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TOM TAT

V61 myc tiéu bao che dang thudc 16ng nhu dang hdn dich hay sét (kem) dé d& dang cung
cap qua duong ubng cho vat nuéi, nghién ctru ndy di xiy dung duoc cong thire hdn
dich uong albendazole 6% nhu sau: albendazole 30 g; xanthan gum 1 g; saccharin
natri 2,5 g; kali sorbat 2,5 g; butyl hydroxy toluen 1,25 g; sorbitol 70% 100 ml; nudc
cat vira du 500 ml. Ché pham sau khi hoan thanh duoc bao quan trong lo mau, & nhiét
d6 phong thi nghiém trong thoi gian 3 thang da dap tng duoc cac yéu cau chit luong
theo DDVN 1III (2002) va duoc dién My (2007) vé do phan tan, mau sic, pH, dinh tinh
va dinh lugng.
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Study and standardization of albendazole oral suspension
Lé Hoang Thanh My*, V& Thij Tra An,
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SUMMARY
The goal of this study is to produce a liquid suspension of albandazole which is easily
supplied to animal orally. The study has developed the formulas of the mixture of
albendazole 6% (albendazole 30 g) with xanthan guml g; sodium saccharin 2,5 g;
potassium sorbate 2,5 g; butylated hydroxytoluene 1,25 g; sorbitol 70% and distilled
water. The preparations which were stored in dark bottle at room temperature during 3
months had passed the quality requirements of dispersion, color, pH, quantification in
The Vietnam Pharmacopeia 2002 and The United States Pharmacopeia — National
Formulary 2007.
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L.DAT VAN PE

Tinh chét ciia albendazole 1a khong tan trong nudc nén hién nay trén thi truong
luu hanh chu yéu 13 dang thudc vién hodc thude bot. Thude chi duge cip qua dudng
miéng, béng cach tron vao thirc an hoac cho uéng truc tiép. Ddi véi cac loai thi 16n nhu
loai nhai lai hoac chdé meo viéc cho thu ué)ng thudc vién khong thuan tién va rat kho thao
tac, thu hay dung ludi déy vién thubc ra ngoai. Pé gidi quyét van dé nay, mot yéu cau
thyc tién 13 can dang thudc 1ong nhu dang hén dich hay sét (kem) dé d& dang bom vao
miéng gia sic (loai nhai lai) hay dé cho chdé méo tyr liém (thude can ¢ thém vi va mui
dan du).

Hién nay, dang thudc 1ong albendazole rat hiém thay trén thi trudng (trong nudc
chi c6 mot vai san pham nhu la Bio-Dewormer danh cho thi y va Zentel-Suspension
danh cho nguoi). Do do, nghién cuu vé biét duoc albendazole va thir nghi¢m diéu ché
hén dich albendazole dé khic phuc nhimng khé khin khi dung thubc bot, tao diéu kién
thuan loi hon cho ngudi chin nudi trong viée phong bénh ki sinh tring 13 céan thiét.

' Bé mén Ngi Duweoe, Khoa Chan nudi Thii y, Pai hoc Néng LAm Tp.HCM
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2 B mén Héa duwoc, Khoa Duoc, Pai hoc Y dioc Tp.HCM

I1. NQI DUNG, VAT LIEU VA PHUONG PHAP NGHIEN CUU
2.1 Ngi dung
- Xay dung cong thirc va diéu ché hon dich albendazole 6 %.
- Theo d&i do 6n dinh cta ché phém.
- XAy dyng tiéu chuin co s& cho ché pham cin ct vao DDVN III va USP 30
chuyén luan albendazole suspension.

2.2Vat lidu
- Hoa chat: Albendazole (Trung Qudc), Kali sorbate (Merck — Purc), Saccharine
natri (Trung Qudc), Butylhydroxy toluen (Trung Qudc), Sorbitol 70 % siro (OPV
— Viét Nam), Xanthan gum (Merck — Puc), Nude cit.
- Can dién tr, may khudy tir khong gia nhiét, may do pH, may dong hoa Erweka,
cdi chay bang st.

2.3Phwong phap nghién ciu

- Xay dung cong thicc cho ché pham hdn dich ubng gém céac thanh phan sau:
albendazole (duoc chat rin), nudc cat (dung méi), xanthan gum (ta dugc treo),
saccharine natri (ta dugc gay ngot), BHT (chat chdng oxy hda), kali sorbat (chat
bao quan).

- Diéu ché hon dich albendazole biang phuong phap phan tan co hoc (5).

- Theo ddi do 6n dinh cta ché pham dya trén cac chi tiéu nhu: d6 ling, mau sic
cam quan, do pH, mui, vi, ham lugng albendazole cta ché phém sau khi moi bao
ché va so sanh v&i ché phém da bao quan duogc 3 thang ¢ 2 diéu kién nhiét do:
trén 32°C va 28°C - 32°C.

- Xay dyng tiéu chuan cho thanh pham duya trén nhitng tiéu chuan caa DDVN 11
(2002) chuyén luan hdn dich va USP 31 chuyén luan albendazole suspension.

1. KET QUA VA THAO LUAN
3.1 Piéu ché hén dich albendazole

Nuéc cat duoe chon lam dung mdi béi vi nudce dé uéng nhat, ré, dé san xuét. Cac
ta dugc duogc chon phai tan trong nudc va khong tugng ki voi albendazole.

Kali sorbate dugc chon lam chat bao quan vi day 1a 1 chét tan trong nudc lanh,
khong gay ra vi kho chiu cho ché pham va khong gay doc cho co thé (dugc Bo Y té
cho phép sir dung trong thuc pham). Nong d¢ st dung 12 0,5-1%.

Vé chat chong oxy hda, butylhydroxy toluen (BHT) dugc chon lya, do la chat
chbng oxy hda tong hop, co ché tac dung nhu vitamine E (6). Nong do sir dung la
0,25%.

Chung toi cho thém chat gy ngot dé lam giam bét vi ding cua albendazole.
Saccharine natri 1a duong hoa hoc, ngot gip 400 lan duong saccharose. Nong do sir
dung khoang 0,5-1%.

Trong thir nghiém dau tién, ché pham duoc didu ché bang cach phan tan duoc
chat chinh vao dung méi. Két qua 12 hdn dich rat kém bén. Sau 6 gid, chung toi thdy
c6 hién tugng tach thanh 3 16p: dugc chat & dudi day va trén bé mat con dung méi &
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giita. Do @6, dé hdon dich hinh thanh va bén viing bat budc phai sir dung ta duoc gy
treo. Trong nghién ciru nay, xanthan gum duoc st dung 1am ta duogc treo cho ché
pham vi chat nay khéng twong ki véi albendazole, c6 gia thanh thap, én dinh trong
mot khoang pH rdng, c6 do nhdt cao, tan trong nude. Bén canh viéc khong giy doc
d6i voi co thé nguoi, xanthan gum con ¢ wu diém 1a khong tao bot khi lic va khong
1am cho ché pham c6 vi kho chiu khi udng. Két qua thir nghiém diéu ché cac ché
pham c6 ndng d6 xanthan gum khac nhau duoc ghi nhan & bang 1.

Bing 1 Thi nghiém néong dj xanthan gum dnh huéng dén dé nhot ciia ché phim

Lo N5ng do xanthan gum Hién twong ghi nhdn

1 0,1 % Ché pham tach thanh 2 16p sau 3 gid. Ché pham
lodng nhu nudc. Pé 1au hon thi thdy c6 16p mau
trang duc noi 1én trén. Khi lic ché pham trd lai trang
thai phan tin déu.

2 0,15 % Ché pham khoéng tach 16p sau 24 gio. Nhung dé lau
hon thi thay c6 16p mau trang duc noi 1én trén. Hoi
sét. Khi lic ché pham trd lai trang thai phan tan déu.

3 0,2 % Ché pham khong tach 16p sau 24 gio. Ché pham sét,
hoan toan khong tach 16p sau 3 thang theo doi.

4 0,4 % Ché pham khong tach 16p sau 24 gio. Ché pham rat
sét, hoan toan khong tach 16p sau 3 thang theo doi.

5 1% Ché pham rat dic, rat kho rot ra khoi chai.

Qui trinh diéu ché:

Xanthan gum

Saccharine natri

3.2 Két qua kiém nghiém

Khuay déu cho tan hoan toan

+ Kali Sorbat

Hén hop A

Albendazole + nwéc cat

Phoi hop

phén tin déu

A

*

Hén hop B

Nwée, khuay déu trong 30’

Bin thanh phiam

So d6 1 Qui trinh bao ché hdn dich ubng albendazole

- Kha ning tach 16p: két qua kiém tra duoc ghi nhan & bang 2
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Bing 2 Két qua kiém ngi¢m khd néng tich I6p ciia cdc ché pham méi diéu ché

S0 che XanEhan gum Hién twong ghi nhan Két lugn
phdam st dung
01 Khong Ché pham tach thanh 3 16p Khéng dat
01 0,1% Ché pham tich thanh 2 16p nhung | Khong dat
khi ldc thi phan tan déu trd lai. Duoc
chét rdn ndi 1én trén bé mat
01 0,15 % Khéng tach 16p. Duoc chat rin ndi | Khong dat
1én trén bé mat
27 0,2 % tré 1én | Khong tach 16p. Dat

Sau 3 thang bao quan, 27/27 ché pham sir dung xanthan gum tir 0,2 % trd 1én déu
khong c6 hién tuong tach 16p.

- Cam quan: Sau khi méi diéu ché, ngoai trir ché pham khéng str dung ta dugc
rét kém bén, 29 ché pham co sir dung xanthan gum sau déu c6 mau tréng duc, thé chat
glong sita, mui thom, vi ngot. 2/30 ché pham c6 hién tuong duoc chat ran noi 1én trén
bé mat. 2 ché pham nay khong dat tiéu chuan nén khéng duogc tiép tuc theo ddi. Nhu
vay, co 27 ché pham con lai dugc tlep tuc theo doi.

Sau 3 thang theo ddi, c6 16/27 ché pham bi bién d6i mau sic va mui so voi ban
dau. Mau sac khong con tréng nhu sita nira ma chuyén sang hoi sdm. Xuét hién mui
la, rit ndng. 11/27 ché pham van gitt duoc mau sic trang duc, thé chat g10ng stra, cO
mui thom, vi ngot. Nhu vay, chi c6 11/27 sau 3 thang theo ddi dat tiéu chuan vé mat
cam quan.

- pH: tit ca cac ché pham déu dat chi tiéu pH 1a tir 4,5-5,5

- P 6n dinh: C6 16 ché phém bi bién dd6i mau sic va mui trong qua trinh bao
quan khong c6 d6 6n dinh can thiét, nguyén nhan co thé do albendazole da vi oxy hoa.
Do d6, dé khic phyc tinh trang trén chai lo bao quan ché pham dugc thay doi nhu sau:
chai thity tinh mau chén sang duoc st dung thay cho chai thuy tinh trong suét dong
thoi chat chong oxy hoa 1a BHT dugc bd sung vao ché pham (16 ché pham bi hu
khong sur dung BHT).. Két qua 1a 11 ché pham s dung thém BHT va bao quan trong
chai mau chin sang van giit duoc do sét, mau trang, pH, mui nhu luc dau du duge dé
0 nhiét d6 nao di nira.

- Dinh tinh va dinh lugng: chon ngiu nhién 2/11 ché phém & trén, 2 ché phrflm
nay déu dugc bao quan ¢ 28 °C -32 °C va c6 cing cong thirc pha ché. 1 miu méi diéu
ché va 1 miu da diéu ché duoc 3 thang. 2 mau ché phim duoc gui dén Vién Kiém
Nghiém thudc (s6 200 C6 Bac) dé tién hanh dinh tinh va dinh lwong, phuong phap
dugc su dung 1a HPLC. Két qua la ca 2 mau déu dat tiéu chuin dinh tinh. Mau méi
pha ché ¢6 ham lugng albendazole 5,65%. Pat 94,16% so v61 ham lugng albendazole
ghi trén nhin (6%). Mau nay dat tiéu chuan. Con mau di diéu ché duoc 3 thang thi
ham luong albendazole hoi giam (chi con 5,63%, dat 93,83%) nhung van nam trong
tiéu chuan cho phép 1a ttr 90 -110%. Cho nén, ca hai mau déu dat chi tiéu dinh tinh va
dinh lugng.

3.3 Tiéu chuin thanh phim
Tiéu chuén ctia ché pham hén dich nghién ciru duge xay dung dya vao USP 30
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chuyén luan albendazole suspension va DDVN III tom tat trong Bang 3.3 nhu sau:
Bang 3 Tiéu chuan thanh pham (1,8)

Chi tiéu Tiéu chuan

Cam quan Ché phém mau tréng, thé chat giéng stra, mui thom, vi
ngot

Kha nang tach 16p Khong duogc tach 16p

Dinh tinh C6 mit albendazole trong ché pham

pH 4,5-5,5

Ham luong albendazole | khong nho hon 90% va khong qua 110% ham lugng ghi
trén nhan.

IV. KET LUAN

Thanh pham hdn dich uéng albendazole 6% str dung xanthan gum 1am t4 dugc treo
v6i nong d6 0,2%, kali sorbate 1am chat bao quan véi nong do 0,5%, saccharine natri
0,5% dé tao vi ngot, BHT 0,25% dé ngan can sy oxy hoa va 20% sorbitol 70.

Phuong phéap duoc st dung dé diéu ché hdn dich albendazole 1a phwong phap phan
tan co hoc v6i dung cu 1a cdi chay bang st

‘Nghién ctru so bo do on dinh cta ché pham trong 3 thang. Két qua cho thay ché
pham 6n dinh vé mat thé chat 13: hoan toan khong tach 16p, mau sac, mui, vi khong
thay dbi cling nhu ham lugng duoc chit chinh con rat tét. Nhu vay, véi diéu kién
nhiét 6 28 °C-32 °C va dung trong chai mau chin sang, ché phdm c6 thé bao quan tdi
thiéu 14 3 thang ma van dat cac tiéu chuan dé ra.
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