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Tém tat:

Pat van dé: V&i muc dich phat trién mot ché pham cé kha nang (ng dung vao thure tién, ching toi d3 tién
hanh nghién ctru va bao ché thanh cong cdm pha hén dich chitra Glucomannan. Muc tiéu clia nghién ctru nay
nham danh gid d6 6n dinh ctia c6m bao ché duoc. Pdi twong va phwong phap nghién cru: C6m pha hdn
dich chra Glucomannan dugc bao quan trong bao bi nhém, han kin va bao quan & nhiét do thuong (25°C,
dd 8m 60% - 75%) trong thoi gian 6 thang va & diéu kién 130 hoa cap t6c (nhiét d6 40 + 2°C, d6 4m 75 + 5%)
trong thoi gian 4 thang. Sau tirng khodng thoi gian bao quan nhat dinh, tién hanh dénh gid mot s6 chi tiéu
chat lwong ctia c6m nhu cdm quan, ham am, ty 18 can sau 24 gid... K&t qua: Sdn pham dat d6 6n dinh vé céc
tiéu chi nhuw cdm quan, ham am, trang thai phan tan trong ba phat, mirc d6 phan I&p, ty 18 cin sau 24 gio. Két
luan: C6m pha hdn dich chta Glucomannan d3 &n dinh trong thai gian nghién ctru, day 13 tién dé dé nang
quy mé tr nghién clru va phat trién sang quy mé san xuat.

Tir khéa: c6m pha hén dich chira Glucomannan, dé én dinh, diéu kién ldo hda cép téc.

Abstract

STABILITY STUDIES OF GRANULES FOR ORAL SUSPENSION
CONTAINING GLUCOMANNAN FROM
AMORPHOPHALLUS PAEONIIFOLIUS (ARACEAE)
IN THUA THIEN HUE PROVINCE

Nguyen Hong Trang, Nguyen Thj Hoai
Faculty of Pharmacy, Hue University of Medicine and Pharmacy

Background: Our experiment based on the research and the choice optimal fomula containing insoluble
component Glucomannan extracted from Amorphophallus paeoniifolius species. The aim of this study was to
evaluate the stability of granules for oral suspension containing Glucomannan. Materials and method: The
products were stored in sealed aluminium package at room condition (25°C, RH 60% - 75%) for 6 months or
at accelerated condition (40 * 2°C, RH 75 + 5%) for 4 months. After storing, evaluating the physico-chemical
characteristics of granules for oral suspension containing Glucomannan such as a —angle, moisture content...
Results: The results showed that the products were stable at the above conditions about appearance,
moisture content, dispersion state in 3 minutes, level of phase separation, residue ratio after 24 hours
according to the fourth edition of Viethamese Pharmacopoeia. Conclusion: Granules for oral suspension
containing Glucomannan were stable during research time.

Keywords:granule, oral suspension, Glucomannan, stability.

1. DAT VAN DBE Do c6 d6 an toan cao va hiéu qua diéu tri tvong
Hién nay thira can va béo phi dang 13 mot bénh  duong thudc tan dwgc nén trong nhitng nam trd lai
6 tinh x3 hoi héa ngay cang cao. Vi vy, thi truong  ddy, thube cé ngudn goc tir thién nhién ngay cang
cac san pham ho tro gidm can trd thanh dich dén dwoc sir dung réng rdi. Trong d6, Glucomannan
tiém nang cho nhiéu cong ty san xudt thudc va thyc  khong tan trong nuéc duoc chiét xuat tir loai Nua
pham chirc ndng trén thé gidi cling nhu tai Viet Nam.  chudng Amorphophallus paeoniifolius trong tai
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Thira Thién Hué |3 hop chat da dugc nghién clru cé
tac dung gidm can trén thd nghiém in vivo [1]. V&i
muc dich phat trién moét ché phdm dé phuc vu cho
nghién ct*u 1dm sang ciing nhu huwdng dén kha nang
rng dung vao thuc tién ngudn tai nguyén phong phu
cla tinh nha Thira Thién Hué, qua d6 gép phan thic
ddy su phat trién cla nén cong nghiép Duoc trong
nudc, ching toi da ti€én hanh nghién clru va bao ché
thanh céng cdm pha hdn dich chita Glucomannan.
Nghién clru nay dwoc thyc hién dé khao sit dé 6n
dinh cla cdm bao ché& & diéu kién thudng va diéu
kién 130 héa cap toc.

2. 901 TUQNG VA PHUO'NG PHAP NGHIEN CUU

2.1. B6i twong nghién ciru

- C6m pha hon dich chira Glucomannan dat céc
tiéu chuén chat lwgng co s& sau:

+ Hinh th&c, mui vi: C6m pha hdn dich
Glucomannan cé dang hat toi x8p, mau trang hoi
vang, mui thom cda huong vanillin, dwgc dong
trong bao bi nhém, ham lwong hoat chat 5 gam
Glucomannan trong 6 gam cdm/mai goi.

+ D06 ra: Phan tan hoan toan trong nudc trong
5 phut.

+ D6 dong déu khai lwvong: 6g + 7,5%.

+Hon dich duy tri dwoc d6 6n dinh trong 3 phut,
hau nhu khong phan 1&p, ty 1é cdn sau 24 gioy <=85%.

+ GOc a: 25°% 40°.

+ P06 4m: Khéng qud 5,0 %.

+ Chi tiéu vi sinh vat:

Vi khudn hiéu khi: khéng quad 10* CFU/g ché
pham.

Coliform: khéng qua 10 CFU/g ché& pham.

Escherichia Coli: khéng dugc cé trong 1g ché
pham.

Staphylococcus aureus: khong dugc co trong 1g
ché& pham.

Clostridium perfringens: khong duoc cé trong 1g
ché& pham.

N&m méc men: khdng qué 10? CFU/g ché pham.

2.2. Phuwong phap nghién ctru

2.2.1. Phworng phdp bao ché cém pha hén djch
chwra Glucomannan

Bao ché& cdm pha hoén dich uéng Glucomannan

Hinh 1. San pham c6m pha hén dich uéng chira Glucomannan

bang phuong phap tao hat véi thiét bi phun say tang
s6i. Kh&i lwgng san pham 1 16: 2kg bot nguyén liéu.

Tién hanh:

- Chuan bj hdn hop bét cho vao budng tao hat
gdbm: Glucomannan, td duwoc diéu vi Aspartam,
Isomalt da dwoc ray qua ray cd 0,25 mm.

- Chuan bij dich cho vao bdn chira dich phun say:

+ Pha ethanol (EtOH) 60°.

+ Hoa tan ta duoc dinh PVP K30, ta duoc gay
tham Natri lauryl sulfate (NaLS) va vanillin vao EtOH
60° thanh dung dich phun say.

- Tién hanh van hanh méy phun siy tang séi tao
hat Semen bt dau qua trinh tao com. Cai dit thong
s6 mdy: Nhiét do (60°C), tc dd quat hut (1000-1200
v/ph), t6¢c d6 phun dich (3,0-3,3 ml/ph).

- Sau khi thu 18y cdm, tién hanh sira cdm, say
c6m (nhiét d 60°C) va déng goi san pham.

Hiéu suat tao hat: 80%.

2.2.2. Nghién ciru d6 én dinh ctia ché phdm

Nghién ctru d6 6n dinh cla ché phadm c6m pha
hon dich chira Glucomannan bao ché duoc tién hanh
bang nhiéu phuong phap khac nhau dya trén nguyén
tac: C8m duoc bao quan trong nhitng didu kién nhat
dinh, sau tirng thoi gian xac dinh, danh gia lai ché
pham c¢6m pha hdn dich theo cac tiéu chuan dé ra.

D8I twong: 03 16 ¢cdm pha hén dich chwra
Glucomannan duoc déng trong bao bi nhom.

Diéu kién bao quan:

+ Diéu kién thuc: Didu kién phong, khé mat,
tranh anh sang, nhiét d6 trung binh 25°C, d6 4m
60% - 75%.

+ L30 hoa cap tdc: bdo quan cdm trong tu vi khi
hau Memmert, nhiét d6 40 + 2°C, d6 4m 75 + 5% [4].

Chi tiéu khao sat: mot sé chi tiéu chat lwvong cla
c6m pha hon dich dwoc mé ta & muc 2.2.3.

Cach ti€n hanh: Viéc khao sat dd 6n dinh cla
ché& pham duoc thyc hién dya theo quy dinh cla
ASEAN va WHO. Trong mdi diéu kién bao quan, tién
hanh kiém tra chat lvgng thanh phdm tai cac thoi
diém: trudc khi nghién ciru d6 6n dinh, thang dau
tién kiém tra chat lwgng 02 [an, ké tir thang thi hai
tré di kiém tra céc chi tiéu chat lwvgng mot [an/mot
thang. Mbi lan danh gia tién hanh trén 3 16, mi 16
lam véi ba mau va 1ay két qua trung binh.
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2.2.3. Phwong phdp ddnh gia mét sé chi tiéu
chét lwong ctia c6m pha hén dich Glucomannan

Dua vao viéc danh gia cac chi tiéu ctia san phadm
thu dugc dé budc dau khdo sat d6 6n dinh cla ché
pham:

o Dang thuéc cém:

- Tinh chdt cdm quan: Thudc c6m phai khd, dong
déu vé kich thudc hat, khong hut 8m, khéong mém va
khong bién mau [3].

- Bé tron chdy théng qua xdc dinh géc nghi béng
phuwrong phdp tao khéi chdp [5]:

+ D6 hat chay lién tuc dé tao thanh khdi chép va
xac dinh géc nghi a, biét:

h
tgo= D

Trong d6, h:chiéu cao cla khéi bét.

D: duwong kinh ddy khaéi bot.

+ Goc nghi a cang nho, hat cé tinh tron chay
cang t&t, lwc ma sat nho. Yéu cau gia tri goc a nam
trong khodng 25°-40°,

- Xdc dinh ham ém:

+ Tién hanh cdn mét lvgng khodng 1g cdm, sdy
& 105°C trong 4 gidy dén khdi lwvong khong d6i. Ham
lwong nwdc trong cdm phai dat [3].

- D6 déng déu khéi luvong:

+ LAy ngau nhién 5 don vi déng géi nhé nhat, can
tirng don vi, cdt m& goi, 18y hét cdm ra, dung bong
lau sach bdt c6m badm & mét trong, cin khéi lugng
vo goi. Khdi lvgng c6m trong goi 1a hiéu s6 gitra khéi

lvong 1 gbi va khdi lwvong vé gdi. Tién hanh tuong
tw vdi 4 don vi con lai. Yéu cau: khéi lvong cda c6m
trong tirng géi + 7,5% so véi khéi lwong ghi trén
nhan [3].

o Dang hdn dich: - Xdc dinh dé 6n dinh:

+ L3c hdn dich trong 1-2 phat, hdn dich phai gitr
nguyén trang thai do trong 3 phut [3].

- Mrc d6 phdn tdn déng déu dwoc chdt rdn
khéng tan trong nudc:

+ Chia thanh tirng lidu 5ml, ly tdm 3000 vong/ph
trong 20 phut, 18y cindem can. Luvong chat ran ¢
trong nhirng liéu chénh léch nhau khéng dang ké [2].

- Xdc dinh ti 1é cén sau 24 gior:

+Sau 24h 1&p can chiém khéng qua 85% thé tich
50 vG&i thé tich bidu kién cla chat ran cé trong luong
hdn dich dem xac dinh. Cong thirc xac dinh ti 1é cin
24 gioy (F) [2]: y

F(%)=~x 100
0

Trong do,

v: thé tich I&p cdn chiém.

v,: thé tich hon dich ban dau.

3. KET QUA NGHIEN cU'U

3.1. Panh gia s 6n dinh cla quy trinh san xuat
theo quy mo pilot

Tién hanh bao ché& 03 16 cdm pha hdn dich chira
Glucomannan theo quy trinh dwoc mé ta & muc
2.2.1. Sau d9, tién hanh danh gid chat lvgng san
pham va két qua duwoc trinh bay & bang 1.

Bang 1. Panh gid dd déng déu két qua 03 16 thir nghiém (n=3).

Chi tiéu Lo61

L6 2 L63

Cam quan

Hat c6m mau trang hoi vang, ddng déu, tron chay tt, khong vén cuc

D6 6n dinh trong 3 phut

H&n dich duy tri duoc do 6n dinh trong 3 phut, gan nhu khdng tao bot,

bot nhanh tan hét.

Ham am <=5% <=5% <=5%
Mirc d6 phan lép 0 0 0
Géc a 32,33%+ 0,30 32,81°+ 0,29 32,560 + 0,50
Ty 1€ can sau 80 + 0,36 81+ 0,51 81+0,29
24 gior

Nhén xét: Cac 16 sdn xuat dat sy dong déu vé
cac tiéu chi danh gid, nhu vay cé su 6n dinh trong
quy trinh san xuat va quy trinh nay 1a phu hop dé c6
thé bao ché& cdm pha hdn dich dat cac chi tiéu chat
lvong dé ra.

3.2. Danh gia do 6n dinh clia cdm pha hon dich
chtra Glucomannan

Cac miu com pha hdn dich chtta Glucomannan
sau bao ch& duwoc déng trong bao bi nhém va nghién
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clru dé 6n dinh & 2 diéu kién khic nhau theo phuong
phap mé ta trong muc 2.2.2.

Sau cac khoang thoi gian xac dinh, tién hanh
danh gia c6m vé cac chi tiéu cdm quan, d6 én dinh
trong 3 phut, ham &m, mirc d6 phan I&p, géca va ty
1& cin sau 24 gi®. K&t qua thu duoc nhu sau:

Cam quan cla san pham: Sau 4 thang bao quan
& diéu kién |30 hoa cip téc va sau 6 thang & diéu
kién thuong, cdm pha hén dich chira Glucomannan
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hau nhu khéng cé thay d6i vé mat cdm quan so vdi

trude khi thir nghiém: Hat c6m mau trang hoi vang,

ddng déu, tron chay t6t, khdng vén cuc.

D6 6n dinh trong 3 phut: Sau 4 thang lvu mau &
diéu kién nhiét dé 40 + 2°C, d6 4m 75 + 5% va sau 6
thang lvu mau & diéu kién thuwong, hdn dich duy tri
dugc d6 6n dinh trong 3 phut, gan nhu khong tao
bot, bot nhanh tan hét.

Bang 2. D6 6n dinh clia cdm pha hdn dich chira Glucomannan (n=3)

K&t qua danh gid mot s6 tiéu chudn chat lugng

chuan chat lvgng nay:
+ DO dong déu khai luong: 6g + 7,5%.
+ Ham &m: khéng qud 5,0 %.
+ Mrc d6 phan I&p: 0.

+ Goc a: 25°%- 400,

+ Ty |é cdn sau 24 gid <=85%

khac duoc thé hién & bang 2. Yéu cau cla céc tiéu

3:2: M3u | Thoigian ggud;hntigi Ham am (%) pl\:g: ;2’ Goéca Ty .Iréién)
lwong

Ban déu 60,08 4,14+0,11 0 31,17°+ 1,01 800,41

Sau2tuan | 6+0,05 4,24 +0,09 0 31,51°+ 0,62 800,31

Saulthang | 6+0,03 4,42 +0,12 0 31,84°+ 0,55 80 +0,47

! Sau2thang | 6+0,02 4,67 +0,09 0 32,54°+ 0,76 81+0,37

Sau3thang | 640,05 4,81 0,05 0 32,79°+ 0,47 81+0,42

Sau4thing | 6+0,01 4,91 0,03 0 33,01°+0,37 810,27

Ban dau 60,04 4,19+ 0,08 0 32,25°+ 1,62 81+0,35

5o , | Sau2tuan | 60,02 4,25+0,11 0 32,47°+0,51 810,42
héa Saulthang | 6+0,01 | 4,38+0,09 0 32,729+ 0,45 81+0,43

‘;f;ff Sau2thang | 640,01 4,59 + 0,02 0 33,49°+0,31 81+0,15

Sau3thang | 60,08 4,86 +0,11 0 33,65°+ 0,50 81+0,36

Sau4thang | 6+0,03 4,92 + 0,06 0 33,89°+ 0,29 81+0,15

Ban dau 610,07 4,26 +0,12 0 31,64°+ 0,82 800,26

Sau2tuan | 6+0,02 4,34 +0,09 0 31,92°+ 0,74 800,32

Saulthang | 640,03 4,50 0,07 0 32,29°+0,72 80 + 0,49

’ Sau2thang | 6+0,02 4,68 + 0,07 0 32,76°+ 0,69 81+0,51

Sau3thang | 6+0,01 4,83 +0,06 0 32,98°+ 0,46 81+0,47

Sau4thang | 6+0,03 4,94 + 0,02 0 33,21°+ 0,31 810,22

Ban dau 60,08 4,14+0,11 0 31,17°+ 1,01 800,41

E'g: Sau2tuan | 6+0,01 4,19+ 0,07 0 31,39°+0,27 800,29

1 | Saulthéng | 60,02 4,28 +0,11 0 31,78°+0,35 80+0,21

Sau2thang | 6+0,05 4,45 + 0,08 0 31,94°+ 0,38 800,22

Sau3thang | 610,01 4,56+ 0,11 0 32,53°+0,19 800,33

Sau4thang | 6+0,09 4,69+0,16 0 32,88°+0,27 80+0,12

Sau5thang | 610,03 4,78 £ 0,07 0 33,02°+0,12 80+0,11

Sau6thang | 6+0,04 4,89 +0,11 0 33,32°+0,08 81+ 0,33
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Ban déu 60,04 4,19 + 0,08 0 32,25°+ 1,62 81+0,35

Sau 2 tuan 6+0,01 4,22 +0,10 0 32,39°+0,72 81+0,31

Saulthang | 6+0,02 4,33+0,15 0 32,55°+ 0,59 81+0,25

? Sau2thang | 6+0,02 4,48 + 0,06 0 32,75°+ 0,27 81+0,32

Sau3thang | 6+0,05 4,60 + 0,09 0 33,29°+ 0,39 810,29

Sau4thang | 6+0,02 4,73+0,11 0 33,71°+ 0,42 810,22
Sau5thang | 6+0,03 4,89 + 0,06 0 33,94°+ 0,21 81+0,19

Sau 6thang | 6+0,06 4,92 +0,04 0 34,22°+ 0,19 81+ 0,22

Ban déu 60,07 4,26 +0,12 0 31,64°+ 0,82 80+0,26

Sau2tuan | 6+0,03 4,30 +0,05 0 31,89°+ 0,46 80+0,22

Saulthang | 6+0,06 4,42 + 0,05 0 32,01°+0,72 80+0,31

’ Sau2thang | 6+0,07 4,58 +0,11 0 32,52°+ 0,42 800,39

Sau3thang | 6+0,03 4,66 + 0,04 0 32,71°+0,33 800,35

Sau4thang | 610,06 4,77 + 0,09 0 33,04°+ 0,15 810,29

Sau5thang | 6+0,01 4,87 +0,11 0 33,44°+ 0,27 81+0,32

Sau 6thang | 6+0,03 4,94 + 0,04 0 33,74°+ 0,35 81+0,15

> Tém lai, sau 6 thang bao quan & diéu kién
thwong hay sau bén thang bao quan & diéu kién l3o
héa cap toc, hat cdm van gilt nguyén mau sac nhu
ban dau mau tring hoi vang, khong vén cuc. Mot
s6 cac chi tiéu chat lvgng khac hau nhu khéng thay
d6i hodc cé xu hwdng tang |én nhung van nam trong
gidi han cho phép. Tuy nhién, ham 4m d3 tiém can

tdi gidi han trén cua tiéu chun chat lvong.

4. BAN LUAN

Nghién ciru d6 6n dinh dé cé co s& chirng minh
sy thay d6i chat lwgng cdm do tac déng cla yéu t6
moi trudng va yéu td thudc vé thanh phdm cém tir
d6 co thé tinh dwoc tudi tho cla ché pham. Cac yéu
t& thudc vé mdi trudng 1a nhiét d6, dd 4m va anh
sang.Viéc nghién ciru d6 6n dinh 13 cang can thiét
nham han ché& d&én muc t6i da nhitng tac dung phu
lién quan dé&n sy phan hdy hoat chat. Cac yéu to
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LA ]
Hinh 2. Hinh anh ctia c6m pha hén dich Glucomannan & thoi diém ban d&u
va sau 4 thang bao quan & diéu kién |30 hda cdp tdc

thudc vé ch& pham cé thé tac ddng dén do 6n dinh
cla cdm nhu tinh chat ly hda cda hoat chéat, ta duoc,
dang bao ché, quy trinh sdn xuat, miéc d6 kin va ban
chat cla bao bi dong géi truc tiép.

Trong nghién ctru ndy, nhan thay sau 6 thang
theo ddi d6 6n dinh cta 3 mau & diéu kién thuong
va sau 4 thang & diéu kién |30 hda cap tdc, cac chi
tiéu chat lwgng nhw cdm quan, d6 6n dinh trong 3
phudt, mrc d6 phan 16p, ty 1é can sau 24 gichau nhuw
khéng thay d6i hodc cé thay d6i nhung van nam
trong gidi han cho phép.

Tuy nhién,ham dm cla tat ca cdc mau du & diéu
kién thudng hay diéu kién |30 hda cap téc thay déi
dang k& va d3 tiém can tdi gidi han trén cla tiéu
chuan chat lwgng. Vé&i diédu kién phong thi nghiém
hién cé tai co s& nghién ciru chwa dam bao cho
viéc bao ché& c6m theo mot quy trinh san xuat khép
kin cé sy kiém soat dic biét vé nhiét do, dd am
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nén mic du d3 cd gdng nhung van khong loai bd
duoc hoan toan anh huwdng cha cac yéu té nay.
Ngoai ra, do thiét bj déng gdichwa hién dai nén quy
trinh déng goéi chualoai duoc hoan toan khong khi
ra khéi bao bi. Bén canh d6, ban chat Glucomanan
hat 4m va trong cong thirc lwong hoat chat st dung
tuwong déi I&n 5g/6g cém, do d6 mac du bao ché
dudi dang cdm pha hén dich, mot dang bao ché
twong déi dd 6n dinh so v&i cac dang khac nhung
sau 6 thang d3 dat d&n ham am tiém can.

5. KET LUAN

Nghién cttu duoc thyc hién dé danh gid dé 6n
dinh ctia c6m pha hdn dich chira Glucomannan bao
ché& duoc. Két qud cho thdy cdm duogc bao quan

trong bao bi nhdm, & nhiét d6 phong thi nghiém
trong thoi gian 6 thang va & diéu kién 130 hda cap
tdc trong thoi gian 4 thang d3 dap ing dugc cac yéu
cau chat lwgng theo DBVN IV (2008) vé ham 4m, d6
6n dinh trong ba phut, mirc d6 phan I&p, ty 1& cin
sau 24 gi.Tuy nhién, thoi gian nay twong doi ngan
5o vdi cac ché phdm khéc. Cé nhiéu nguyén nhan
anh huwdng dén dd 6n dinh cla cdm nhu tinh chat
rat dé hat 4m cla bot Glucomannan cling nhu quy
trinh sdn xuat, déng géi khdng khép kin anh huwéng
dang k& dén chat lvong ché pham bao ché.

L&i cam orn: Nghién ciru ndy duoc tdi tro kinh phi
thudc dé tai KHCN cép Tinh Thira Thién Hué, ma sé
TTH.2015-KC.10.
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