BO Y TE CONG HOA XA HQI CHU NGHIA VIET NAM
CUC QUAN LY DUQC Poc 1ap - Tw do - Hanh phic

Sé: 1 24 gO/QLD-BK X Ha Néi, ngay 44 thding 6 ndm 2023
V/v thay do6i noi dung ctia huéng dan
sir dung va mau nhén

Kinh gtri: Egis Pharmaceuticals Private Limited Company

Dia chi: 1106 Budapest, Keresztiri 1it 30-38, Hungary.

Van phong dai dign: Phong 1101 tang 11, toa nha Mé Linh Point.
s6 2 Ngé Dic Ké, Phuong Bén Nghé, Qudn 1, thanh phé H6 Chi
Minh.

Tiép theo Cdng van sd 4725/QLD-PK ngay 01/06/2022 cua Cuc Quaén ly
Duogc, xét don dé nghi va céc tai liéu bo sung c6 lién quan ctia Cong ty (sb tiép
nhén 800/BSTDNN ngay 31/10/2022) v& viéc thay dbi néi dung cia huéng din
str dung va mau nhan déi véi thude da dugce cp gidy dang ky luu hanh;

Cén cir Thong tu s6 08/2022/TT-BYT ngay 05/09/2022 ciia Bd Y té quy
dinh viéc dang ky luu hanh thudc, nguyén liéu lam thudc; Thong tu sb
01/2018/TT-BYT ngay 18/01/2018 cua B{ Y té quy dinh ghi nhan thudc, nguyeén
lidu lam thudc va to huéng dan sir dung thudc;

Cén ctt Bién ban thim dinh hd so thay d6i/ bd sung cua Coéng ty, Cuc Quan
Iy Dugc c6 v kién nhu sau:

Ddng y v& viéc thay d6i ndi dung ctia huéng dan str dung va mau nhin déi
v6i thude Halixol, sé ding ky: VN-17427-13.

Mau nhén va to huéng dan st dung méi ctia thude duoc déng dau xé4c nhan
cua Cuc Quan ly Dugc va dinh kém theo cOng vin nay.

Ngoai ndi dung duoc thay dbi trén, tit ca cac ndi dung khac gift nguyén
nhur hé so dang ky thube luu tai Cuc Quan ly Duoc.

Co s¢ dang ky, co s san xuét phai chiju trach nhiém vé chét luong dbi véi
thudc Iuu hanh trén thi truong va c6 trach nhiém théng bao su thay dbi nay dén
céc co quan lién quan va khach hang,.

Sau 12 thang ké tur ngay ky cdng van nay, thubc trén khong dugc nhap khéu
v6i cac ndi dung cii ¢4 dé nghi thay d6i.

Cuc Quan ly Duge théng bao dé Cong ty biét va thuc hién ding cac quy
dinh ctia Viét Nam vé luu hanh thuéc./.

Noi nhin:

- Nhu trén; i

- Cuc trudng (dé b/c);

- Luu: VT, BKT (NTH), (02b).

. Nguyén Thanh Lim
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I A b BOC KY HUONG DAN SU DUNG
M6i 100 ml sird chita 300 mg Tlgtfﬂc w1 u a Ixo

ambroxol hydrochloride
(ambroxol hydrochloride 3 mg/ml)

Chi dinh, cach diing, chdng chi dinh
va cac thong tin khac: Xem trong 1

Bao quén ¢ nhigt dg dudi 30°C, trnh anh
sang.

Dung thudc trang vang 4 twan sau khi da
mé nap.

Tiu chuén chat lugng: TCCS

Cu s san xuat:
-
) G
EGIS PHARMACEUTICALS PRIVATE LIMITED

COMPANY
Try 5o 1106 Budapest, Keresztdri it 30-38.,

Dung thuac
véi nhiéu
nuac

Ambroxol hydrochloride
3 mg/ ml

Sird

Hop 1 lo x
100 ml

DNNK:

hugng dén st dung thudc kém theo. Hungary
Nha mdy: 9900 Kormend,
SBK: Matyas kirdly Gt 65., Hungary
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Halixol

Sird ambroxol hydrochloride 3 mg/ml VAN PHONG
DAI DIEN

TAl

E xa tém tay 1é em
Boc ky hudng dén s dung trede khi ding

THANH PHAN CONG THUC THUGC

Thanh phan hoat chat: M6i 100 ml sird chita 300 mg ambroxol hydrochloride (ambroxol hydrochloride 3 mg/ml).

Thanh phan td dugc: Sorbitol (1,2 g/5 ml sird), trisodium citrate, sodium benzoate, aroma banana, aroma strawberry, sodium
cyclamate, citric acid monohydrate, povidone, purified water.

DANG BAO CHE CUA THUGC
Sird.
M@ t& san pham: Chét Iong trong, khdng mau hodc mau vang nhat, cd mui dac trung.

CHi BINH
Céc bénh tac nghén duding ho hap cap tinh va man tinh nhu hen phé quan va viém phé quan, gian phé quan lién quan dén su
tiét chdt nhay va ddm bét thutng. Tang cuding hoa tan dich nhdy trang céc bénh viém mai hong.

LIEU DUNG VA CACH DUNG
Lubn st dung sird Halixol theo ddng liéu diing va cch diing ghi trong t hudng dan st dung nay.
Liéu khuyén céo cla sird Halixol nhu sau:
o Ngudi I6n va tré em trén 12 wdi: 10 ml x 3 14n/ngdy.
Tré em t 6 dén 12 wdi: 5 ml x 2-3 14n/ngay.
Tré em tir 2 dén 5 wdi: 2,5 ml x 3 1dn/ngay.
Tré em dudi 2 tdi: 2,5 ml x 2 14n/ngay.
Udng thudc vdi nhidu nudc, ¢ thé cing hodc khdng cing véi thie an. Ung nhiéu nude trong khi diéu trj gidip ting tac dung hoa 3
tan dich nhay cla ambroxal.
Trong céc rfi loan duting ho hap cép tinh, can di kham bac sy néu cac tridu chiing khong cai thién hodc xdu di rong qué tinh
diéu tri.
( bénh nhén bi suy than hodic mac bénh gan ndng, cin phai rdt than trang khi dung ambroxol hydrochloride.
Khdng nén st dung sird ambroxol hydrochloride kéo dai qué 4-5 ngay néu khang cd khuyén céo cla bac s.
Tham khao ¥ kién clia bac sy hodc dugc sy néu ban cam thay sirg Halixol cd tac dung qua manh hodc qué yéu.

CHONG CHI BINH _
Bénh nhan man cam vdi ambroxol, bromhexine hodc bat ky thanh phan nao cda thud. [)ﬁ"

CANH BAD VA THAN TRONG KHI DUNG THUGC

Cén phai tinh dé&n kh& nang xdy ra phan tng qué man khi st dung Halixol.

P4 ¢ béo cdo xay ra cac phan tng néng trén da nhu ban dé da dang, hdi chiing Stevens-Johnson (SJS)/ hoai t da nhiém ddc
(TEN) va ngoai ban mun md toan than cap tinh (AGEP) lién quan dén vidc st dung ambroxol hydrochloride. Néu xudt hién cac
tridu chiing hodc ddu hidu cha ban da tién trién (d6i khi 13 céc myn nude hodc tdn thuang niém mac), can ngung didu tri bang
ambroxal hydrochloride ngay I3p tic va tham khao y kién cla béc sy.

Néu bénh nhan bi suy gidm chic nang than hoac bi bénh gan nang, chi nén dung sird Halixol sau khi da tham khao y kién cta
bac s7. Ciing gifng nhu bét ky céc thudc dugt chuyén hod tai gan sau dé dugec thai tr qua than, sy tich luj céc chét chuyén hod



clia ambroxol tai gan cd thé xdy ra khi bj suy than nang. Trong trung hop suy gidm chic néng thén hodc bi bénh gan nang, phéi
ddc biét than trong khi ding ambroxol hydrochloride.

Do c6 nguy co tac nghén dich tiét phé quan, cAn dac biét than trong khi dung Halixol cho bénh nhan rdi loan vén dong phé quan
hodc bénh nhan cé qué nhigu dom (chang han trong hdi ching réi loan van ddng 1ang mao nguyén phat hiém gép).

Cén phéi danh gi loi ich va nguy co khi dung thudc cho bénh nhén bi loét dudng tidu hoa.

Tré em dudi 2 tui st dung sird ambroxol hydrochloride can dugc theo ddi lién tuc bdi céc chuyén gia y €.

T4 dugc:

Mi 5 ml ché pham chita 1,2 g sorbitol. Khi ding thudc theo khuyén céo, mdi liéu chita 0,6 - 2,4 g sorbitol. Can lwu y d&n lugng
sorbitol khi diing sir6 Halixol cho cac bénh nhén dai thao dugng.

C4n tinh d&n téc dung cong hutng khi dung dng thdii cac sén ph&m co chia sorbitol (hodc fructose) va lugng sorbitol (hodc
fructose) trong ché do &n. Ham lugng sorbitol trong cAc thudc diing duding uding cé thé anh hutng dén sinh kha dung cda cac
thudc khac dugc udng ddng thai. Bénh nhan khang dung nap fructose di truyén (HFI) khdng nén dung thudc ny. Sorbitol cd thé
gay khd chiu ¢ dutng tidu hoa va cd tac dung nhudn trang nhe.

Thudc nay chita 3,6 mg cdn (ethanol) trong 5 ml sird. Lugng cdn trong 5 ml thufic nay wong duong vdi chua dén 1 ml bia hogc 1
ml rugu vang. Mdt lugng nhd con trong thuic ndy sé khing gay bat ky tac dung no can phai luu .

Thudc ndy chita 7,43 mg propylene glycol trong 5 ml sird. St dung ddng thai thudc nay vdi bat ky chét nén ndo cla alcohol
dehydrogenase nhu ethanol c6 thé gy nén céc tac dung phu nghiém trong @ tré so sinh.

Thudc nay chita 5 mg mudi natri benzoate trong 5 ml sird. Mudi benzoate c6 thé 1am tang chiing vang da (vang da va mat) & tré
sa sinh (cho dén 4 twén wdi).

Thudc nay chia it han 1 mmol natri (23 mg) trong 5 ml, c6 thé dugc coi 13 "khdng chia natri",

SU DUNG THUGC CHO PHY N CG THAI VA CHO CON BU

Céc da liéu tién 1am sang:

Cho dén nay chua quan sét thay téc dung gy quai thai trong cac nghién citu tién lam sang.

Phuy nit cd thai:

Ambroxol hydrochloride qua dugc hang rdo nhau thai. Céc nghién ctiu trén dong vét khdng cho thay céc tac hai tryc tiép hodc
gian tiép t3i qué trinh mang thai, sy phat trién clia phdi/ bao thai, qué trinh sinh dé hodc sy phét trién sau sinh.

C4c kinh nghiém 14m sang sau rong sau 28 tudn mang thai cho thdy khang cd bang ching vé téc ddng cd hai cho thai nhi. Tuy
nhign, nén than trong khi st dung thudc cho phy ni mang thai. Dac biét trong 3 théng déu cla thai ky, khuyén cdo khdng nén st
dung sird Halixal.

Phy n( cho con ba:

Ambroxol hydrochloride dugc tiét vao sita me.

Mic du khdng xay ra nhing tac dung bét li & tré bi me, nhung khoing khuyén céo st dung sird Halixal cho phu nit dang cho con
bu.

Anh hugng dén kha nang sinh san:

C4c nghién citu tién 1am sang khaing cho théy bét ky téc dong c6 hai nao dén kha nang sinh san.

ANH HUGNG CUA THUGC LEN KHA NANG LAI XE VA VAN HANH MAY MOC
Khéng cd bang chitng cho thdy ambroxol gdy anh hudng dén kha nang 14 xe va vén hanh may méc. ﬁl-

TUONG TAC, TUONG KY CUA THUGC

Tueng téc thudc:

Khng st dung dong thai Halixol va céc thudc chdng ho (vi dy codeine) vi ¢ thé 13m can trd sy bai tiét dom dugc Iam lodng bdi
ambroxol.

Khi st dung d8ng thai véi cac khéng sinh khac (vi du amoxicillin, cefuroxime, erythromycin, doxycycline), ambroxol thic day su
tham nhap clia khang sinh vao dich tiét phé quan.

Chua thdy céc béo céo tuong téc khdng thudn lgi vdi cc thudc khac trén 14m sang.

Tuang ky cla thudc:

Khéng &p dung
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TAC DUNG KHONG MONG MUGN CUA THUAC

Céc tac dung khong mong mudn dugc phan loai dua vao tan sudt xay ra theo quy wdc nhu sau:

Rat thuting gap (= 1/10)

Thuting gap (= 1/100 dén <1/10)

ft gap (= 1/1000 dén <1/100)

Hiém gap (= 1/10000 dén < 1/1000)

Rét higm gap (<1/10000)

Khong biét tan suat (khong thé udc tinh dugc t dit ligu hién cd).
Rdi loan hé mién dich:

Higm g&p: céc phan tng qua mén.

Khong biét tan sudt: phan ing phan vé bao gom sdc phan vé, phi mach va ngda.

Rdi loan hé than kinh:

Thuting gap: thay ddi vi giéc.

Hiém gap: yéu mét, dau dau.

Réi loan hé hdp, 1dng nguc va trung thét:
Thugng gap: giam cam gidc hau hong.
Hiém gép: chay nudc mdi.

Rdi loan tiéu hoa:

Thutng gép: budn ndn, giam cam gidc & miéng.

It gap: kho tiu, tiéu chay, ndn, rdi loan da day, khd migng, dau bung.
Higm gdp: tiét nudc bot, ¢ ndng, téo bon.

Khéing bigt tan sudt: khd hong, rdi loan da day.

Rdi loan da va md dudi da:

Hiém gap: phat ban, ndi mé day.

Khong biét tén suft: Cic phan dng bat lgi nghiém trong ¢ da (bao gdm ban do da dang, h{i chiing Stevens-Johnson/ hoai ti da
nhiém dc va ngoai ban myn md todn than cép tinh).

Rdi loan thén va tiét nidu:

Hiém gap: rdi loan tidu tién.

Rét hidm gap: kho tidu tién.

Réi loan toan thén va tai vi tri ding thudc:

it gap: s6t, phan Gng niém mac.

QUA LIEU VA CACH XU TR

Triéu ching:

CAc triéu chiing ¢ thé xay ra khi qué lidu cdp tinh bao gdm: budn ndn, ndn, tiéu chay va cac trigu chiing khac trén dudng tiéu
hoa.

Cach xi tri:

Khi diing thudc qué liéu, viéc dau tién cn 1am 13 gy ndn va bo sung nudc udng (sta hodc tra). Néu ding thudc qua lidu trong
vang 1-2 gid trudc d6, nén tién hanh ria da day. C6 thé st dung than hoat va tién hanh diu tr trigu ching sau khi khtt dgc. Can
ti€p tuc theo doi hé tuan hoan.

Tham khao ¥ kién cla béc sy ngay 1p tic néu nghi ngdr dung thudc qud liu. QL

PAC TINH DUGC LUC HOC

Nhom duge tri liéu: Thudc chita ho va cam lanh, thudic long dom khéng bao gdm dang két hap vdi thudc giam ho, céc thudc [am
loding chét nhéy.

M3 ATC: RO5C BOG

Co ché tac dung:



Ambroxol, hoat chat cua Halixol, 13 chét chuy&n hda cla bromhexine vé thugc nhom benzylamine cla cac hgp chat 1am loang
chat nhay.

Ambroxol am tang san sinh cac lysosome va tang cudng tac dung cla cac enzym thiy phan & cac té bao tiét chat nhay, qua do
thic @4y phan gidi chét tiét phé quén, cat céc soi acidic mucopolysaccharides. Clng liic 66, cac tuyén thanh dich ciing dugc kich
thich lam cho dich tiét it d&c han. Trong céc bénh viém dutng hd hap, ambroxol kich thich san sinh céc chat cd hoat tinh bé mat
vi nd anh hudng dén cac t& bao phé nang nhdm 2 va cac 1€ bao Clara ¢ dudng hd hép va dugc chitng minh 14 gilp tang cuing
thanh thai dich nhéy.

K&t qua 13, db nhét cda dich nhay gidm di va hiéu qua 1dm sach duting-thd cda viéc thanh théi dich nhay trd nén hiéu qua hon.
Céc nghién ctu duge Iy 1am sang cng cho théy sy thanh thai dich nhéy tang Ién.

Chét nhéy loang hon va téc dung thanh thai chat nhdy dugc cai thién tao thuan lgi cho viéc khac dom.

St dung ambroxol hydrochloride au dai (6 thang) 13m gidm déng k& s6 dot c&p & bénh nhan tc nghén phdi man tinh (COPD) sau
hai thang diéu tri. Bénh nhan dugc didu tri bang ambroxol hydrochloride gidm déng k& s 1&n nghi dm va rit ngan thoi gian diéu
tri bang khéng sinh. So véi gid dugc, bénh nhan dugc diéu tri bang ambroxol hydrochloride cai thign dédng k& cac trigu ching
(kho khac dom, ho, khé thé va cd tiéng thdi)

Tac dung gay té tai chd cla ambroxol hydrochloride dugc quan sét thdy trén md hinh mét thd c6 thé dugc gidi thich bang dac
tinh chen kénh natri: trén /7 vizro, ambroxol hydrochloride chen kénh natri thén kinh dugc nhan ban; su gan két nay cé thé héi
phuc va phu thufc vao ndng do.

Teén /n vitro, ambroxol hydrochloride 1am gidm dang k& sy phong thich cytokine t céc t8 bao don nhan va da nhan & méu va ti
c4c 18 bao don nhéan va da nhan lién két vdi mo.

Pa quan sét thay sy gidm déng k& dau va dd hong & nhitng nghién citu 14m sang trén bénh nhan dau hong.

Nhitng d3c tinh dugc j nay phi hop vdi cac ket qué bd sung thu duge trong céc nghién cttu vé higu qua 1am sang khi ding
ambroxol didu tri céc triéu ching duting ho h&p trén, cho ket qué gidm dau nhanh chdng va céc khd chiu lién quan dén dau ving
tai-mdi-khi quan bang dang khi dung.

Sau khi dung ambroxol hydrochloride, ndng d9 thuic khéng sinh (amoxicillin, cefuroxime, erythromycin v doxycyclin) trong dich
tiét phd quan - phdi va ddm tang I&n.

BAC TINH DUGC BONG HQC

Hap thu:

Amboroxol duge hap thu nhanh chéng va hoan toan t duting tiéu hoa, sy hap thu 1 tuyén tinh véi liéu trong khodng diéu tri.
Thudc dugc chuyén héa manh qua qué trinh chuyén hoa ban dau tai gan. Sinh kha dung tuyét ddi sau khi ubng mot vién nén
ambroxol hydrochloride 30 mg 1a 79%.

Phan bd:

Su phan bd ambroxol hydrochloride ti mau vao md rét nhanh va rd rét, nong dd hoat chat cao nhét & phéi. Thé tich phéan b khi
dung duting uing 14 552 L. Trong khodng liéu diéu tri, c6 khodng 30% lugng thudc trong méu duge lién ket véi protein huyét
tuong.

Chuyén hoa:

Khoang 30% liéu diing dutng udng cta ambroxol hydrochloride dugc théi trtr qua qué tinh chuyén hda ban déu. Ambroxol
hydrochloride dugc chuyén héa chi yu tai gan b%ng céch glucuronid hda va mt phdn phén cat thanh acid dibromanthranilic
(khodng 10% liéu dung) ngodi mot sd chat chuyén héa cd ty 1é nho. Céc nghién ctu trén microsome gan ngudi da cho thay
enzym CYP3A4 tham gia vao qué trinh chuy&n hod ambroxal hydrochloride thanh acid dibromanthranilic. QL

Thai tri:

Trong vdng 3 ngay sau khi udng, khodng 6% liéu ding cda thudc dugc tim théy ¢ dang ty do, trong khi khodng 26% liéu dung
tfn tai & dang lién hop trong nute tidu. Ambroxol hydrochloride dugc théi trir vi thti gian bén hdy khoang 10 gid. Téng thanh
thai 13 660 mi/phit, vdi thanh thai qua than chiém khodng 8% téng dd thanh thai.

Cac nhdm bénh nhén ddc biét:

i nhing bénh nhan bi ri loan chitc nang gan, su thai trit ambroxol hydrochloride bj suy gidm, dan dén ndng dd trong huyét
tugng cao hon khodng 1,3 dén 2 Ian. Do khoéng tri liu cda ambroxol hydrochloride rong nén khdng can thiét phéi diéu chinh
ligu.

Nhitng yéu td khéc:
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Tugi téc va gidi tinh khong dnh hugng dén duge dong hoc cla ambroxol hydrochloride va do d6 khdng cén phéi didu chinh ché
d6 ligu cha thudc

Theo céc nghién ctu tién 14m sang, ambroxol qua dugc hang rao nhau thai va ndng df ca thudc trong huy&t thanh thai nhi cao
g4p 24 14n ndng do thudc trong co th me.

Ambroxol cing dugc tim théy trong sita me va dich ndo tdy.

Thitc an khong anh hudng dén sinh kha dung cda ambroxol hydrochloride.

DU LIEU AN TOAN TIEN LAM SANG
Ambroxol hydrochloride it gay ddc tinh cép.
Trong cac nghién ctu liéu I3p lai, cac liéu udng 150 mg/kg/ngay (ddi véi chudt nhat trong 4 tuén), 50 mg/kg/ngay (ddi vdi
chudt cong trong 52 va 78 tuén), 40 mg/kg/ngay (ddi vdi tho trong 26 tuan) va 10 mg/kg/ngay (ddi véi chd trong 52 tuén) 13
nguing khong quan sat thy tac hai (NOAEL). Khong phat hién thdy cac co quan dich bi nhiém ddc.

C4c nghién cttu vé doc tinh dung ambroxol hydrochloride theo dutng tiém tinh mach trong bn tuan & chudt (4, 14 va 64
mg/kg/ngdy) va & ché (45, 90 va 120 mg/kg/ngdy (truyén 3 gitt/ngay)) cho thdy thudic khdng géy doc tinh tai chd va toan than
nghiém trong bao gdm cd md bénh hoc. T4t ca céc tac dung khdng mong mudn déu duge hdi phuc.

Ambroxal hydrochloride khdng gy doc cho phi thai cing khdng gy quéi thai khi dugc thi nghiém vdi lidu udng I8n tdi 3000
mg/kg/ngay & chudt cdng va 1&én d&n 200 mg/kg/ngay & the. Kha nang sinh san clia chudt dyc va chudt céi khdng bj anh hudng
khi dugc cho dung liéu 1&n t¢i 500 mg/kg/ngdy. Trong nghién ctiu sy phat trién khi mdi sinh va sau sinh, gia trj NOAEL I3 50
mg/kg/ngay. Vdi liéu 500 mg/kg/ngay, ambroxol hydrachloride ¢d dgc tinh nhe ddi véi dong vat me va con, duge thé hién qua
su cham phét trién trong lugng co thé va gidm s6 con trong Ita dé.

Céc nghién ctiu ddc tinh gen /7 wiro (xét nghidm Ames va sai léch nhim s&c thé) va i vive (xét nghiém nhan sinh san trén ;
chut) khdng cho thay bét ky kha nang gay dot bién nao cta ambroxal hydrochloride.

Ambroxol hydrochloride khéng cd kha nang gay khdi u trong cac nghién ciiu gdy ung thu & chudt nhat (véi liéu 50, 200 va 800
mg/kg/ngay) va chuft cong (vdi lidu 65, 250 va 1000 mg/kg/ngay) khi cho dung ché dg an hdn hgp trong tuong dng 105 v/
116 tén. S

.
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QUY CACH BONG GOl
100 ml sird dugc dong trong lo thay tinh mau néu véi nap ddy bang nhom mau trang cd dai bao dam. Hop gidy chia 1 1o 100 ml
va 1 ndp chia liéu.

BIEU KIEN BAO QUAN \
Bao quan & nhiét do dudi 30°C, tranh anh sang.
HAN DUNG /2y
60 théng k& t ngay san xuat. %
Dung thudc trong vong 4 tuén sau khi da m@ nap. 4

TIEU CHUAN CHAT LUGNG
Tidu chuan co s¢

TEN VA BIA CHI CO SO SAN XUAT

EGIS PHARMACEUTICALS PRIVATE LIMITED COMPANY
Try s- 1106 Budapest, Kereszturi Gt 30-38., Hungary
Nha méy: 3900 Kérmend, Matyas kiraly Ut 65., Hungary




