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Muc tiéu ciia nghién ciru nay la danh gia tic dong ciia mot s6 ta dwoce va cac thong so trong quy trinh sin
Xuit vién nang mém (mbi vién chira 100 mg chiét xuit cao Bach qua va 300 mg chiét xuét cao Pinh lang).
Két qua thwe nghiém da xdy dung dwoc cong thirc dich thudc thich hop cho sin phim & quy mé 160.000
vién/mé véi ty 1¢ diu co - sap ong tring - dau diu nanh (20:4:76), ty 1 Lecithin/tong lwong pha dau 12 6%.
ba xay dung cong thire dich v6 nang véi lugng Glycerin 34%, Sorbitol 24% so véi Gelatin. Pong thoi, da
xac dinh mgt so thong 50 phu hgp cho quy trinh sian xuit, d6 1a nhiét do gel 6 40°C, thoi gian u gel 24 gl(r,
nhiét do ciia ném bom dich 1a 39-42°C. Cac két qua nghién Cll’ll di dwoc trién khai ap dung vao san xuit
0 quy mo cong nghlep trén 3 16 san pham Két qua theo doi d¢ o on dinh & diéu kién thuwdong cho thay, vién
dat tiéu chuén chit lwong sau thoi gian 24 thang.

Tir khéa: Bach qud, chiét xudt, Dinh ling, vién nang mém.

Chi sé phén logi 3.4

Research into the manufacturing process of soft
capsules containing Ginkgo biloba and Polyscias
fructicosa extracts

Summary

The objective of this study was to assess the impact of
some pharmaceutical excipients and the parameters
in producing Cebraton soft capsules (1 cap. contains
100 mg Ginkgo biloba extract and 300 mg Polyscias
fructicosa extract). The experimental results showed that
the Cebraton suspension and gel was formulated: Palm
oil/Bee wax/Soybean oil ratio was 20:4:76; Lecithin/
lipophilia excipients was 5% in Cebraton suspension;
Glycerin/Gelatin and Sorbitol/Gelatin were 34%; 24%
in gel. Some processing parameters were determined:
gel should be preserved at 40°C in 24 hours before use,
and temperature of injection segment was 39-42°C.
The manufacturing process for 160.000 Cebraton soft
capsules was constructed; the final product conformed to
the technical standard after 24 months at real condition.

Keywords: extract, Ginkgo biloba, Polyscias fructicosa,
soft capsule.
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pat van de

Hién nay, cac san pham dong dugc duge san
xuit dudi nhiéu dang bao ché khac nhau, tir cac
dang ¢ truyén nhu hoan ciimg, hoan mém, tra,
cdm, vién bao duong... t6i nhitng dang hién
dai hon nhu vién bao phim, vién nang cung,
vién nang mém... Khé khin chung khi san xudt
thudc dong duoc dudi cac dang bao ché hién
dai 13 lidu dung thuong kha cao, gdy bat tién
cho nguoi su dung. Trong sO nhu'ng dang bao
ché 4o, vién nang mém tuong d6i thuan loi cho
san xuat thuéc dong duoc vi c6 kha ning chira
duoc lugng 16n cao duogc liéu, ngoai ra con co
cac uwu diém khac nhu: che giéu duoc mui vi
duoc lidu; thude duge giai phong va hip thu
t6t hon; mang Gelatin va t4 duoc than dau giup
béo vé hoat cht tranh tac dong cua cac yéu tb
ngoai moi nhu do am, anh sang, dich vi; thé
chét vién mém, d& udng... [1-5].

Dé tao ra mot san pham dang nang mém
dong duge v6i ham luong 16n dé giam lidu
dung, chung t6i dd tién hanh nghién ctru bao
ché va hoan thién quy trinh cong nghé san xuét
vién nang mém Cebraton, mdi vién chtra 100
mg cao Bach qua va 300 mg cao Pinh lang.
Céc nghién ciru duge tién hanh ca & quy mo
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pilot va san xuat thir nghiém, véi muc tiéu hoan thién
cong thire bao ché va xac dinh cac théng sb phu hop
cho quy trinh san Xudt.

Thuc nghiém
Thiét bi, dung cu, héa chit
- May tron phéan tan Chang sung (Han Qudc).

- Day chuyén san xudt vién nang mém ty dong
SkySofgel SS100 (Han Qudc).

- Céc thiét bi kiém tra chét lugng: may do do bén
gel Brookfield (My), may do do ra...

- Céc nguyén li¢u: cao kho Dinh lang (Polyscias
fructicosa extract), cao kho Bach qua (Ginkgo biloba
leaves extract) va cac ta dugc dat ti€u chuan duogc
dung.

Doi twong va phwong phdp nghién ciru

Doi twong nghién ciru: quy trinh san xuat vién nang
mém Cebraton.

Phwong phap nghién ciru:

- Bao ché va hoan thién cong thirc dich thubc dong
nang: phan tan cao dugc li¢u trong ta dugc than dau
bang méy tron phan tan va 1am min bang may xay
keo. Tao nang theo phuong phap ¢p khuon. Panh gia
chat lugng dich thudc qua céc chi tidu: thoi gian chay
ctia 200 g dich thudc & 30°C qua phdu thuy tinh co
kich thudc ® 80 mm, dai 130 mm (trong d6 cudng c6
duong kinh 10 mm, chiéu dai 70 mm); muc d6 tach 16p
cta dich thude.

Cong thirc dich thude cho 1 vién: 100 mg cao kho
Bach qua, 255 mg cao kho Pinh lang (~ 300 mg cao
dac DPinh lang), 15 mg aerosil va 475 mg cac thanh
phﬁn khéac: diu dau nanh, dau co, sép ong tréng, Palm
oil, Lecithin.

- Bao ché va hoan thién céng thuc dich vo nang:
dich vo nang gém: Gelatin, chat hoa déo (Glycerin;
Sorbitol), chat mau, chat bao quan, chét 1am thom va
nuée. Dich vo nang duoc pha ché trén thiét bi nau gel
cong suit 40-70 kg Gelatin/mé.

- Panh gia do bén gel: theo phuong phap do do
Bloom [1].

- Theo d&i d6 6n dinh: theo huéng dan cta Asean
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v€ theo doi d6 on dinh, dua trén ti€éu chuan co s& cua
san pham.

Két qua va ban ludan

Hodn thién céng thire dich thudc va dich vé nang
Cebraton

Khdo sat ty 1é sap ong trdng, dau co, dau ddu nanh
trong dich thuoc:

Trong dich thudc Cebraton, 3 thanh phﬁn: sap ong
tréng, dau co, diu dau nanh dong vai tro lam moi
truong phan tan cao dugc li¢u. Khao sat 5 cong thirc
dich thudc voi ty 1&: dau co - sap ong tring - ddu dau
nanh 8:5:87 (D1), 14:4:82 (D2), 20:4:76 (D3), 23:4:73
(D4) va 20:5:75 (D5), cac thanh phan khac gitr ¢6 dinh,
pha ché va tao nang trong cung diéu kién méi truong
va thong sb may. Két qua khao sat nhu trong bang 1.

Bang 1: anh huong ciia ty 1é sap ong trang, dau co, dau dau nanh/dich thuée

(n=3)

Cong thire
Chitite DI n D3 D4 D5
D9 chay trung binh cia hon 184 168 137 145 175
dich (gidy) £5 +4 13 13 +4
(?Z)““g SulhOlame vt | s5isi | 22905 | A19429 | a8 | S79eds
Dich thudc sau 48 b/ 40'C + . + +
Dich thubchviéen sau 6
thing30C, 75% - : * ’ ’

Ky hiéu: -: hoi tach lop; +: khong tach [op

Nhu vay, ty 1& sap ong, dau co, du ddu nanh c6 anh
hudng 6 rét dén thé chét dich thude ciing nhu chat
luong vién. Sap ong gitip tao hdn dich bén, tuy nhién
luong sap ong nhiéu s& lam cho thé chat dich thudc
dac, tron chay kém, khong thuan lgi cho qua trinh pha
ché, tao nang. Két qua khao sat cho thay, dich thudc
D3 voi ty 1& dau co - sap ong trang - dau dau nanh
(20:4:76) dat thé chat va do tron chay tot nhat, vién co
d6 dong déu khdi lugng tot.

Khdo sdt ty 1¢ Lecithin trong dich thuéc:

Trong dich thudc Cebraton, Lecithin dugc st dung
nhu mot chét gay tham (hay chat phan tan). Tién hanh
khao sat 4 cong thirc dich thube D6, D7, D8, D9 véi ty
1¢ Lecithin/tong luong pha dau lan luot 1a: 4,0; 5,0; 6,0
va 7,0%, cac thanh phan khéac giir ¢ dinh theo cong
thirc D3, pha ché va tao nang trong cung diéu kién moi
truong va thong sd may.
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Bang 2: anh hwong cua ty ¢ Lecithin trong dich thuée (n = 3)

Cong thite
Chiita D6 D7 D8 Dy
. L 175 161 155 147
D9 chay trung binh cta hon dich (gidy) v 3 0 9
Do dong déu khdi hong vién (%) 279+30 209427 239432 359419
Dich thude sau 48 h40'C - : + +
Dich thude/vién sau 6 thing/30°C, 75% - - + +

KY higu: - - tich I6p, -+ hoi tach I6p, +: khéng tach I6p

Két qua khao sat (bang 2) cho thay, dich thuc DS,
D9 dat thé chat déng nhét, khong c6 hién tugong két tu
hay tach 16p sau khi dé & 40°C trong 48 h. Tuy nhién,
trong thuc té dich thudc D9 khi tao nang lai kho6 khan
hon D8. Do vay, lya chon D8 (6,0% Lecithin so voi
tong luong pha dau) dé xay dung cong thirc dich thude.

Khdo sdt ty 1é chdt héa déo trong dich vé nang:

Chit hoa déo anh huong dén do mém déo, do bén
va kha nang tao vién ciia mang gel tor do quyet dinh
dén chat luong cua vién nang mém va hiéu suit cua
qué trinh san xudt. Ngoai ra, chat hoa déo con ¢ anh
hudng nhét dinh t6i do ra cua vién.

Tién hanh khao sat 4 cong thic dich vo nang véi ty
1€ % Glycerin va Sorbitol so véi Gelatin 1a 25-25 (V1),
32-26 (V2), 34-24 (V3), 39-26 (V4), cac thanh phan
khac giir ¢6 dinh, pha ché va tao nang trong cung diéu
kién moi truong va thong sd may. Két qua khao sat nhur
trong bang 3.

Bang 3: dnh huong ciia chat héa déo trong cong thire dich vé nang (n = 3)

— Cong he Vi v Vi Vi
g bén gl qam) 8 S04 5 40
Kha ning tao vién + . +

Ty I vienKhing dathinh thic 35% 36% 34% 48%
Dorisan 12thing 30°C,75% | 20-2phit | 13- 16phit 10- 12 phit 17-19 phit

Ky hiu: ++: rdt tot, +: tot, - kém

Nhu vay, véi cong thirc V3 (lugng Glycerin 34%,
Sorbitol 24% so véi Gelatin) thi qué trinh tao nang
thudn loi cling nhu hinh thirc va d6 rd vién t6t nhat.

Khao sat mot 6 thong 6 trong quy trinh sdn xudt
Cebraton
Khao sat nhiét do, thoi gian u dich vo nang:

Dich vo nang sau khi pha ché xong, can u lai trong
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1 khoang thoi gian ¢ nhiét d nhat dinh dé 6n dinh cdu
tric gel trudc khi tién hanh tao nang. Nhiét do u dich
vo nang trudc khi tao nang dugc khao sat & cac muc:
40; 50; 60°C va ¢ cac muc thoi gian la: 12 h; 24 h; 36
h, 48 h.

Bang 4: anh huong cua nhiét dg, thoi gian u dich vo nang trudc khi tao nang

(=3
hiét do
Thir gian 8 (0 Nhigtdd | yoec 50°C 60°C
Cam quan mang gel Cé bot nho C6 bot nho Co rat it bot
12 Kha nang tao vién - - -
D6 bén gel (g) 416 365 268
Cam quan mang gel Hét bot khi Hét bot khi Hét bot khi
24 Kha nang tao vién ++ + -
Do bén gel (g) 359 278 88
Cam quan mang gel Hét bot khi Hét bot khi Hét bot khi
36 Kha nang tao vién + - -
Do bén gel (2) 230 182 75
Cam quan mang gel Hét bot khi Hét bot khi Hét bot khi
48 Kha nang tao vién - - -
Do bén gel (g) 194 126 47

KY hiéu: ++: rt tot, +: tot, -: kém

Nhu vay, dé gel vira hét bot khi, vira dam bao do
bén cén thiét cho qua trinh tao nang, lya chon nhiét do
1 dich gel trudc khi tao nang 1a 40°C va thoi gian dé on
dinh dich gel trudc khi tao nang 1a 24 h.

Khdo sdt nhiét dé tai ném bom dich thuéc vao nang:

Nhiét do cia ném bom dich anh hudng dén chat
lwgng mbi han va hinh thic cta vién. Khao sat nhiét
do tai ném bom dich & cac muc: 37-39°C, 39-42°C,
42-44°C ¢ xac dinh gia tri phu hop. Két qua khao sat
nhu sau:

- O mirc nhiét d6 37-39°C, mdi han vién kém, vién
¢6 hién tuong tham dau sau khi say kho.

- O muc nhiét do 42-44°C: mang gel qua mém,
nhiéu vién bi phdng, méo.

- O mtic nhiét d6 39-42°C, vién dat chat luong, ty
1¢ vién hong thap.

Nhu vay, lya chon nhiét d cai dat cho bo phan ném
bom dich thudc 13 39-42°C dé vién dat chét luong va
hiéu suét tot nhat.

Theo doi d¢ on dinh

Tién hanh san xuat cong nghiép 3 16 véi quy trinh
c¢6 cong thirc va cac thong sé ky thuat da xac dinh nhu
trén. Theo ddi do 6n dinh cua 3 16 san phdm ¢ diéu
kién thuong (nhiét d6 30+2°C, d6 4m 75+5%) theo tiéu
chuin co s& cua san pham.
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Két qua: sau 24 thang, san pham dat tiéu chudn chat
luong da quy dinh.

Két luan

Tir két qua nghién ctru, khao sat cac thanh phan ta
duoc, da xay dung cong thic dich thude thich hop cho
san pham ¢ quy mé 160.000 vién/mé véi ty 18 dau co -
sap ong trang - diu dau nanh (20:4:76); ty 1& Lecithin/
tong luong pha dau 1a 6%. Da xay dung cong thirc dich
vo nang voi lugng Glycerin 34%, Sorbitol 24% so véi
Gelatin. Béng thoi, da xac dinh mot sb thong sb phu
hop cho quy trinh san xudt, d6 1a nhiét do u gel 640°C,
thoi gian u gel 24 h, nhiét d6 cua ném bom dich 1a 39-
42°C.

Céc két qua nghién ctru trén da duoc trién khai ap
dung vao san xuat & quy mo cong nghiép trén 3 16 san
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pham. Két qua theo doi d6 6n dinh ¢ diéu kién thuong
cho théy, vién dat tiéu chuan chat lugng sau thoi gian
24 thang.
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