XAY DUNG TIEU CHUAN VA DANH GIA DO ON DINH
CUA VIEN NANG CUNG “GIANG CHi TIEU KHAT LINH”

TOM TAT

Bai thubc nghiém phwong “Giéang chi thang'm
duworc gia vi gém 11 vi phéi ngii da duroc st dung
trén lam sang dé diéu tri chirng tiéu khat c6 dam
thép (réi loan lipid mau (RLLPM) & bénh nhéan
dai thdo duong (PTP))>. Bai thubc da duoc so
ché va ché bién theo phuong phép cé truyén va
dwa vao quy trinh chiét xuat bao ché, sén phdm
hoan thién la vién nang ctmg “Giang chi tiéu
khat linh™°. Nghién ciu xay dwng tiéu chudn
héa bén thanh phdm va thanh phdm vién nang “
Giang chi tiéu khat linh” la mét khau quan trong
dé chuén héa chét luong sén xuét. Panh gia do
én dinh ¢c6 y nghia quan trong trong viéc danh
gia chét lwong cuda vién nang ctrng “Giang chi
tiéu khat linh” trong qua trinh bdo quan, gop
phén chuén héa chét luong, han st dung cua
sén pham nay.

Két qua: Pa xay dung duoc tiéu chuén cla
ban thanh phédm dang cém va tiéu chuén co sé
cla vién nang “Giang chi tiéu khat linh”, phwong
phép kiém nghiém tiéu chuén. Theo déi dé én
dinh theo phuong phép ldo hoa & diéu kién
thuong trong 12 thang, Vién nang “Giang chi
tiéu khat linh” twong déi én dinh & diéu kién
thurong (nhiét dé 30°C + 1°C va do 4m twong déi
75% + 5%) trong 12 théang. O diéu kién ldo hoa
cép téc, theo dbi 06 théng, vién nang Gidng chi
tiéu khat linh twong déi én dinh & diéu kién &0
hoa cép téc (nhiét d6 40°C + 1°C va dé am
tvong déi 75% + 5%).

Ter khéa: Vién nang “Giang chi tiéu khat
linh”, réi loan lipid méu, dai thdo duong typ 2.

SUMMARY
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VU VIET HANG, BANG TRUC QUYNH
Trwong Dai hoc Y Ha Néi

The “Giang chi thang” experience — based
formula with additions consists of 11 herbals,
has been used in clinical practice for treating the
Tieu khat syndrome with phlegm and dampness
syndrome (dyslipidemia in diabetes mellitus
patients). This formula has been prepared and
dispensed according to the traditional methods
and the finished product of its extracting and
preparing process was the “Giang chi tieu khat
linh”  hard capsule. Developing the
standardization of the semi-finished granule
product and the finised “Giang chi tieu khat linh”
capsule product was an important step in
standardizing the manufacturing quality. The
stability assessment had important implications
in evaluating the quality of “Giang chi tieu khat
linh” hard capsules in drug storage, contributing
to standardize the quality and setting the expiry
date of this product.

Results: The product standards of the semi-
finished granule form and the basic standards of
“Giang chi tieu khat linh” capsule have been
developed, according to the standardized testing
methods. Monitoring the stability according to
the real-time aging testing under normal
condition in 12 months, the “Giang chi tieu khat
linh” capsule was relatively stable under normal
condition (temperature of 30°C + 1°C and
relative humidity of 75% * 5%) in 12 months.
Monitoring the stability according to the
accelerated aging testing in 6 months, the
“Giang chi tieu khat linh” capsule was relatively
stable (temperature of 40°C + 1°C and relative
humidity of 75% + 5%).

Keywords: “Giang chi tieu khat linh”
capsules, dyslipidemia, type 2 diabetes mellitus.

DAT VAN DE

Bénh DTD gia tang hang nam theo sy phat
trién clia doi song kinh té xa hoi. Theo théng ké
cta IDF, ndm 2013 thé gidi c6 382 triéu nguoi
mac DTD (chiém 8,3% dan sb) va du kién con
sb nay sé tang thém 210 triéu ngudi vao nam
2035. Téc d6 phat trién tang nhanh cung véi
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mirc dd nguy hiém ctia bénh nén DTD da duwoc
coi la “ké giét nguwdi tham 1ang”. Do vay hon bao
gi& hét, nhu cau cac thubc y hoc hién dai
(YHHD) hay y hoc c6 truyén (YHCT) nham kiém
soat glucose mau, diéu tri RLLPM, phong ngwa
cac bién chirng va han ché tac dung phu cua
thubc cang ngay cang tré nén cap thiét hon.
Hién nay, nhiéu nha khoa hoc & Viét Nam ciing
nhuw trén thé gi¢i dang co xu hwong tim kiém va
tng dung cac thuéc ngudn goc tw nhién c6 tac
dung diéu tri DTD va han ché réi loan lipid *7.

S& dung thuéc y hoc cé truyén trong cham
séc strc khoe lau dai da va dang dwoc Thé gisi
va nha nuwéc Viét Nam quan tdm phat trién.
Tuy nhién, d& hién dai héa thudc cé truyén,
thuan tién cho viéc st dung thi viéc bao ché
thuéc tlr ngudn gbc thdo dwoc can nghién clru
quy trinh san xuét cong nghé cao, hién dai dé
c6 thé dap trng v&i nhu ciu diéu tri bénh 14 van
dé can thiét. Vi vay, viéc nghién cru quy trinh
bao ché vién nang “Giang chi tiéu khat linh” tw
bai thubéc y hoc cb truyén diéu tri rdi loan lipid
mau cho bénh nhan c6 dai thao duwdng typ 2 Ia
mot nhiém vu khoa hoc cép thiét. Nghién ctru
xay dung tiéu chudn hoéa ban thanh phdm va
thanh pham vién nang “Giang chi tiéu khat linh”
la mot khau quan trong dé chudn hoa chét
lwong san xuét.

Do 6n dinh cta thubc 1a kha nang cla thubc
(nguyén liéu/thanh pham) bao quan trong diéu
kién xac dinh gitr dwoc nhivng dac tinh vén c6
vé vat ly, hoa hoc, vi sinh, tac dung duoc ly va
déc trong gi¢i han qui dinh tiéu chuén chét
lwong thubc. B6 6n dinh thudc phu thudc vao:
Cac yéu t6 méi trwong, cac yéu td lien quan
dén thubc.

Nghién ctru danh gia do6 6n dinh cta ché
phdm vién nang “Giang chi tiéu khat linh” theo
phuwong phap theo dai & diéu kién thwc trong 12
thang va & diéu kién 130 hoa cép tbc trong thoi
gian 06 thang. Nghién ctu dd 6n dinh co y
nghTa quan trong trong viéc danh gia chat lwong
clia vién nang clng “Glang chi tiéu khat linh”
trong qua trinh bao quan gop phan chuan héa
chat lwgng clia san phadm nay.

DOI TUONG VA PHUONG PHAP NGHIEN CU'U

1. Thuéc nghién ciru

DPéi twong nghién ciru la vién nang cirng
“Giang chi tiéu khat linh”

Noi san xudt: Bénh vién Y hoc C& truyén
Trung wong.

MA&u thir nghiém: 3 mau vién

MAu 1: S616: 010416

Ngay san xuat: 05/04/2016

Mau 2: S6 16: 020416

Ngay san xuat: 05/04/2016

Méau 2: S6 16: 030416

Ngay san xuat: 05/04/2016

2. Thiét bi nghién ctru

Ta vi khi hau Memmert.

3. Phuwong phap nghién ciru

Xay dwng tiéu chudn ban thanh phdm va
thanh pham vién nang “Giang chi tiéu khat linh”

3.1. Yéu céu ky thuat

Hinh thac

béra

Do ddng déu khéi lwong

Mét khéi lwong do lam khd

Pinh tinh

Dinh lvong

Gi¢i han nhiém khuén

3.2. Phwong phap thir

(1) Hinh théc: Thir bang cdm quan, ché
pham phai dat cac yéu cau da néu.

(2) D6 ra: Ther theo DBVN 1V, phu luc 11.6.
(Phép th(r do ra clia vién nén va vién nang) .

(3) Po ddng déu khéi lvong: Thir theo DE)VN
IV, phu luc 11.3. (Phép th&r d6 ddng déu khbi
lwong)®.

(4) Mat khéi lwgng do lam kho:

L4y bot thubc cud 20 vién, tron déu. Can
chinh xac khoang 1g ché pham tién hanh tho
theo DBVN IV, phu luc 9.6. phwong phap séy &
100 -105°C & ap suét thuwong dén khdi lwong
khong dbi .

(5) Binh tinh:

* Pinh tinh Nguu tat: Phu’o’ng phap séc ky
I&p méng (DBVN 1V, phu luc 5.4).

+ Dung cu, thuéc thi.

- Ban mong S|I|ca gel G trang sén (Merck) da
hoat hoa & 100 °C trong 30 phut

- Cloroform; ethanol tuyét déi (TT).

- Hé dung méi trién khai séc ky: Cloroform -
ethyl acetat (7:3)

- Thubc thir hién mau: Dung dich vanillin1%
trong acid sulfuric 5%.

+ Céch tha

- Dung dich déi chiéu:

+ L4y 2g bot Ngwu tat, thém 50ml dung dich
HCl 15%, dun sbi hdi lwu 2 gié, dé& ngudi,
chuyén vao binh gan rdi lc v&i 30ml cloroform,
l&c ky. Gan I3y dich chiét dung méi, ¢ trén cach
thay t&i can. Hoa can trong 1ml ethanol tuyét dbi
dwoc dung dich cham sac ky.

+ Dung dich chuadn acid oleanolic trong
ethanol cé néng do 0,1mg/ml.
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- Dung dich tht: LAy 10g ché pham, thém
50ml dung dich HCI 15%, dun sdi héi lwu 2 gid,
dé ngudi, chuyén vao binh gan rdi lc véi 30ml
cloroform, lac ky. Gan lay dich chiét dung méi,
co trén cach thly t6i can. Hoa cén trong 1ml
ethanol tuyét ddi dwoc dung dich cham sac ky.

Ch&m riéng biét 1én ban méng 20ul méi
dung dich thir va dung dich dbi chiéu. Trién khai
sac ky theo DDVN IV, phu luc 5.4. Sau khi trién
khai dwoc khoadng 13 - 14 cm, |4y ban méng ra,
dé kho & nhiét do phong, phun thuéc thir hién
mau, sdy, quan sat cac vét & anh sang thuong.

Két qua: Sac ky dd ctia mau thlr phai cé cac
vét cung mau, cung R; v&i cac vét cla dung
dich chudn Nguwu tat va acid oleanolic.

* Pinh tinh Dan sam: Phu’o’n% phap sac ky
I6p méng (DDVN 1V, phu luc 5.4) !

+ Dung cu, thudc thir.

- Ban mong S|I|ca gel G trang s&n (Merck) da
hoat hoa & 100 °C trong 30 phut

- Ethyl acetat; ethanol tuyét déi (TT).

- Hé dung moi trién khai séc ky: Toluen -
ethyl acetat —aceton - acid formic (5:2:2:1) -
Thubc thr hién mau: Soi UV 366nm

+ Céch tha

- Dung dich dbi chiéu: L4y 2g bot Dan sam,
thém 70ml nwéc, dun sdi nhe trong 30 phat, dé
ngudi, loc. Thém vao dich loc 30ml ethyl acetat,
lac ky. Gan lay dich chiét ethyl acetat, co trén
cach thiy t&i can. Hoa can trong 1ml ethanol
tuyét ddi dwoc dung dich chdm sac ky.

- Dung dich th&: LAy 10g ché pham, thém
70ml nwéc néng, dun sdi nhe trong 10 phut. Dé
ngudi, ly tam. Gan lay dich ly tam, thém 30ml
ethyl acetat, l1ac ky. Gan lay dich chiét ethyl
acetat, co trén cach thiy t&i can. Hoa cén trong
1 ml ethanol tuyét déi dwoc dung dich chdm sac
ky.

Chadm riéng biét 1&n ban mdng 20ul méi
dung dich thir va dung dich dbi chiéu. Trién khai
sac ky theo DBVN IV, phu luc 5.4. Sau khi trién
khai dwoc khoang 13 - 14 cm, lay bédn méng ra,
dé kho & nhiét dd phong, quan sat dudi dén to
ngoai & bwdc song 366nm.

Két qua: Sac ky dd ciia mau thlr phai cé cac
vét cung mau, cung R; v&i cac vét cha dung
dich déi chiéu.

* BPinh tinh Ha thu 6 dé: Phuo’ng phap séc ky
I&p méng (DBVN 1V, phu luc 5. 4)

+ Dung cu, thudc thir:

- Ban mong S|I|ca gel G trang s&n (Merck) da
hoat hoa & 100 °C trong 30 phut

- Cloroform; ethanol tuyét déi (TT).

- Hé dung moi trién khai s&c ky: Toluen -
ethyl acetat — acid formic (9:4:1)

- Thubc the hién mau: Soi UV 366nm

+ Céach tha

- Dung dich déi chiéu: Lay 2g bot Ha tha 6
dé, thém 50ml dung dich HCI 15%, dun séi héi
lwu 2 gi&y, d& ngudi, chuyén vao binh gan rdi l&c
véi 30ml cloroform, lac ky. Gan |4y dich chiét
dung méi, cd trén cach thay t&i can. Hoa cén
trong 1ml ethanol tuyét dbi dwoc dung dich
cham séc ky.

- Dung dich tht: LAy 10g ché pham, thém
50ml dung dich HCI 15%, dun s6i héi lwu 2 gio,
dé ngudi, chuyén vao binh gan réi lc véi 30ml
cloroform, lac ky. Gan lay dich chiét dung méi,
co trén cach thiy téi can. Hoa cén trong 1ml
ethanol tuyét dbi dwoc dung dich chdm sac ky.

Chém riéng biét I&n ban méng 20ul mdi dung
dich th&r va dung dich déi chiéu. Trién khai sac
ky theo DBVN IV, phu luc 5.4. Sau khi trién khai
dwoc khoang 13 - 14 cm, lay ban méng ra, dé
khoé & nhiét dd phong, quan sat cac vét dudi
den tlr ngoai & bwdc séng 366nm.

Két qua: Sac ky dd ctia mau thlr phai cé cac
vét cung mau, cung R; v&i cac vét cla dung
dich chuan.

* Pinh tinh Hoang lién: Phu’o’nf; phap sac ky
I&p mang (DBVN 1V, phu luc 5.4)°

+ Dung cu, thuéc thir.

- Ban mong S|I|ca gel G trang sén (Merck) da
hoat hoa & 100 °C trong 30 phut

- Ethanol tuyét déi (TT).

- Hé dung maéi trién khai sac ky: N-butanol —
acid acetic — nuwéece (7:1:2)

- Thubc ther hién mau: Soi UV 366nm

+ Céch thor

Dung dich déi chiéu:

- LAy 2g bot Hoang lién, thém 20ml ethanol
tuyét ddi, dun séi hdi lwu cach thdy 10 phut, loc
dwoc dung dich cham sac ky.

- Dung dich chudn Berberin clorid trong
ethanol c6 ndng d6 0,5mg/ml

- Dung dich chuadn Palmatin clorid trong
ethanol cé ndng dd 0,5mg/ml

Dung dich th&r: LAy 5g ché pham, thém 20ml
ethanol tuyét déi, dun sdi hdi lwu cach thay 10
phat, loc dwoc dung dich chdm s&c ky.

Cham riéng biét 1én ban mong 10ul moi dung
dich thtr va dung dich dbi chiéu. Trién khai séc
ky theo DPBVN IV, phu luc 5.4. Sau khi trién khai
dwoc khoang 13 - 14cm, 14y ban méng ra, dé
khé & nhiét dd phong, quan sat cac vét duoi
dén t&r ngoai & buéc séng 366nm.
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Két qua: Sac ky dd ctia mau thtr phai cé cac
vét cung mau, cung R; v&i cac vét cla dung
dich chuan Hoang lien va chuan Berberin clorid,
Palmatin clorid.

(6). Binh lwgng:

* Djnh lwong acid oleanolic

+ Hoa chét, thudc thir:

- Acetonitril (HPLC).

- Acid phosphoric.

- Methanol.

+ Diéu kién sac ky:

- Cot sac ky pha dado RP C18 (250 x 4,6mm,
5 um).

- Pha ddéng: acetonitril
phosphoric 0,1% (90 : 10)

- Téc d6 dong: 1,0 ml/pht.

- Detector UV bwéc séng: 210 nm.

- Thé tich tiém mau: 20 pl.

+ Chuén bj dung dich chuén, dung dich thi:

- Dung dich chuén: Pha dung dich chuén acid
oleanolic trong methanol c6 ndéng dé chinh xac
khoang 50ug/ml.

- Dung dich thr: Can chinh xac khoang 10g
ché pham, thém 50ml dung dich HCI 15%, dun
s6i hdi lwu 2 gid, d& ngudi, loc. Chuyén dich loc
sang binh gan i lac vé&i cloroform 5 lan, méi
lan 30ml, gdp cac dich chiét dung méi, cd can
trén cach thiy. Hoa tan cén bang methanol
chuyén vao binh dinh mirc 25ml, thém methanol
vira da thé tich, l&c déu. Loc qua mang loc
0,45um.

- Tién hanh: Tiém riéng biét 20ul mbi dung
dich 60| chiéu va dung dich th&r vao may. Tlen
hanh sac ky theo diéu kién da mé ta, ghi séc ky
do.

+ DBinh tinh:

Séc ky db cla dung dich thir cé céc pic co
th&i gian lwu twong ng voi thoi gian lwu cla
cac pic trong séc ky dd dung dich chuan acid
oleanolic.

+ Dinh lvong:

Ham Iwgng acid oleanolic (mg) trong 1 don vi
ché phdm (1 vién) dwoc tinh theo cong thirc:

: dung dich acid

Si xmexM x P x Dt
X =

Scxmrx Dc x 100

Trong dé:

Si, Se: Dién tich pic dung dich tht» va chuan
(mAu).

mc: Khéi lwong cta chuén (mg).

my : Khéi lwong mau thir (g).

P: ham lwong chuan nguyén trang (%).

M: khéi lwong trung binh vién (g)

Dt, Dc: D6 pha lodng cuia thtr va chuén

* Dinh lweong Berberin clorid, Palmatin clorid
(9]

+ Héa chét, thube thi:

- Acetonitril (HPLC).

- Nudrc cét.

- Kali dihydrophosphat.

- Natri lauryl sulfat.

- Methanol.

+ Didu kién séc ky:

- Cot séc ky pha dao RP C18 (250 x 4,6 mm,
5 pm).

- Pha dong: 3,4g kali dihydrophosphat, 1,7g
natri lauryl sulfat trong 1000ml hén hop
acetonitril: nwéce (1:1).

- Téc dd dong: 1,2 mi/phdt.

- Detector UV buw&c séng 345nm.

- Thé tich tiém mau: 20pl.

+ Chuén bj dung dich chuén, dung dich thi:

- Dung dich chuan berberin clorid: Pha dung
dich chuén berberin clorid trong methanol cé
ndng do chinh xac khoang 30ug/ml.

- Dung dich chuén palmatin clorid: Pha dung
dich chuan palmatin clorid trong methanol cé
ndng do chinh xac khoang 8ug/ml.

- Dung dich tht: Can chinh xac khoang 0,5g
bot ché phém vao binh dinh m&c 100ml, thém
khoang 70 ml methanol, siéu am 30 phut, dé
ngudi, thém methanol vira du thé tich. Loc qua
mang loc 0,45um.

- Tién hanh: Tiém riéng biét 20ul mbi dung
dich 60| chiéu va dung dich th&r vao may. Tlen
hanh séac ky theo diéu kién da mo ta, ghi sac ky
do.

+ Dinh tinh:

Séc ky db cla dung dich thir cé cac pic co
thoi gian lwu twong ng voi thoi gian lwu cla
cac pic trong sdc ky dd dung dich chuan
palmatin clorid, berberin clorid.

+ Djnh lvong:

Ham lwong Berberin clorid (mg) trong 1 don
vi ché pham (1 vién) dwoc tinh theo cong thirc:

S; xmgex M x P x Dt
X =

S: xmyx Dc x 100

Trong dé:

Si, S¢: Dién tich pic dung dich tht» va chuan
(mAu).

mc: Khéi lwong clia chuén (mg).

my : Khéi lwong mau thi (g).

P: Ham lwong chuén nguyén trang (%).
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M: Khéi lvgng trung binh vién (g).
Dt, Dc: D6 pha loang cla thir va chuan

Ham lvgng Palmatin clorid (mg) trong 1 don
vi ché pham (1 vién) dwoc tinh theo cong thirc:

S; xm¢xM x P x Dt
X =

S¢;xmrx Dc x 100

Trong dé:

Si, Se: Dién tich pic dung dich thtr va chuan
(mAu).

m.: Khéi lwgng cha chuan (mg).

Phuwong phap nghién ctru do én dinh cda thubc

mr : Khéi lwgng mau thir (g).

P: Ham lwong chuén nguyén trang (%).

M: Khéi lwong trung binh vién (g).

Dt, Dc: D6 pha lodng cuia thtr va chuén

(7) Gi6i han nhiém khuén:

Can chinh xac khoang 5 g bot thuéc trong
nang da nghién min cho vao binh nat mai 200ml
da tiét trung va biét khéi lwong. Thém dung dich
natri clorid 0,9% v trung vira di dé dwoc dung
dich c6 ndng d6 107", 14c ky. T dung dich trén,
pha loang tiép dé& dwoc cac ndng do 102, 10°°...
Sa[ls] dé tién hanh thir theo phu luc 13.6, DDVN
AV

Bang 1: Tan suat thir nghiém va diéu kién bao quan

Diéu kién bao quan

Tan sb thtr nghiém

Diéu kién thuwong

Nhiét d6 30°C + 2°C, trong bao bi kin
D6 &m twong d6i 75% £ 5%

0, 3, 6, 12 thang

Lao hoa Cép téc

Nhiét d6 40°C + 2°C , trong bao bi kin
D6 &m twong d6i 75% £ 5%

0, 3, va 6 thang

- Pé tién hanh thir d6 6n dinh theo phuong
phap ldo héa cép tbc, ché phdm dwoc bao quan
trong budng vi khi hau.

- Pinh ky danh gia chat lwong: LAy mau danh
gia tai cac thoi diém 0, 3, 6 thang.

- Tién hanh 14y mau, kiém tra mét sb chi tiéu
chinh sau theo tiéu chuan co s&: Tinh chét, dinh
tinh, dinh lwong, gi¢i han chat bao quan.

* Tinh chéat kiém tra bang cam quan, ché
pham phai dat yéu cau da néu.

* Binh tinh phwong phap sac ky long khoi
pho

* Pinh lwong: Tién hanh bang phwong phap
séc ky 16ng khéi phé (LC/MS)

KET QUA

Xay dung tiéu chuan co s& vién nang cing
“Giang chi tiéu khat linh”

1. Xay dwng tiéu chuan ban thanh pham
dang com “Giang chi tiéu khat linh”

Hinh thirc: Cdm cd mau nau, mui thom dwoc
liéu, vi déng.

D6 dm: Khéng quéa 4% sau khi sdy tinh &
60°C trong 6 gio.

Ty |é hat c6 kich thwédc dwdi 180um: khéng
qua 40%.

Ty trong biéu kién: Khéng dwéi 0,75 g/ml.

Chi sb nén: Nam trong khodng 20 - 25, tirc 1a
do tron chay kha tét.

Téc d6 tron chay: khéng duéi 7 gs.

Yéu cau ham luwong flavonoid:

Oleanolic acid: > 0,16 mg/g (Phwong phap
SKLM (DPVN 1V)

Palmatin HCI: > 0,48 mg/g
1,5 mg/g

2. Xay dwng tiéu chuan co sé vién nang
cirng “Giang chi tiéu khat linh”

Yéu cau ky thuat

2.1 Céng thirc diéu ché cho 1 vién nang
500mg

ban sam 0,170g Hoang tinh
thd 6 0,170g Trachta 0,170g

Berberin HCI: >

0,085g Ha

Sontra 0,128g Nguwutat0,128g Hoang
ky 0,170g  Thién hoa phan 0,214g

Hoang lién 0,085g  ichchi 0,128  Linh
chi 0,170g

Ta dwoc (Talc, Lactose, Magnesi stearat,b6t
san....) vd

2.2. Chat lwong thanh pham

*Hinh thire: Vién nang cing s6 0, than mau
vang, ndp mau xanh la, bén trong chra bot
thubc dang cdm khd toi, mau nau, mui thom
duoc liéu.

*P6 ra: Khéng qua 30 phdt.

*Pd dong déu khoi lwong: Khdi lwong trung
binh thubc trong nang + 7,5%.

*Méat khéi luvong do lam khé: Khéng qua
9,0%.
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*Dinh tinh: Phai thé hién phép thr dinh tinh
clia Dan sam, ngwu tat, hoang lién, ha tha 6 dé.

*Pinh lwong:

- Ham lwgng acid oleanolic trong méi vién
khéng dwoc dudi 0,08mg (tinh theo khoi lwgng

trung binh thuéc trong nang).

- Ham lwong Berberin clorid trong méi vién
khéng dwoc dwédi 0,75mg (tinh theo khéi lwong
trung binh thuéc trong nang).

- Ham lwong Palmatin clorid trong méi vién
khéong dwoc dwdi 0,24 mg (tinh theo khbi
lwong trung binh thudc trong nang).

* Gi6i han nhiém khuén: Phai dat yéu cau
murc 4, phu luc 13.6, DBVN IV.

3. Két qua danh gia do 6n dinh cta vién nang “Giang chi tiéu khat linh”

3.1. Két qua danh gia dé én dinh cua vién nang & diéu kién ldo héa cép téc

Bang 2. M6t sb chi tiéu chat lwong cla vién nang Giang chi tiéu khat linh sau 3 va 6 thang bao
quén & diéu kién 40°C + 2°C, ham am 75% + 5%.

Mé| Thoi gian bdo quan Hinh Pinh Binh lwvgng Berberin Binh lwvgng Palmatin bora
(thang) thtre tinh clorid clorid (phut)
mg/vién % mg/vién %
| 0 Dat Bung 0,75 100 0,31 100 17
3 Dat Bung 0,72 96,00 0,25 100 19
6 Dat Bung 0,71 94,67 0,24 96,00 20
Il 0 Dat Bung 0,75 100 0,31 100 18
3 Dat Bung 0,73 97,33 0,24 96,00 20
6 Dat Bung 0,7 93,33 0,23 92,00 20
Il 0 Dat Bung 0,69 92,00 0,30 100 17
3 Dat Bung 0,72 96,00 0,24 96,00 19
6 Dat Bung 0,7 93,33 0,23 92,00 21

Nhan xét: Sau 6 thang bao quan & didu kién 40°C + 2°C, ham &dm 75% * 5%.

céc vién c6 ham lwong gidm di nhwng van ndm trong gi¢i han dé ra, do ra coé xu hwéng gidm

nhe. Cac ghi tiéu trén van dat trong gi¢i han tiéu chuan dé ra.
3.2. Két qua danh gia dé é6n djnh cuaa vién nang “¢& diéu kién thwong

Bang 3. M6t sb chi tiéu chat lwong cla vién nang “Giang chi tiéu khat linh” sau 12 thang bao

quan & diéu kién thwc

Mé| Thoi gian bdo quan Hinh Pinh BDinh lwong Berberin Dinh lwvgng Palmatin Pbora
(thang) thire tinh clorid clorid (phut)
mg/vién % mg/vién %
| 0 Dat Bung 0,75 100 0,31 100 17
3 Dat Pulng 0,75 100,00 0,25 100 17
6 Dat Bung 0,74 98,67 0,25 100 18
9 Dat Bulng 0,73 97,33 0,24 96,00 19
12 Pat Bung 0,72 96,00 0,24 96,00 20
Il 0 Dat Bung 0,75 100 0,31 100 18
3 Dat Pulng 0,75 100,00 0,25 100 18
6 Dat Bung 0,745 99,33 0,245 98,00 19
9 Dat Bung 0,73 97,33 0,245 98,00 19
12 Dat Bung 0,725 96,67 0,24 96,00 20
1] 0 Dat Bung 0,74 98,67 0,30 100 17
3 Dat Bung 0,73 97,33 0,25 100.00 18
6 Dat Dung 0,73 97,33 0,245 98,00 18
9 Dat Bung 0,725 96,67 0,24 96,00 19
12 Dat Bung 0,725 96,67 0,235 94,00 20
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Nhan xét: Sau 12 thang bao quan & diéu kién
thwdng, cac vién cé hinh thire, dinh tinh dat chi
tiéu chat lwong dé ra, ham lwong gidm nhe van
nam trong khodng cho phép vé gi¢i han dinh
lwong, d6 rd cé xu hwdng gidm nhwng khoéng
dang ké. Cac chi tiéu trén van dat trong gidi han
tiéu chuan dé ra.

BAN LUAN

1. Ban vé tiéu chuan co sé& vién nang
“Giang chi tiéu khat linh”

“Giang chi tiéu khat linh” dwoc bao ché tir 11
vi thubéc y hoc cb truyén dwa theo bai thubc
nghiém phwong da dwoc dung dé diéu tri chirng
dam thép va ching tiéu khat. Bé thuan loi cho
viéc slr dung trén Iam sang, “Giang chi tiéu khat
linh” dwoc bao ché dwéi dang vién nang. Ky
thuat bao ché vién nang cing dang dwoc (ng
dung nhiéu déi v&i cac thube cod nguon goc tw
nhién va dac biét la cac thuéc y hoc cd truyén.
Ban thanh phdm cla vién nang “Giang chi tiéu
khat linh” 1a dang cém. Vi vay khi nghién ctu
xay dwng tiéu chuan cho dang ban thanh phadm
ching t6i c&n c& vao céc chi tiéu qui dinh dbi
v6i chuyén luan thuéc cém theo DBVN V. Déi
v6i dang thubéc cém, 1a ban thanh phdm cua
vién nang, ngoai cac chi tiéu v& ham am, kich
thwéc hat,...thi phai k& dén yéu té6 “do tron
chdy” vi day la mét trong cac théng sbé ky thuat
quan trong quyét dinh dén su dong déu khbi
lwong cla vién. Bén canh do dé tiéu chudn hoa
vé mat thanh phan hoéa hoc, ching téi da nghién
ctru tim hiéu cac thanh phan, cac nhém chét
chinh c6 mat trong cong thirc, tr dé dinh hwdng
xay dwng cac tiéu chuén sic ky cac thanh phan
d&c trung co thé dung cho viéc kiém tra chéat
lwong thudc sau nay.

2. Ban vé doé 6n dinh cuta vién nang
“Giang chi tiéu khat linh”

Do 6n dinh cta vién nang “Giang chi tiéu khat
linh” dwoc theo déi sau mdi 3 thang. Diéu kién
ther & nhiét do thuwong va diéu kién 1ao hoa cap
tbc. Phwong phap thir can cr vao tiéu chuan co
s& da dwoc xay dwng. Sau 12 thang bao quan (o
diéu klen thwéng va 6 thang bdo quan & diéu
kién 40°C, cac vién c6 hinh thirc, dinh tinh dat
chi tiéu chat lwong dé ra, ham lvong gidm nhe
nhwng van nam trong khoang cho phép vé gidi
han dinh lwvgng, d6 rd cé xu hwdng gidm nhwng
khéng dang ké. Nhw vay, theo déi dd on dinh
clia vién nang “Giang chi tiéu khat linh” trong 12
thang & diéu kién thwong, két qua dy doan tudi
tho cla thubc 1a 24,52 thang. Theo FDA, thoi
gian ngoai suy vé tudi tho ctia thudc cho phép la

12 thang so v&i bado quan thyc nhwng khong
gap dai thdi gian bdo quan thwc nén tudi tho ctia
ché pham phai dwoc theo dbi tiép & diéu kién
thworng. Do d6 méi chi két luan chac chan dd én
dinh cua vién nang “Giang chi tiéu khat linh” la
24 thang.

KET LUAN

- Nghién ctru da xay dwng dwoc tiéu chuan
ctia ban thanh phadm dang c¢bm va tiéu chuan co
s& cla vién nang “Giang chi tiéu khat linh”,
phuwong phap kiém nghiém tiéu chuan.

- Panh gia d6 4n dinh cla vién nang “Giang
chi tieu khat linh”: Theo d&i dd 6n dinh theo
phuong phéap 130 hoa & diéu kién thuwéng trong
12 thang, Vlen nang “Giang chi tiéu khat linh”
tu’cyng dm 6n dinh & dleu kién thuwong (nhiét do
30°C + 1°C va do am twong ddi 75% + 5%)
trong 12 thang. O diéu kién thudng lao héa cip
tbc, theo ddi 06 thang, vién nang Giang chi tiéu
khat linh twong déi 6n dinh 0 diéu kién |&o hoa
cap tbc (nhiét do 40°C + 1°C va do &m twong
ddi 75% + 5%).
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