam sang, tinh trang ngu o me, mét moi v suy nhuge da duge bao céo &
mdt $6 bénh nhan diéu tri levocetirizin. Bénh nhian nén thin trong khi ki xe va vin hanh may
mac khi ding levocetirizin.

Tranh két hop levocetirizin véi cdn va d6 udng cé ¢dn hode cac thude 1am giam dau tic dung
[én hé than kinh trung wong do kha niing mat canh gidc va suy giam kha nang phan (mg ciia
hé than kinh trung uong.

Bénh nhin khdng dung nap galactose, suy giam Lapp lactase hodic giam hip thu glucose-
galaclose:.

Thude i chira natri do d6 can than trong khi ding thude cho bénh nhan kiéng natri.

Sir dyng thude cho phy nir ¢6 thai vi cho con bi

St dung o phu niv o thei:

Khong ¢d dir liéu hoiic dir lidu han ché vé viée sir dung levocetirizin cho phu nir mang thai.
Tuy nhién ddi véi cetirizin (ddng phin cia levocetirizin) thi mot dir ligu nghién eiru trong
doi Iom (trén 1000 thai phu) ding cetirizin khdng iy de tinh hode dnh hudong dén thai ki.
Cac nghién clu trén ddng vt khang cho thdy anh hudng ¢é hai trie 1iép hodc gidn tiép lén
thai ky. sy phat trién cia phoi thai/thai nhi, qua trinh sinh dé, hodc su phat trién ca tré so
sinh.

Do céc nghién ciru vé kha nang sinh san trén ding vit khong phai ltic ndo ciing dur dodn duoc
ddp (mg trén ngudi, do do chi sir dung levocetirizin trong thai ky khi thit can thiét.

A
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St elung o phr i cho con b

Cetirizin bai tiét qua sira me. Do dé, levocetirizin ciing ¢6 the duge bai tiél qua stra me,

khang khuyén cdo sir dung levocetirizin cho ngudi me dang cho con b,

Anh Iuru:rwnl ctia thude 1én khi ndng 14i x¢, viin hanh m:’ly mde

Mot s6 bénh nhin co thé 2ip cdc tridu chimg ninr budn ngi, dau diu, mét moi. suy nhwgre khi

dang diéu trj vi levacetirizin, Do d6, tnede khi li xe. viin hinh midy moe ngudri bénh nén theo

doi phin (my cua cof thé v thudic,

Twong tdc, twong ky cia thube

Cic dir liéu teén in vive chi ra ring levocetirizin khong tao ra wang tdc duge |y théng qua

vige (e ché hodc kich thich cdc thude chuyén hoa vdi enzym tai gan,

Cae nghién efru tuong tac duge 1y duge thue hién vii cetirizin v levocetirizin chi ra ring

levocetirizin khing womg tde vai cic thude ha sét pscudoephedrin, erythromycin,

azithromycin, ketoconazol vi cimetidin, CO mdt chit suy giam do thanh thai khi dang liéu

400 mg theophyllin. Liéu theophyllin cao hon ¢6 kha ning giy anh hudng lém hon,

Ritonavir lam tang AUC huyét tromg, giam da thanh thii cia levoeetirizin va duge dong

hoe cia ritonavir khéng bi thay déi khi ubng két hop vai levoeetirizin,

Tie dung khong mong muén cia thude

Da? ligu thie nghi¢m fam sing: Trong cic nghién ciru didu tri & nit va nam tir 12-71 tudi,
5.1% binh nhin wong nhom sir dung levocetirizin 5 mg géip it nhat mdt tic dyng khong

mong mudn so vai 11,3% trong nhom st dung gia duge. 91,6% cic tic dung khong mong

mudn nay & mire d6 nhe dén vira.

Trong edc nghién ciru Jim sang, ty 1& bénh nhin phai cham dit nghién ciru sém do tdc dung

khong mong mudn 13 1,0% (9/933) & nhém ding levoeetirizin 5 mg v 1L8% (14/771) &

nhém dimg gid duge. Cdc nghién ciu 1am sang véi levocetirizin gdm 935 bénh nhén tham gia

vl lidu hang ngay 14 3 mg va 771 bwh nhiin ding gia durge.

Ty 1€ cic tde dung khéng mong mudn cia thude duoe bdo cio oty 1€ tir 1% trér 1én (pho bicn:

= 17100 dén <1/10) khi ding levocetirizin 3 mg hodic gid duge:

| Gia duge (n=771) Levocetirizin 5 mg (n=933) |
Dau diu IR 24 (2,6%)
Buon ngu HE14%) 49 (5,2%)
Kho miéng | 12 {1,6%) 24 (2,6%)
Mgt moi [ 9(1.2%) 23 (2,5%)

Céc tac dung an than khong mong mudn nhw budn ngi, mét moi va suy nhuge xay ra plm
bict hon & nhém sit dung levocetirizin 3 mg (8,1%) so v6i nhom dimg gid duoe (3.1%).
Tré em: 'Irong 2 nghién ciru lam sang ¢6 ddi chimg va gia duge & bénh nhi tir 6 thing dén 11
thang tu6i va | woi dén dudi 6 wdi rén 159 bénh nhan diing Icvocellrlzm & liéu 1,25mg/ngay
trong 2 tudin va | 25mg x 2 lan/ngdy. Ty 1€ tic dung khong mong mudn cia thude duge bao
cao O L 18 1% trér 1én trén d6i wiong bénh nhan ding levocetirizin hofie gia dirge.

Gid duge (n=83) Levocetirizin (n=15%)
Rai loam tidw hiu
Tiéu chay 0 ' 3 (1,9%)
Nén 1 (1.2%) 1 {0.6%)
Tio ban 0 2(1,5%)
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| Roi logn hé than kinl

| Buon ngi 2 (2,4%) 3(1.9%)
| Roi logn tim thein

| Roi loan gidc ngi 0 2(1,3%)

O tré 6-12 Wi, che nghién ctru mi déi 6 ddi chimg voi ia duge duee thire hién trén 243 tré

diing levocetirizin Smg/ngdy trong cic khodng thiv gian kKhidc nhau dao dong tir dudi | tudn
dén 13 wan. Ty I 1éc dung khéng mong mudn dge bio cao nhu sau:

Gia dwgre (n=240)

| Levocetirizin (n=243)

Rai logn iéu hia

Prau dau

5 (2.1%)

2 (0,8%)

Buon ngi

BV G

1 (0.4%)

7(2.9%)

Die ligu saw kii hew hanh thuge: Neoii nhimg tie dung khong mong muc'm duge bido cio
trong qué trinh nghién edu Em sang thi mét 56 1de dung khing mong muén di durge bio cdo
sau khi san phim duge luu hanh rén thi lrl.rmtg, tin sudt gip dge sap xép nhur sau: rit
thudmg gip (=1 /10): thudmg gip (217100 dén <1/10); it gdp (=1/1000 dén <1/100); hiém gip
(=1/10000 dén <1/1000); rat hidm gap (<1 / 10000), khéng biét (khdng thé uée tinh tir dir ligu

€0 siin):
- Rdi loan hé mién dich:
Khong biét: Qua min ké ¢ phan tme phin vé,
- Réi loan chuyén héa va dinh dudng:
Khong biét: Tang can, ting cam gidc thém an.
- Réi loan tam théin:
Khing biét: Hung haing, lo du, 4o gide, tim cam, mat ngi, ¥ dinh ur tir.
- R6i loan hé thén Kinh:
Khéng biét: Co gidt, cdm gide khic thuomg, chodng ving, ngit, run riy. rdi loan vi gide.
- R&i loan vé mit:
Khane biét: Réi loan thi gide, nhin m,
- Réi logn vé tim:
Khéng biét: Danh trong nawe, nhip tim nhanh.
- Réi logn hé hé hip, E?mg ngwe v trung thit:
Khong biét: Kho tha,
- Réi loan hé tidu hoa:
Khéng biét: Budn nan, non,
- Rdi loan gan-mat:
Khong biét: Viém gan, xét nghiém chire nfing gan bit thuémg.
- R6i loan da va mé dudi da:
Khing biét: Phit thin kinh mach, hcmg ban sdc t6 ¢b dinh, ngira, phat ban, mé day.
- R&i loan he co xurong v mo lign két:
Khéng biét: Dau co.
- Réi loan thin va tiét nidw:
Khang biét: Tiéu khé. bi tiéu,
- Réi loan todin than va tai chd:
Khong biét: phit,
Thing bio ngay cho bic 5§ hodc dwoe s nhitng phin ieng o6 hai
&dp phii ki st ding thude

b

wd )=
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Qui liéu vi cach xik tri

Quid liéu:

Triéu chimg: Tri¢u chimg cua qud lidu c6 thé gom ngi ga. ué oai & ngudi I6n, lo lng va hoat
dong thai qué va sau do 1a mét moi. ngd g & e em.

Ceiel xi i

Chira ¢ thude giai dde dic hidu déi véi levocetirizin, Néu qué liéu xay ra thi chu yéu la diéu
tri triéu chimg va diéu tri duy tri. Rira rudt c6 thé duge can nhic néu khoang thoi gian qué
lidu ngan. Levoeetirizin khong duge loai trir bing phuong phap tham tach

Bic tinh dwge lue hoe

Nhom duge 1y: Nhém dan xuit piperazin,

Mi ATC: RO6AED9

Levocetirizin la chét déi khang chon loc vi ¢o hiéu lue tai cde thu thé histamin (H) ngoai vi.
Nghién ciiu vé& sur gin két cho thiy levocetirizin ¢6 di luc cao vii cc thu thé H & nguoi. Céc
nghién ¢l in-vitro va in-vive cho thiy levocetirizin ¢6 tic dung vai cde thy thé khée ngoai
H1 va thude khong lién két vai thy thé H1 & néo.

Levocetirizin ¢6 ai luc cao gap 2 lin so véi cetirizin, Nghién ciru duge lue hoe trén ngudi
tinh nguyén da chimg minh la chi véi nira lidu, levocetirizin ¢d hoat tinh ngang vai cetirizin
Biic tinh duge dong hoe

Heip thu

Levocetirizin duge hip thu nhanh chéng va rong sau khi uc;mg O ngudi 16, ndng do dinh
trong huyét tuong dat duge 0.9 givr sau khi dimg. Trang thai on dinh dat duge sau hai ngay
Néng do dinh cao thuémg 1a 270 ng/ml va 308 ng/ml sau liéu lap lai 5 mg/lan. Mirc dé hép
thu khong phu thude liéu va khong bi thay déi bai thire an, nhung nong dé dinh bi giam va tri
hodn béi thie an.

Phén bo

Khéng ¢6 dir liéu cho thiy thube phin bd vio mé cia co thé ciing nhu lhucc di qua hang rao
méu ndo.0 chudt va chd, ndng dd cao nhit duge thiy trong pan va than, ndng do thip nhit &
hé than kinh trung wong. Thé tich phan bd cla thude 14 0.4 livkg. Thude lién két manh véi
protein huyét twong (khoang 91-92%) chi yéu lién két vi albumin,

Chuyén hoa

Mie dé chuyén héa cia levocetirizin & ngudi thap hon 14% lidu ding va do d6 su khéc biét
do dang da hinh hodc diing déng thoi eic ehdt (e ché enzym duge cho 1 khong déang ké. Cac
qué trinh chuyén hoéa levocetirizin gém oxy hoa nhin thom. N-va O-dealkyl héa va lién hop
taurin, Cée qud trinh dealkyl héa chi yvéu duoe trung gian bai CYP 3A4, qud trinh oxy hoa
nhin thom lién quan dén cic ding vi CYP. meclirixﬁn khéng anh Ilu:}‘ng dén hoat tinh cia
CYPi isoenzym 1AZ, 2C9, 2C19, 2D6, 2E1 va 3A4 & ndng dé cao hon ndng do dinh dat duge
sau khi udng 5 mg. Do su chuyén héa thap va khing ¢ kha nang tre ché chuyén hoa, khong
¢6 sy tuong tde cha levocetirizin voi cace chit khic hode nguge lai.

Thai triy

Thoi gian ban thai huyut wong & ngudi 16m 14 7.9 £ 1,9 gidr. Thai gian bén thai & tré nho sé
thip hon. P thanh thai Cle & ngudi trudng thanh la 0,63 n':lfphuu'ku Thai trir levocetirizin
vil chét chuyén haa chii véu qua nuée ticu, chiém 85,4% liéu. Su thal Iru’ qua phan chi chiém
12,9% lidu. Levocetirizin duoe thai trir IJf‘m=l ca lge cdu than va bai tiét ong thin.

e
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10 tircmg die hicr
Sy dhin
Sif thii trir ¢l levocetirizin co lign quan dén di thanh thii creatinin. Nén cin didu chinh lidu
legmg levocetivizin dya trén dg thanh thai creatinin ¢ bénh nhdn suy thin vira va ning, O suy
thin giai dogn eudi, db thanh thai giim khoang 80% so v6i ngudn binh thudmg, Lugng
levocetirizin duge loai bo trong qua trinh Usim tach midu 4 gid b <10%.
Tré em
i ligu vir ng,htr:n cfm duge dgng hoe o tré em vai licu duy nhit cia levocetirizin 5 mg o 14
tré em tir 6 dén 11 i vai trong lugng cor thé tir 20 dén 40 kg cho thity gid tri Cmax v AUC
cao gdp 2 1an o voi ngudi trudmg thanh, Nong do Cmax trung binh K 430 ng/ml vao thi
gian trung binh 13 1.2 2i¢ vai cin niing binh thidmg. tong thé di thanh thai cao hon 30% v
thii gian ban thii cia tré nho hon 24% so véi ngudi [om. Khang ¢6 dir ligu nghién ciu duge
ding hoe & tré dudi 6 1wdi. Dir ligu nghién ciru cho thiy dimg 1,25 mg x | n/gay cho tré tir
6 thing dén 5 wdi cd ndng dd trong huyét wrong wiong tr ngwdi In ding 5 mg x 1 Hin/ngdy.
Newot ¢ao tiof
Dir ligu dugre dong hoe & ngudi gia chun diy di. Sau dime lidw Eip lai 1 lin/ngay levocetirizin
30 mg wong 6 ngdy & 9 ngudi cao wdi (65-74 wdi), d§ thanh thii thip hon khodng 33% so
Vi & ngwdi ré tdi. Sy phin bo cetirizin phy thude vio chic ning thin thay cho wii tdc va
ciing Wwiomg r levoeetirizin, vi levocetinizin vt cetirizin déu duge bii tiét qua nude tidu chi
véu. Do dé, lidu levocetirizin nén duge diéu chinh theo chie nfing thin & ngudi cao wbi.
Crierd tind
Két qua dige ding hoe cho 77 bénh nhin (40 nam gii, 37 phu niv) duge dinh gid vé e
ding cta gidi tinh. Théd gian bin thai & nit thip hon (7,08 2 1,72 gid) so vii nam gidi (8.62 =
184 gity). Tuy nhién, diéu chinh edn ning & phy nir ¢6 thé @& thanh thii dudng udng duge
didu chinh bing cin ning & phy o (0,67 + 0,16 ml / phit £ ke) cd thé so sanh vdi pam pidn
(0.59 + 0.12 mi/ phit / kg). Liéu hang ngiy v khoang cich liéu dimg duge dp dung cho nam
gidi v phy nir ¢d chire nang than binh thuimg,
Cliing feic
Tae ding cua levocetirizin vai ching e chua duwoe nghién el diy di. Vi levocetirizin chi
véu duge bai tiét qua thin vi khong ¢o sy khic bigt ching t9c quan trong vé di thanh thii
ereatinin nén ¢ thé ede dje tinh duge dong hoe cia levocetirizin khdng khic nhau giira céc
chiing ti¢. Khing 6 sir khic bidt vé ching tée trong ding hoe cia celirizin (dang raccmli:}
di duge quan sdu
Suy gen
Duge ding hoc cia levocetirizin & nhitng bénh nhin suy giam chire nfing gan chua dm;rc
nghién ciu, Vi binh nhin c6 bénh gan min tinh (ving da, i mat, xo gan mat) udng 10 hode
20 mg cetirizin (dang racemic) mon liéu duy nbidit ting 50% thii gian ban thii va gian 40%
a3 thanh thii 30 v&1 ngudi khoe manh.
Quy cich ddng goi:
Hép 01 chai 30 ml.
Bao quin: Bio quin trong bao bi kin,, nhiét 6 dudi 30°C, noi khd, tranh dnh sing,
Han dimg: 24 thing ké tr ngdy san s,
Tiéu chuin ehiit hrgng: TCCS
Mhi sin xuit
KOREA PRIME PHARM CO., LTD.
100, Wanjusandan 9-ro, Bnngdﬁhg-cup. Wanju-gun, Jeollabuk-do, Hin Quic
k— j TUQ.CUC TRUONG
PTRUSNG PHONG

Tham ki Vin Honk

XA




