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DPIEU CHE VA THIET LAP CHAT CHUAN TU THIEN NHIEN
PE PHUC VU CONG TAC NGHIEN CUU, KIEM NGHIEM
VA TIEU CHUAN HOA DUQC LIEU, PONG DUQC

k,khkkhkkhkhhhhkhhhkhhhkkihhhihhihiiiikx

I. TONG QUAN VE CHAT CHUAN
1. Gi6i thiéu vé chat chuan

Chét chuan (standard substances) hay chat chuan d6i chiéu (reference standards) l1a
chét can thiét dé danh gia cac nguyén liéu, ban thanh pham, thanh pham ... theo cac quy
trinh d4 xac dinh nham dam bao két qua phan tich dat do chinh xac, dang tin cay.

Chét chuan d6i chiéu 1a mot phan quan trong cua do luong va thiét 1ap tinh kha thi
trong so sanh (comparability) va cé thé truy nguyén duoc (traceability).

Theo Duoc dién Viét Nam IV, “Chét ddi chiéu I1a chat dong nhat da duoc xac dinh 1a
dung dé dung trong cac phép thir da duoc quy dinh vé hoa hoc, vat Iy va sinh hoc. Trong
cac phép thir d6 cac tinh chat cua chat doi chiéu dugc so sanh vai cac tinh chat cua chat
can thua

Theo dinh nghia FDA: “Chat chuan déi chiéu (reference standards) 1a mot 16 hay mé
cua hop chat lam thudc dugc diéu ché dic biét bang cach tong hop doc 1ap hoic bang
cach tinh ché bd sung caa nguyén liéu diéu ché va dugc chitng minh biang mot loat cac
ther nghiém phan tich sau rong dé xac nhan né 1a nguyén liéu xac thuc co do tinh khiét
t6i da, c6 thé dat dugc mot cach hop 1y. N6 thuong duoc ding cho viéc phan giai cau
trdc va chat 1am chuan cho cac chat chuan 1am viéc (working standards).

2. Phan loai chat chuan d6i chiéu

2.1. Chat chuan dwgrc dién

Pic trung cua chat chuan dugc dién duoc dé cap trong phan gigi thiéu cua ISO
Guide 34. Ching duoc thiét 1ap va phan phdi boi HDDPién theo cac nguyén tic chung
cua ISO nay.

(i) Chudn Duoc dién Quac té:

T chuc y té thé giéi (WHO), co quan dic biét cua Lién Hiép Quéc chiu trach nhiém
chu yéu vé céc van dé sic khoe cua cong dong quoc té, ban hanh Duoc dién qubc té véi
su gitp d& cua cac tap doan da quéc gia, ho cling da thiét 1ap cac chat chuan qudc té veé
sinh hoc va dugc pham. Chuan Dugc dién quéc té 1a chuan géc (primary) dugc thiét 1ap
theo kién nghi cua uy ban chuyén gia vé ky thuat cho cac ché pham dugc pham cua
WHO. Chiing duoc str dung chu yéu trong cac thir nghiém, phan tich hda hoc va vat Iy;
duoc md ta chi tiét trong Dugc dién qubc té hoic cac chuyén luan du thao. Ching cé thé
dung dé hiéu chuan cac chuan thi cap.
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(ii) Chudn Durge dién Chau Au:

Tong cuc Chit lwong Thudc va Chim soc Stc khoe Chau Au EDQM (European
Directorate for the Quality of Medicines and Health Care) cung cap cac chat chuan hda
hoc va sinh hoc ciing nhu phd chuan trong cac phép phan tich va kiém tra. Cac phép
phan tich va kiém tra nay duoc thuc hién phd hop véi cac phuong phap dugc ghi trong
Dugc dién chau Au. Céc chét chuan duoc chon loc dic biét va duoc thaim dinh boi Hoi
ddng Duogc dién chau Au. Ching c6 thé duogc str dung cho cac nghién ctru cong tac québc
té.

(iii) Chudn Duwgc dién Anh:

Chuéan Dugc dién Anh dugc san xuat dé hd tro cho céc chuyén luan cua Dugc dién
Anh (BP). Chang chi duoc str dung cho cac phép phan tich héa hoc va thir nghiém dugc
mé ta trong Dugc dién Anh, khdng thich hop cho cac muc dich khac nhu dung cho
nguoi hay dong vat. Chat chuan duoc dong trong cac don vi dong goi du dé thuc hién
quy trinh thir nghiém.

Céc chuan nay duoc thiét 1ap boi cac phong thi nghiém phi hop véi quy dinh, dugc
tham dinh va cho phép sir dung boi céc chuyén gia cua Hoi dong Duge dién Anh.

(iv) Chudn Duoc dién My:

Chuan USP dua vao cac chuyén luan c6 tinh chat phéap Iy trong USP va NF, cac quy
trinh va tiéu chuan cua Dugc dién nay bi quan 1y bdi co quan quan ly thudc va thuc
pham Hoa Ky (FDA). Chung duoc cdng nhan & My va nhiing nudc khac. Nganh cong
nghiép duoc pham va cac phong thi nghiém FDA tham gia vao sy phét trién cac chat
chuan nay thong qua cac phong thi nghiém hop tac.

Cac chat chuan USP duogc dinh nghia 1a “cac mau caa duoc chét, ta duoc, cac tap
chét lién quan, cac san pham giang hoa (degradation products), cac thubc thtr phuc tap
(compendial reagents) hop chat sinh hoc, cac chat dinh chuan hong ngoai gan (near IR
calibrators) va cac chat dinh chuan van hanh (performance calibrators).

(v) Chudn Durgc dién Nhat:

Chat chuan dugc cung cap boi Vién quéc gia vé Khoa hoc Vé sinh. Pay 14 noi san
xuat chat chuan dung cho Hiép hoi Dugc dién Nhat.

Duoc dién Viét nam co dé cap dén chat ddi chiéu (Muc 2.5, Phu luc 2, trang PL-
105), trong d6 c6 quy dinh chinh thic don vi phan phdi 1a Vién Kiém nghiém Thudc
Trung wong va Vién Kiém nghiém Thubc TP. HCM. Ngoai ra, cac ngudn chat dbi chiéu
quéc té, khu vuc hay qubc gia khac duoc sir dung theo quy dinh.



2.2. Céc loai chuan khéac

(i) Chudn goc hay chudn so cdp (primary):

L& cac chat chuan dugc tham dinh ddy du va duoc thira nhan rong réi, cé chat luong
phu hop trong diéu kién quy dinh va cé gia tri dugc chap nhan ma khdng phai so sénh
vé6i chat khéc.

Theo FDA: Chit chuan di chiéu cia USP-NF va cac ngudn chinh thicc khac khong
can phai qua tham dinh (chuan géc) con cac chat chuan khéng tir cc ngudn chinh thuc
khac can phai dat duoc d6 tinh khiét cao nhat c6 thé dat duoc véi nd luc hop ly, va né
phai duge xac dinh mot cach diy du dé dam bao tinh doéng nhat (identity), ¢ manh
(strength), chat lugng (quality), d6 tinh khiét (purity) va hiéu luc (potency).

ICH Guide Q7 dinh nghia chat chuan géc 1a mot chit duoc dua ra bai 1 loat céc thir
nghiém phan tich dé tro thanh vat liéu déng tin cay c6 do tinh khiét cao. Chat chuan nay
c6 thé:

— Thu duoc tir nguén duoc cong nhan chinh thic.

— Puoc bao ché bang tong hop doc 1ap (indipendent synthesis).

— Thu duoc tir nguyén liéu san xuat hién c6 c6 do tinh khiét cao.

— Puoc bao ché bang cach tinh ché tiép tuc cac nguyén liéu san xuat c6 san.

(ii) Chudn lam viéc (working standards) hay chudn thi cap (secondary standards):

Gom cac chat chuan sinh hoc hay héa hoc dugc thiét 1ap trén cac nguyén lidu duoc
chuan hoa so véi cac chat chuan goc hay bang phuong phap phan tich c6 do chinh xac
cao dé cung cap rong rai cho cac phong kiém nghiém thudc; duoc dung dé dinh tinh,
dinh luong, danh gia hoat luc, xac dinh do tinh khiét caa thudc, nguyén liéu va thanh
pham.

Theo ICH Guide Q7, chuan thir cap 1a mot chat c6 do tinh khiét va chét luong duoc
thiét 1ap bang cach so sanh vai mot chat chuan gbc, duoc dung 1am chat chuan ddi chiéu
cho cac phan tich thuong ngay caa phong thi nghiém.

(iii) Chudn co s¢ hay chudn cua nha san xudt:

L& cac chat dugc san xuat va thiét 1ap bai co so hay nha san xuat theo cac quy trinh
va Ccéc tiéu chi ciia co sé. Chét chuan co s duoc tinh khiét hda, mo ta day du va xac
dinh rd cau trac (IR, UV, MNR, MS...), thudng dugc sir dung cho cac chat hoa hoc méi
(New Chemical Entity - NCE) chua c6 chuyén luan ...

3. Sir dung chit chuén
Chat chuan ddi chiéu duoc st dung trong cac pham vi sau day:
— Théam dinh phuong phép (method validation).
— Xac dinh phuong phéap (method veryfication).
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— Xac dinh d6 khong dam bao do (measurement uncertainty)

— Chuan dinh (calibration).

— Kiém tra chat lugng (quality control)

— Dam bao chat lugng (quality assurance)

— Nghién ciru (nhét 14 trong nghién ciru duoc liéu dé xac dinh cac chat, theo ddi do

6n dinh thuéc ...)

Trong thuc té cac chat chuan duoc sir dung nhiéu trong kiém nghiém chat luong san
pham (thuéc, thuc pham chire ning, thuc pham, hang hoéa ...)

Trong linh vuc kiém nghiém chat chuan ddi chiéu thuong duoc ding trong céc thir

nghiém:

— Binh tinh bang cac phuong phap phan tich dung cu (hong ngoai, tir ngoai ...).

— Thir nghiém gigi han tap chat [SKLM, GC, HPLC ... = vai trd quan trong cua
cac chuan tap (impurity reference standards)].

— Pinh lugng biang cac phuong phap dung cu (UV, HPLC).

— Pinh lugng bang cac phuong phap sinh hoc (Vi du: thir hoat do khang sinh).

— Dung trong cé4c thir nghiém cac dang thudc (Vi dy: thir do hoa tan).

— Thir nghiém c6 st dung céc thubc thi dic biét hay hiém (Vi du: cac tha nghiém
hoat tinh enzym).

— Céc thir nghiém khac c6 quy dinh trong cac chuyén luan duoc dién.

Thiét 1ap chat chuan

Yé&u cau caa chat chuin

Chuan khu vuc

Yeéu cau ASEAN Chuan quoc gia Chuan lam vié¢c
I4 h \ k A D . th ,(t 1/\
Pham vi sit dung | Cac nuéc ASEAN | Coc phong kiem gRvituelapra
nghiém trong nudc chuan lam viéc.
Phong kiém nghiém | Phoi hop cac phong | Két qua danh gia
Panh gia két qua clia cac qudc gia kiém nghiém trong cua mot phong
ASEAN nudc. kiém nghiém.
Sir dune chuin ebe Chuan quéc té, USP, | Chuan quéc té, USP, Chuan quéc gia
e 8 EP... EP, ASEAN. .. hodc ASEAN
ic tiéu chuan phai , : IR hat lié
Céc t1e1,1 C u.a’n phai Tht i Tht i , tap‘c at lién
danh gia quan, ham lugng.
e 2 Tiéu ban thiét 14p | Tiéuban thiét1ap | Phu trach phong
¢t dinh két qua . : . A '
Quyet dinh ket qua chuan ASEAN. chuan quoc gia quan ly CL.




Churng chi Churng chi
Hb so kiém nghiém | Hd so kiém nghiém
ctia cac phong kiém | cua cac phong kiém
nghiém. nghiém.

Phiéu kiém nghiém.
Ho so Ho6 so kiém

nghiém.

Du 1a chuan khu vuc, chuan qubc gia hay chuan 1am viéc déu phai tuan theo mot
nguyeén tic chung vé thiét Iap, bao quan va phan phéi nhu sau:

— Nguyén liéu dugc st dung thiét 1ap chat chuan phai co do tinh khiét cao (d6i véi
hop chit hoa duge > 95%), duoc lua chon tir cac 16 nguyén liéu san xuat thudc co chat
lwgng cao, o tinh ddng nhat va dugc cung cap tir cac ngudn dang tin cay (Cac nha san
Xuat géc).

— Viéc danh gia muc do phi hop cua mot nguyén liéu dy kién thiét 1ap chuan phai
duoc tién hanh rat can than, phai can nhic tt ca s6 liéu thu duoc tir céc phép thir va nén
&p dung nhiéu phwong phéap phan tich khac nhau dé danh gia so sanh.

— C4c nha san xuat chat chuan cé uy tin (vi du: USP, Chromadex ...) thuong xay
dung mot quy trinh cu thé, chit ché dé tham dinh chat chuan caa minh.

Vai tro cia I1SO trong thiét 1ap chat chuan

ISO la tén viét tat cua T6 chuc Quéc té vé tiéu chuan hoa (International Organization
for Standardization), dugc thanh lap vao nam 1946 va chinh thuac hoat dong vao
23/02/1947. Viét Nam chinh thac gia nhap tir nam 1977 va la thanh vién thi 71 cua
1SO.

Dé xay dung quy trinh thiét 1ap va chiing nhan chat chuén, cac don vi diéu ché chat
chuan cha yéu dua vao ba bo ISO Guide 31, 34 va 35 lam co so:

— 1SO Guide 31 cung cap cac chi dan can thiét giGp nha san xuat chat chuan soan
thao gidy chuang nhan phan tich mot cach rd rang, ngan gon phu hop véi tiéu chuan quéc
té.

— ISO Guide 34 dua ra cac yéu cAu ma nha san xuat can phai dap ung, dong thoi
huéng dan 1am thé nao dé dap ung cac yéu cau nay. Nhin chung, huéng din nay dua ra
cac md hinh cho thir nghiém tinh déng nhat, d6 on dinh va xac dinh ham luong cua
nguyén liéu thur nghiém.

— ISO Guide 35 dugc xem nhu mot ¢ing dung cua huéng dan xac dinh do khong
dam bao do (Guide to the Expression of Uncertainty in MeasuremenT - GUM). ISO
Guide nay huéng dan chi tiét vé cach xac dinh d6 khong dam bao do va va cach danh
gia d6 déng nhat 16, d6 6n dinh trong qua trinh thiét 1ap chat chuan.



— Ngoai ra, tai liéu ISO Guidel3528 huéng dan cac phuong phép thong ké ding
trong thir nghiém thanh thao trong so sanh lién phong thi nghiém ciing duoc &p dung.

II. PHAN TiCH XU HUONG NGHIEN CUU PIEU CHE VA THIET LAP CHAT
CHUAN PE PHUC VU CONG TAC NGHIEN CUU VA KIEM NGHIEM TREN
CO SO SO LIEU SANG CHE QUOC TE
1. Tinh hinh ding ky sang ché vé nghién ciu diéu ché chat chuan theo thoi gian
Theo ngudn thdng tin tiép can duogc tir co so dir lisu Wipsglobal (WIPS), nghién ctu
vé diéu ché va thiét 1ap chat chuan dé phuc vu cong tac nghién ctu va kiém nghiém cé
khoang 261 sang ché.
Nam 1967: ¢ sang ché dau tién dang ky vé van dé ndy. Nhitng sang ché dau tién dé
cap toi chat chuan trong kiém nghiém huyét thanh.

US 3466249 A Blood serum reference standard

o for multi-automated analytical procedures
3,466,249
United States Patent Office Patented Sept. 9, 1969 e Country: US (UNITED STATES(U.S.A)
: R S o Patent Number: 3466249 (1969.09.09)

3,466,249
BLOOD SERUM REFERENCE STANDARD

o in the clinkal Iaboratory.
FOR MULTEAUTOMATED ANALYTICAL A

bt o i o Kind of Document: A (Patent [From begin until
o —_— end 2000] or Patent issued after first publication
within the TVPP [A2 not used in INP FIL])

e Application Number: 3466249D (1967.02.13)

e Priority Number US: 1967-615339 (1967.02.13)
e Inventor: Anderson Roy A

o Applicant / Assignee: Baxter Laboratories Inc
(Phong thi nghiém cua Baxter — mdt cong ty dugc
ciia My, chuyén vé cac thiét bi y té, dugc pham va
cong nghé sinh hoc dé tao ra cac san pham chiam soc
bénh nhén trén toan thé gidi)

PROCEDURES pric
Roy A. Anderson, North Hollywood, Calif., assignor to 5 ar
Baxter Laboratories, Inc., Morton Grove, IIL, & corpo-
ration of Delaware
No Drawing. Filed Feb, 13, 1967, Ser. No, 615,339
Int, CL CO% 3/00
US. (1. 252408 4 Claims

an aqueous ammosiam b
reference standard.

This invention relates 10 a laboratory standard mate-
rial and, more particularly, to 3 stable blood serum refer-
ence standard and to a method of preparation asd use
thercof. 2

The rapid quantitation or estimation of various blood
serum componeats has become a valuble adjunct in the
of disease. In recent years a
ronic devices bave beea devel

ci
other biochemical
nown a3 the “Robot

serum used in the practice of the pres
pared by any conveational method

Hinh: Théng tin vé sang ché ddu tién ding ky niam 1967



Tinh hinh dang ky sang ché tir nam 1967-2012 duoc biéu hién ¢ do thi sau:

33.00 ‘TT
30.00
27.00
24.00
21.00 \ \
£ 18.00 Zﬂ 1 ! ;

e 15.00

0

12.00
9.00

6.00

i SANAAAR
0.00 231 v o 4 vy v v ¥

A vy

1970 1974 1978 1982 1986 1990 1994 1998 2002 2006 2010
Appl Date

Hinh: Tinh hinh ding ky sdng ché vé chat chuan tir 1967-2012 (nguon WIPS)

Dua theo biéu d6 phan tich tir WIPS, cd thé thay nhirng diém sau:

% Trong giai doan dau, lwong sang ché dang ky chwa nhiéu. Tir 1967-1999: ¢ 39
séng ché, trung binh mdi nam co6 khoang 1 sang ché duoc ding ky.

% Tinh hinh dang ky sang ché tap trung nhiéu tir nim 2000 cho dén nay. Tur 2000-
2012: ¢6 222 sang ché, trung binh mdi nam c6 khoang 20 sang ché duoc dang ky.

< Luong sang ché tang lién tuc trong giai doan 2002-2007, dinh diém vao nam 2007
véi 34 sang ché dang ky.

2. Cac quéc gia tap trung sang ché ding ky vé chat chuan dé phuc vu cong tac
nghién ciru va kiém nghiém

Hién nay, sang ché vé chat chuan phuc vu cho cong tac nghién ctu va kiém nghiém
duoc dang ky ¢ 18 qudc gia trén thé gioi

% Giai doan 1967-1979:

STT Quac gia Sang ché
1 M5 6
2 Nhat 2
3 Anh 1
4 Uc 1

Nhitng nam thap nién 60, 70: sang ché vé chat chuan phuc vu cho cong tac nghién

ctru va kiém nghiém duogc diang ky dau tién & My, Nhat, Anh va Uc.
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¢ Giai doan 1980-1999:
STT Qudc gia Sang ché
1 Nhat 11
Uc
buc
Trung Quodc
Ba Lan
Anh
Canada

N[OOI~ IWIN
RPN IN O]

Nhitng nim thap nién 80,90: ¢ thém nhiéu qudc gia quan tdm dén chat chuan nhu:
bruc, Trung Quéc, Ba Lan, Canada.

% Giai doan 2000-2012:

STT| Quécgia | Sangché STT Qudc gia Sang ché

1 | Trung Quodc 69 10 Nhat 2
2 My 47 11 B6 Pao Nha 2
3 Han Quoc 12 12 Hy Lap 1
4 Canada 8 13 Anh 1
5 Israel 6 14 | Cong hoa Nauru 1
6 Uc 5 15 Cong hoa Sec 1
7 Mexico 3 16 bai Loan 1
8 Duc 2 17 Hungary 1
9 Ai - len 2

Tir nam 2000 cho dén nay, van dé nghién ciru va diéu ché chat chuan duoc quan tam
nhiéu & cac qudc gia trén thé gisi.

Hién nay, sang ché vé nghién ciru va diéu ché chat chuan duoc dang ky nhiéu nhat &
Trung Quéc va My.

v' Trung Quéc: 71 sang ché dang ky.

v Mj§: 58 sang ché dang ky.
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12 -

10 -

ECN
mUS

N O N A DO AP DI F PO DD

Hinh: Tinh hinh ding ky sing ché vé chat chudn ¢ Trung Quéc va My theo thei gian

Theo d6 thi biéu dién:
- Sang ché vé chat chuan duoc dang ky & My trudc Trung Quéc
v Cubi thap nién 60: sang ché dau tién dang ky & My
v’ Cubi thap nién 80: sang ché dau tién dang ky ¢ Trung Québc
- Tir 1967-2005: lwong sang ché dang ky tai M nhiéu hon Trung Québc khoang 2.3
lan
- Tir 2008-2012: lwong sang ché dang ky tai Trung Québc nhiéu hon M§ khoang 3.8
lan
= Trung Qudc di sau My vé dang ky sang ché nghién ctru va diéu ché chat chuan
nhung trong nhimg nim gan day, tinh hinh ding ky sang ché tai Trung Qudc co su ting
nhanh. Hién nay, Trung Qudc dang 1a quc gia din dau luong sang ché dang ky vé chat
chuan trén thé giéi.

3. Cac huéng nghién ciru dwoc quan tm nhiéu vé chat chuan theo bang phan loai
sang ché quoc té IPC

Tir hon 200 sang ché thu thap duogc tir co so dir liéu Wipsglobal, khi dwa vao phan
tich theo bang phan loai sang ché qudc té IPC (International Patent Classification), nhan
thdy cac sang ché di theo cac hudng chinh nhu sau:
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Linh vuc vit Iy © Céac phuong phéap do, kiém nghiém, phan tich vat liéu (chi sé
phan loai GO1N) , ,
Linh vuc héa hitu co  ——»  Hop chat di vong (chi so phan loai C07D)

., Hop chét vong cachon, mach hé (chi s6 phan loai
CO7C)
Puong va cac dan xuit cua duong (chi sé6 phan
—

loai CO7H)
s Nhan xet:
Theo bang phan loai sang ché quéc té IPC, cac sang ché dang ky vé chat chuan hién
nay tap trung vao 2 hudng chinh:
> Hudng nghién ciru cac phuong phap do, kiém nghiém, phan tich vat liéu co sir
dung chat chuan.
> Huéng nghién ciu didu ché chat chuan thugc nhdm héa hiru co, trong do tap
trung vao cac nhdm: hop chat di vong; hop chat vong cacbon, mach hg; dudng va
cac dan xuit cua duong.

30 ———Hop chit hiru co

25 A Kiém nghi¢m, phén tich vat

liéu
20 ! \
15 A

’ V\

N

5 [
MO A MUOMNMNOO A MULUNMNOO A NMLOLNS~NOOD A MWUONSNO A
O OIS IMMNIMNMNMNMNOOOOWOMWOOOO OO O)O OO O o
OO OO OO OO OOOHOHOOOOOOOOO OO OO OO
™ e A A A NN ANANANAN

Hinh: Tinh hinh déing ky sing ché vé chat chuan thugc 2 hudng nghién ciru chinh theo bdng
phén logi sang ché quéc té IPC
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Theo @6 thi biéu dién, trong 2 huéng nghién cau chinh, thi:
> Hudng nghién cau cac phuong phap do, kiém nghiém, phan tich vat liéu co sir
dung chat chuan 14 huéng nghién ctiu c6 sang ché sém hon nhung tinh hinh ding ky
sang ché khong c6 sy lién tuc qua cac nam.
> Hudng nghién ctru diéu ché chat chuan thudc nhom héa hitu co bat dau cd sang
ché tir nhitng nam cudi thap nién 90, lugng sang ché dang ky ting lién tuc, tap trung
nhiéu vao nam 2006 (25 sang ché).

70 -

40 - ® Kiém nghiém, phén tich vat
liéu

30 - .
¥ Hgp chat hitu co

10 ~

Hinh: Tinh hinh ding ky sing ché vé chat chuan thuge 2 hwéng nghién cieu chinh ¢ cac quac gia

Trong 18 qudc gia tap trung sang ché dang ky vé chat chuan:
v" Huéng nghién ciru cac phuong phap do, kiém nghiém, phan tich vat liéu st dung
chat chuan c6 sang ché dang ky ¢ 7 qudc gia: Bac, Anh, Hy Lap, Hungary, Ai- len,
Ba Lan, Dai Loan.
v' Huéng nghién ctru diéu ché chat chuan thuoc nhdm hoa hitu co c6 sang ché dang
ky & 5 qudc gia: Israel, Bd Dao Nha, Mexico, Cong hoa Nauru, Cong hoa Sec.
v' 6 qudc gia co sang ché thudc ca 2 huéng nghién ctu chinh 1a: Uc, Nhat, Canada,
Trung Quéc, Han Quéc, My.
= Nhan xét: cac qudc gia tap trung nhiéu sang ché ding ky vé chat chuan (nhu Nhat,
Canada, Trung Quéc, Han Quoc, My) déu cd sang ché ding ky thudc 2 huéng nghién
ctru chinh, trong d6 quan tdm nhiéu vé huéng nghién ciru diéu ché chat chuan thudc
nhom hda hiru co, cha yéu 1a dang hop chat di vong.
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4. Nhan xét:

Nhitng nim cubi thap nién 60 da co sang ché dang ky lién quan dén nghién cau va
diéu ché chat chuan. Tuy nhién, luong sang ché tap trung nhiéu tir nhimg nam 2000 cho
dén nay.

Hién nay, sang ché vé chit chuan dugc ding ky & 18 qudc gia trén thé gisi. Trong
d6, My 1a quéc gia cd sang ché dang ky sém nhat. Trong nhitng nim gan déy, tai Trung
Qudc di c6 nhiéu nghién ctu va sang ché dang ky vé van dé nay.

Theo bang phan loai sang ché qudc té IPC, 2 hudéng nghién cau vé chat chuan duoc
quan tdm nhiéu la: phuong phap do, kiém nghiém, phan tich vat liéu c6 sir dung chat
chuan va huéng nghién ctru diéu ché chat chuan thugc nhém héa hitu co. Trong d6, diéu
ché chat chuan dang hop chit di vong; hop chét vong cacbon, mach hg; duong va cac
dan xuat cua duong dang 1a huéng nghién ciu cd nhiéu sang ché ding ky trong thoi
gian gan day.

I11. GIOI THIEU MQT SO CONG TRINH NGHIEN CUU LIEN QUAN PEN
PIEU CHE VA THIET LAP CHAT CHUAN TU THIEN NHIEN

1. Gigi thiéu mot sé sang ché vé diéu ché va thiét 1ap chat chuan tir thién nhién
a. Phuong phép bao ché chat d6i chiéu saponin triterpen tir loai Clematis Pong Bac
S6 sang ché: CN101830997

Ngay nop don: 07/05/2010

Tac gia: Guohe Cui, Fangyan Dong, Wei Wang, Yinghua Zhang

TOm tat:

Sang ché (SC) lién quan dén cac dan chat polysaccharid. SC cung cip phuong phap
bao ché mot chéat chuan saponin triterpen tir loai Clematis Pong BAc trai qua cac budc:

— Chiét xuat cc thanh phan duoc liéu

— Tién hanh sic ky qua cot resin I3 16n

— Bao ché chat 3-O-a-L-rhamnopyranosyl-(1-6)-b-D-glucopyranosyl-(1-4)-b-D-

glucopyranosyl-(1-4)--D-ribopyranosyl-(1-3)-a-L-rhamnopyranosyl-(1-2)-a-L-
arabinopyranosyl oteanolic acid-28-0-a-L-rhamnopyranosyl-(1-4)-b-D-
glucopyranosyl-(1-6)-b-D-glucopyranosyl bang HPLC.

Do tinh khiét duoc xac dinh bang HPLC dung mdi gradient véi detector ELSD
(evaporative light scattering detector) cho thay chat diéu ché chi chia chu yéu 1 pic
chinh. Ham luong xac dinh bang HPLC-ELSD 1a 98% bang HPLC-ELSD theo phuong
phép binh quan héa dién tich dinh (peak area normalization method), dat yéu cau chat
d6i chiéu hoa hoc theo Dugc dién Trung qudc.
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Sang ché c6 nhiéu wu diém nhu chiét kiét duoc toan bo thanh phan, hiéu suét cao, chi
dung it dung moi hiru co va gia thanh ha.

b. Phuong phap diéu ché va tng dung chat chuan ddi chiéu peptid hoat dong ctia nam
Linh chi (Ganoderma lucidum)

S6 sang ché: CN102584963

Ngay nop don: 19/01/2012

Tac gia: Saizhen Wang | Zhanxi Lin | Dongmei Lin | Zhibin Lin

TOm tat:

Sang ché trinh bay phuong phap diéu ché va tng dung cua mét chat chuan ddi chiéu
hoat dong cua nAm Linh chi dé kiém nghiém chat lugng cua Linh chi va cac ché pham.
Chat chuan d6i chiéu co thé sta chita cac sai lam cia phuong phap xac dinh
polysacharid bang cach ding glucose 1am chat chuan sau khi thém tinh bt trong qué
trinh ché bién. Phuong phap bao ché ding nguyén liéu 1a nAm Linh chi trai qua cac
budc: ngdm nuéc, dun, thu dung dich hoat tinh, c6 dic, ly tam, tham tich, bat gii
polysaccharid protein GL-PP bang cot phan tir Ion hoat dong. Sau d6 tiép tuc tién hanh
tach GL-PP bang con gradient, ly tam va thu taa; cudi ciing tién hanh sic ky cot ¢é phan
lap polysaccharid peptid GL-PPS hoat tinh.

Polysaccharid peptid GL-PPS hoat tinh duoc ding lam chat chuan dé phat hién cac
polysacharid peptid, trong d6 chat chuan déi chiéu co6 thé duoc dung dé dinh luong
chinh x4c ham luong cua mot polysacharide hoat dong duéi dang vét bang mot thiét bi
UV.

Chat chuan d4i chiéu trong phat minh nay cé thé dung dé kiém dinh chat luong cac
san pham ndm Linh Chi va ¢ thé loai sy can thiép cua tinh bdt va cac chat thém vao
khac trong cac ché pham, vi thé gidp cai thién tiéu chuan chat lugng cua cac ché pham.

c. Phuong phép diéu ché dong thoi cac chat chuan héa hoc magnolosid A va magnolosid
B

S6 sang ché: CN102391328

Ngay nop don: 05/09/2011

Tac gia: Yang Bin | Yan Renyi | Yu Shengxian

Tom tat:

Sang ché lién quan dén quy trinh diéu ché ddng thoi cac chat chuan d6i chiéu hoa
hoc magnolosid A va magnolosid B bao gom céac budc chiét xuat Magnolia officinalis
bang con dé thu duoc cao thd, tinh ché hiéu qua bang cac chiét xuat, tach bang cot resin,
HPLC diéu ché voi pha dao dé thu dugc 2 chat chuan doi chiéu héa hoc magnolosid A
va magnolosid B véi do tinh khiét cao hon 98 %. Phuong phap c6 nhiéu vu diém nhu
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cac budc quy trinh don gian, d6 tinh khiét cao va mau sic dep. Thich hop &p dung diéu
ché trén quy mo 16n.

d. Biéu ché cac chat chuan di chiéu emodin, emodin-8-O-b-D-glucosid va polydatin
S6 sang ché: CN101462937

Ngay nop don: 18/12/2007

Tac gia: Qi Huanyang | Shi Yanping

TOm tat:

Sang ché lién quan dén diéu ché cac chat chuan d6i chiéu emodin, emodin-8-O-b-D-
glucosid va polydatin.

Phuong phap bao gom: thém duoc liéu Reynoutria ciliinerve xay nhé vao dung moi
chiét xuat, loc dung dich, béc hoi thu hoi dung méi. Cao chiét xuat duoc thém nudc, sau
d6 lan luot chiét bang eter dau va ethyl acetat. Dich etyl acetat duoc tinh ché bang sic
Ky cot silica gel qua hai buéc. Sau khi ¢6, dich sic ky dugc két tinh lai trong céc dung
moi khac nhau va cho frangulic acid, frangulic acid-8-O-b-D-glucosid va polydatin.

Phuong phap ¢6 nhiéu uu diém: hiéu suat cao, do tinh khiét cao (> 98%), quy trinh
ngan gon, dung cu va van hanh don, gia thanh thap, it 6 nhiém, thich hop san xuat lon.

e. Phuong phép va cong nghé diéu ché chat chuan di chiéu alliin
S6 sang ché: CN101560174

Ngay nop don: 01/06/2009

Tac gia: Li Xinxia | Chen Jian | Zhu Jin

Tom tat:

Sang ché lién quan dén phuong phap va coéng nghé diéu ché chat chuan déi chiéu
alliin, bao gom cac budc sau: chiét xuat alliin tir toi tuoi; diéu ché chat chuan dbi chiéu
alliin bang 2 phuong phép:

— K&t tinh lai véi ethanol

— K&t tinh lai véi aceton

Alliin duoc xac dinh bing cac hing sé vat ly, phan tich cac phd, xac dinh do tinh
khiét. Chat chuan d6i chiéu phu hop véi cac tidu chi chat chuan déi chiéu alliin theo yéu
cau “Chat chuan d4i chiéu chiét tir thuc vat” cia FDA Trung quéc.

f. Chat chuan d6i chiéu picrinin trong la Alstonia va phwong phéap diéu ché
S6 sang ché: CN102040613

Ngay nop don: 3/12/2010

Tac gia: 'Rao Gaoxiong | Guo Wen | Zhu Liping | Li Jun | Luo Shanshan
Tom tat:
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Sang ché lién quan dén diéu ché chat chuan ddi chiéu picrinin tir 14 Alstonia gom cac
budc:

— Chiét xu4t alcaloid toan phan

— Téch phan doan -A chta picrinin, mot chat rin vang sang (Ph doan-B), mot chat

xam trang (Ph doan-C) va cac tinh thé mau vang (Ph doan-D).

— biéu ché céc tinh thé khéng mau tir Ph doan D, sau d6 két tinh lai trong aceton

thu dugc picrinin tinh khiét, duoc dung 1am chat chuan déi chiéu, dat tiéu chuan chat

luong dinh luong thudce ¢b truyén Trung Quéc.

Uu diém cuaa sang ché: chat chuan 6n dinh, phuong phap diéu ché dung cac ky thuat
don gian, chi phi thap, c6 do lap lai cao.

g. Phuong phap diéu ché dong thoi céc chat chuan ddi chiéu hda hoc parishin, parishin
B va parishin C

S6 sang ché: CN102070683

Ngay ndp don: 30/11/2010

Tac gia: Hongbin Xiao | Li Wang | Jie Peng

Tom tat:

Phuong phép cung cip sang ché gém cac budc: chiét xuat than ré Gastrodiae, dé thu
cao thd hay dung truc tiép cao than ré Gastrodiae 1am nguyén liéu dé tinh ché bang céch
tach qua cot resin va HPLC diéu ché dé thu duoc céc chat chuan ddi chiéu parishin,
parishin B va parishin C, trong d6 d¢ tinh khiét ctia cac chat cao hon 98%.

Sang ché 6 nhiéu uu diém nhu quy trinh don gian, do tinh khiét cao, mau sic dep va
c6 thé san xuat trén quy mo 16n.

2. Tinh hinh diéu ché va thiét 1ap chat chuan thién nhién & Viét Nam

Viét Nam c6 tiém nang vé duoc liéu voi nhiing khu ring nhiét déi, hé dong — thuc
vat phong phtl va da dang. Theo thong ké chwa day du, nuéc ta c6 khoang 10.000 loai
thue vat, trong d6 ¢6 hon 3.000 loai dwogc sir dung lam thude.

Nguoi dan Viét Nam cé truyén théng sir dung duoc liéu, 6 mot nén y hoc dan toc va
dan gian phong ph, lai chiu phan nao anh huong caa nén y hoc ¢ truyén Trung Quéc
nén nhu cau str dung duoc liéu thién nhién rat 16n.

Hang ndm nudc ta can khoang 50.000 tan duoc liéu cho nganh dugc, nhung sé lugng
duoc liéu thu hoach trong nuéc chi dat 25-30% nhu cau. Phan con lai, phai nhap khau tir
nudc ngodi, cha yéu tir Trung Quéc. Thi truong duoc lidu Viét Nam uée tinh hang tram
triéu d6/nam
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Gan day, véi sy tang truong cua thi truong thuc pham chic nang, tinh hinh tiéu thu
dugc liéu ngay cang gia ting mot cach so6i dong. Tuy nhién, chat luong duogc lidu va
d6ng duoc rat dang bao dong.

Nhiéu dwoc liéu quy thuc chit la... rac!

Ngudn tin tir Bo Y t& hdm qua 5/9 cho hay: qua kiém nghiém
méi day tai Vién Kiém nghiém thubc TU da phat hién mot sb
dugc lieu nhap khau nhu hoang ky, nhan sam... d3 duoc tach
chiét hét hoat chat trudc khi ban sang VN, khong con tac dung
dugc Iy va don thuan chi Ia... rac!

Ciing theo ngudn tin ndy, gia nhan sam ban sang VN tir dau
ngudn (loai bi tach chiét hét va gan hét hoat chat) rat re, co loai
chi... 2.500 dong/cu (khoang 200.000 dong/kg). Qua kiém tra tai
dau mdi nhap khau duoc liéu tai Ha Noi cho thay chi c6 19/200
ho kinh doanh c6 giay phép hanh nghé.

Trudc d6, Bo Y té ¢d bao céo cho biét khao sat tai quan 5,
TPHCM cho thdy 50-70% thudc dong y, dong dugc duoc nhap
lau va trong d6 c6 khong it 1a gia. Theo bdo céo nay, qua kiém tra
62 co so kinh doanh trong thoi gian qua, phat hién dén 55 co so
O vi pham.

Theo danh gia cua doan thanh tra, chit lwong dong duoc,
duoc lidu 1a khdng kiém soat dugc.

Bao Tuéi Tré
Ngay thiz ndm 06/09/2007

Duoc Ileu... rac!

Puong viao xom 8, xa
Ninh Hiép ngoai thanh
Ha Noi - viing mua ban,
trung chuyén duge li¢u
16n nhét mién Bic -
diy nhée cam thio, tdo
tiu, bach trudt, tam that,
hat sen va... ruéi. Duge
liéu dugc thai, phoi day
hai bén [é dudng.

Tai huyén Dong Anh, ching t6i &
ngd ngang khi chi Nguyén Thi
Anh, chi mot hiéu thuoe lém, cho
biét gid cdc vi thude ma nguoi
nghéo it dam mo tdi lai ré nhu...
Kkhoai: gid ban buén 1kg nhin sim ’
loai 50 civkg tai dy 1a 280.000d; - Bl = A= 1
n.xmlmhduIi(l()OOdkL.(ll\Lm Ném linh chi to béng ¢4l qual, nhumg chi 40.000 ddngMal Arv: LAN ANH

haneav) Tai diunondn oidmét |
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Tu mu "duoc liéu quy” S el

Sing qua, Thanh tra S¢ Y t€  cang thira nhan chat lwng han
Ha Noi da kiém tra hoat dong  nhap qua bien gioi rit Baniche: 6 thang ddu nam 2007, Trung tam Kiém nghigm chat lugng
kinh doanh duye li¢u, thubc y  Theo chi co s Thing Doan, | 00C v my phdm Ha ok loém tra 145 mdu dugo kgu va
hioc cf truyén tai xa Ninh Hiép  “nguvi mua 1& vé sir dung néu | 900 duoe Trong d6 9/9 mdu duve ligu dupc ki ira khong dat
(Gia Lam, Ha Noi). Day 1a ddu  khong thgo rit kho phan biet sam t lugmg - chi yéu vé dp dm, dinh lugmg hoat chat; 13/134 mdu
moi duge liéu lom tai phia Bic,  chit luyng cao t Han Quoc voi | 9909 duoe "‘g]""jz"""’””g*“""”"""g””””"”’

cung cip cho cic co sé diéu tri,  sam nhip qua bién giGi, c6 chit

klnhdo-nh.m thudc tainhidu  luong thdp hon". HOng sim  nghiém) hm y: "Danh gié chit 200.0004/hop. Mot cha kinh
mkaum e “Thién 30" néu nhdp qua bien  Juong sam rat khé, n6 phy thudc  doanh duge ligu nay cho biet:
ks chécsgu e: ‘Em khm ﬁ:l_hdzgél chi 3701)036/:1{0“1). Uong  vao wdi sam, ving dft tdng  "Ngudi mua I tai cc cim higu s&
yén logi "xin" cia Qubc ang nhs i 5 phan bi i
nam, thubc béc va kinh doanh len dén 850.000d. Néu chi bAng  mhu (he & e S L e

nao - nuoi cdly mo hay  chung la hang cao cfp hay hang

duge ligu. Ngoai vige tyr sin xuft  mdt thuomg, ngudi titu ding s&  nuoi tréng ty nhién".

nguyén ligu, Ninh Higp con 12 noi  hdu nhu khong phan bigt dugc.

liu tir Trung Quéc va céc ving 1an  sm gid & con "héng” dep honcid  gg

Khio sat s6 co s& ¢6 ban
trung chuyén cic mit hang dupc  Tham chi, bén trong, mau cia  sam tai xa N’:m H;;: chiing 01
C v duge cdm sdt dor i
cAn dén céc tinh, thanh pho khic. sam cao cfip. Chi c6 NEWi  sam mang mmh:pmw ,;ﬁ,fz:

chét lugmg vira thong qua gia ca,
chir khé biét ro ngudn gbc that
cla sam. Vi kh6 phan bi¢t nén
khong logi trir, c6 thé mua gidcao  ngay dudi chan cira sit, noi moi
khong diing véi chit luong”. nguoi vin qua lai. Chi cin nhin

Hop hdng sém “nhél” Han Quéc

kl:rom I;‘;:yi?g; :’:ﬁ lc:oh;il& it :!-ulye; s ban rrhn;- !:iél vaphin  Red Ginseng” rit dep mdt, duge Ngay v&i ndm linh chi - loai  cdch phoi hong so sai nhu vay,
ki lgai n '8 e S uong ': ;{t - H:I_UZ cl _16 uomg d6ng  in theém hang cht "The Speciality  ndm vin dugc coi 1a thAn duge,  cang c6 thé thiy dugc ndm linh
o nhap khdu. £6i. Hoac khi ch€ bién, sam chit  of Republic of Korea”, numg gia  nhung tai Ninh Hi¢p, c6 thé chi nay "quy, hi€m" nhu thé

Ngay cd d6i v6i loai thubc  hmmg thp s2 déo hon, con Sam  ban chi c6 45.0000hop 150g. mua voi gida  150.000d/kg

nao, so v&i loai nam linh chi

quy. dat tién nhu nhin sim, mot  chit luyng cao ¢6 d0 gidn". Ong  Trong khi d6 néu ding hang chiit  duomg kinh khodng hon 20 cm.  chat lugng cao ¢6 gid toi 1,3

3 J A |

Kirm tea chiit kang dugr lisu tai Ninh Hisp

30 chi ho kinh doanh dugc ligu  Nguyén Trong Luu (Vien Kiém  jugmg cia Hin Quoc, gia bin trén  N&m ndy tham chi dugc phoi

trigu dong/kg! us
] 3 & 1 4 ~

- ¥

s
Héng sdm thit (trél) khéng khdc biét so voi hdng sém nhip
qua bién gici At NS

Cac phuong phap kiém nghiém thé so nhu dya vao hinh dang, mau sic ... c¢6 thé dan

dén nhiing két luan sai lam.

Nhung véi tién bo ciia cac phuong phap kiém nghiém hién dai nhu cac phuong phap
sac ky, dac biét 1a sic ky long hiéu ning cao c6 sir dung cac chat chuan, viéc kiém
nghiém dugc liéu va dong duge dugc thuc hién mot cach dé dang va chinh x4c hon.

Vi du 1: Kiém nghiém céac loai sam bang SKLM

- Ban mong: Silica gel F254

(Merck).

- Dung dich sic ky:

Céac chat chuan G-Rby, G-Rg;, G-Rd,

G-Re, N-R;, M-R2 va cac saponin

toan phan pha trong MeOH.

- Cao toan phan Nhan sam (NS),

Tam that (TT), Sam My (SM), Sam

Viét nam (SVN)

- Hé dung moéi: CHCl;-MeOH-H,0
(65:35:10, 16p duéi).

- Thuéc tha hién mau: H,SO,

20%/EtOH 50%, sy 105°C dén khi

—

oo

LB
;

.

GRh, GRe NR, Gy "‘:,jq NV: NS TT S S

-20-

(N.M. Duc va CS, 2010)



Vi du 2: Kiém nghiém Sam Viét Nam

M4iu 5

(N.M. Duc va CS, 2012)
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Vi du 3: Kiém nghiém Sam Viét Nam biang SKLM

- Ban mong: Silica gel Fusy
(Merck).

- Dung dich sic ky:

Cac chat chuan G-Rb,, G-Rg;, G-Rd,
G-Re, N-R;, M-R2 va cac saponin
toan phan cadc mau thir pha trong
MeOH. Sam Viét nam (SVN)

- Hé dung méi: CHCIl;-MeOH-H,0
(65:35:10, 16p duoi).

- Thuéc the hién mau: H,SO,
20%/EtOH 50%, say 105°C dén khi
hién mau.

- Két qua: nhiéu mau kiém nghiém
khéng phai la Sdm Viét nam

(N.M. Pirc va CS, 2012)

Vi du 4: Kiém nghiém Nhan sam bang HPLC véi cac chat chuan ginsenosid

7
5
6
12
2 1
j\/SL A
| i 1 e ' e A J
0 10 40 50 60 70(min)

Piéu kién: cot Ultron NH, (Nhat), kich thudc tiéu phan 7 um, kich thudc cot 4.6x150
mm, pha dong (mobile phase): CH;CN -1.0%H3PO, (83:17 v/v), toc d6: 1.0 ml/phdit,
phat hién bang UV (202 nm). Cac pic: 1 (G-Rb,), 2(G-Rb,), 3(G-Rc), 4(G-Rd), 5(G-Rf),
8(Malonyl G-Rb;,), 9 (Malonyl G-Rb,), 10 (Malonyl G-Rd), 12(G-Ro)
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Vi du 5: Kiém nghiém cao Rau ma bang HPLC véi chat chuan asiaticosid

mébs mébs . .
18077 Ch 203rm | i i =] I Chi 203nm i =]

(a) (b)

Séic ky @6 HPLC cua asiaticosid chuan (a) va cao Rau mé (b)

Cot Supelcosil LC 18 (250x4,6 mm), 5+0,3 um; Detector: Photodiod Array (UV 203
nm); Pha ¢ong:CH;CN - MeOH - H,0 (25 : 20 : 55); Toc do dong: 0,55 ml/phat.; The
tich bom 20 ul, Nhiét o cot: 25 — 30 °C

(NM Pirc va TT Nhw Phwong, 2011)

Hién nay, trén thé giéi viéc nghién ctru va phan phdi chat chuan chua yéu phat trién
manh & cac nudc ¢d nén cdng nghiép dugc pham tién tién nhu Anh, My, Duc, Nhat
Ban, Trung qudc ... cac chat chuan duoc thiét 1ap bang con duong téng hop hoa hoc
hodc diéu ché tir nguon dugc lidu thd ban dau. Danh muc cua cac cong ty nay cha yéu la
cac chat chuan hoa hoc, chuan hop chat tu nhién con han ché va tham chi 13 chua c6 nhu
majonosid - R2 trong Sam Viét Nam (Panax viethamensis Ha et Grushv., Araliaceae),
damnacanthal trong Nhau (Morinda citifolia L., Rubiaceae), crinamidin trong TNHC ....

Tuy nhién, gia thanh chat chuan ma cac cong ty nay cung cip cho cac phong thi
nghiém trén thé gisi phan 16n rat dit va thoi gian dat hang cho mot san pham tuong ddi
dai tir vai tuan tham chi vai thang gay anh huong khoéng nho dén cong tac kiém nghiém
va nghién ctru khoa hoc.
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Du6i day 1a gia mot s6 chat chuan (triéu dong), chua ké thué va phi van chuyén:

Chat chuan Sigma-Aldrich | Wako Pure Chemicals | Chromadex

Tén nha cung cip (Dire) (Nhat) (Hoa ky)

Ginsenosid-Rb1 (10 mg) 18,2 (P) 7.7 5,8 (AHP)

Ginsenosid-Rd (10 mg) 3,5 6,9 (AHP)

Ginsenosid-Re (10 mg) 3,8 5,8 (AHP)

Ginsenosid-Rg, (10 mg) 18,2 (P) 4,9 5,8 (AHP)
5,6 (SH,

Notoginsenosid-R1(10 mg) khong c6
chuan P)

Ghi chu:

P (Primary): Chuan géc; SH (Secondary): Chuan lam viéc.

AUH (American Herbal Pharmacopoiea): Chuan DB Duoc liéu My.
AS (Analytical Standard): Chuan phan tich.

Mot s6 nha cung cap chat chuan:

v' USP (M¥) cung cap chat chuan géc phuc vu cho yéu cau kiém nghiém theo cac

chuyén luan USP/NF.

v" Sigma-Aldrich (buc).

v' Dalton, Atkin ...

Tuy nhién, cac cong ty noi trén chu yéu cung cap cac chat chuan c6 mot nguon goc
tong hop, s6 luong cac chat chuan tir thién nhién rat han ché. Cac cong ty chuyén cung
cap chat chuan thién nhién 1a:

v' Chromadex (M, chat chuan dugc phan loai P, SH, AUP).

v" Wako Chemicals (Nhat Ban)

Gan day, do xu hudng va nhu cau phat trién thudc tir thién nhién, Trung qudc da
nghién ctu phat trién ngudn chat chuan thién nhién dé cung cip cho cong tac nghién
ctiru va kiém nghiém duoc liéu.

Tai Viét Nam, hai don vi cung cap chat chuan chinh thac 1a Vién Kiém nghiém
Thudc Trung Uong va Vién Kiém nghiém Thubc TP. HCM.

v Vién Kiém nghiém Thudc Trung Uong hién cung cip 10 chat chuan tir duoc liéu
gom acid chlorogenic, conessin, holothurin B, kaemferol, malloapeita, myricetin,
nuciferin, phyllanthin va sylibin bén canh hang trim chat chuan tan duoc
(8/2013).
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v Vién Kiém nghiém Thudc TP. HCM cung cap 213 chat chuan tan dugc va 18 chét
chuan tr duoc liéu gom acid aristolochic, acid gallic, acid oleanolic, asiaticosid,
berberin  HCI, colchicin, curcumin, damnacanthal, diacerein, diosgenin,
epigallocatechin  (ECGC), ginsenosid-Rbl, ginsenosid-Rgl, hesperidin,
majonosid-R2, quercetin, rutin, syllibin (8/2013).

S6 luwong chét chuan thién nhién trén chi dap ung dwgc phan rat nhé nhu cau kiém

dinh duoc liéu va dong duoc trong tinh hinh chat lwong c6 nhiéu bat cap hién nay.

Viét Nam 1a mot nuée c6 thé manh vé duoc liéu, vi vay cac nghién ctu vé hoa hop
chat thién nhién rat phong phu, trong d6 c6 nhiéu cong trinh chiét xuat, phan lap cac hop
chat tr thién nhién. Tuy nhién, viéc chiét xuat, phan lap, xac dinh cau tric da phan
ngung lai & viéc cong bd, s6 chat chiét duoc dua vao tng dung lam chat chuan con han
ché, vi dé tré thanh chat chuan can phai dap tng mot so yéu to:

v' Luong phai da I6n dé danh gia tham dinh day du theo yéu cau chat chuan (hang
tram mg, hang gam trd 1én), dat biét 1a tinh déng nhat caa 16 hop chat phan lap
(thuong nghién cau hoa HC thién nhién khong dat yéu cau phai thu luong 16n,
nhét 1a cac hop chat ham luong thap trong duoc liéu).

v’ C6 @6 tinh khiét cao (thuong yéu cau > 90%).

v' Pugc tham dinh dy da truéc khi phan phdi luu hanh nhu mot chat chuan.

Tir 2005-2008, GS.TS. Nguyén Minh Buc va Cong su tién hanh nghién ctu dé tai:
“Chiét xudat diéu ché mét sé hop chdt thién nhién dé 1am chat chudn phyuc vy tiéu chudn
hoa, kiém nghiém, nghién cizu cay thudc va ché pham tir cay thuéc”, trong khudn kho dé
tai cip Bo (BO Y té).

Trong khudn khé dé tai nay, nhém nghién ctu da chiét xuat phan lap hon 24 chat
chuan théng dung tir dugc liéu voi ham lugng cao (> 95%) bao gom:

S en So Q "
TT | Chit chuén Ng“:l‘l‘éfi U Tugng Ha?%‘;’qng K(%P‘.I;f (1311\14{ N
(mg)
1 Acid asiatic Rau ma 150 98,75 --
2 Acid oleanolic Co xuéc 1.500 100,77 98,26
3 Allicin Toi Tuy y 99,14 -
4 Berberin clorid Bererin tho 4.820 99,28 99,24
5 Curcumin I Nghé 1.000 100,0 --
6 Damnacanthal Ré Nhau 230 99,0 -
7 Eleutherin Sam dai hanh 1.500 98,0 --
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Eleutherol Sam dai hanh 700 100,0 --
9 Eucalyptol Tinh ddu Tram | 50.000 99,99 --
10 | Ginsenosid-Rb, Sam VN 800 08,85 98,80
11 Ginsenosid-Rd Sam VN 310 99,71 98,47
12 Ginsenosid-Re Tam that 200 98,37 98,37
13 | Ginsenosid-Rg, Sam VN 3.000 99,76 -
14 Isoeleutherin Sam dai hanh 150 98,00 --
15 Majonosid-R2 Sam VN 300 98,52 --
16 I-metoxy-2- Qua Nhau 20 98,65 --

metyl-3-hydroxy

antraquinon
17 Narigin Vo budi 6.000 100,0 --
18 Nor- R& Nhau 100 98,00 --

damnacanthal

19 Quercetin Rutin 6.500 99,85 --
20 | Rotundin sulfat Binh voi 12.600 99,99 99,95
21 Rutin Hoa hoe 3.200 101,2 100,32
22 Scopoletin Qua Nhau 140 97,26 --
23 Soranjidiol Qué Nhau 40 98,40 --
24 | Strychnin sulfat | Strychnin tho 8.630 99,38 99,95

Tur 2007-2010, Vién Kiém nghiém Thubc Trung Uong (Ha Noi) tién hanh dé tai
nghién ctru diéu ché chat chuan tir thién nhién trong khudn khé chuong trinh KC10, da
diéu ché duoc 10 chat chuan, tham dinh tai 2 phong Thi nghiém, véi luong 2 g cho mdi
chat chuan bao gdm: acid chlorogenic, conessin, holothurin B, kaemferol, malloapeita,
myricetin, nuciferin, phyllanthin va sylibin. Hién nay, cac chat chuan nay dang duoc
Vién Kiém nghiém Thudc Trung wong phan phdi.

Tir 2008-2012 GS.TS. Nguyén Minh Puc va Cong sy tién hanh nghién cau dy &n
cap S (S6 KH&CN TP. HCM): “Biéu ché chdt chudn déi chiéu phuc v kiém nghiém
duoc liéu va déng dwoc”, da diéu ché tham dinh duoc 10 chat chuan tir duoc lidu gom
acid oleanolic, asiaticosid, berberin chlorid, curcumin I, damnacanthal, diosgenin,
hesperidin, ginsenosid-Rb, ginsenosid-Rg; va majonosid-R2. Cac chat chuan dugc diéu
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ché véi luong 16n va dugc tham dinh theo tiéu chi caa chuan goc, co du diéu kién dang
ky chat chuan quéc gia.

3. Két qua nghién ciru diéu ché va thiét 1ap chat chuan thién nhién tai Pai hoc Y-
Duwoc TP. HCM

Gigi thiéu dw &n cdp Sé (S¢ KH&CN TP. HCM): “Piéu ché chat chudan doi chiéu
phuc vu kiém nghiém duwoc liéu va dong duoc” (2008-2012)

3.1. N§i dung:

— San xuét 10 chat chuan tir dugc liéu bao gom: acid oleanolic, asiaticosid, berberin
clorid, curcumin, damnacanthal, diosgenin, ginsenosid-Rb;, ginsenosid-Rg;, hesperidin
va majonosid-R2 véi s6 lwong 10 — 20 g (trir majonosid-R2 1a 1 g, ginsenosid-Rb; va -
Rg: va 2 g) c6 ham luong > 97% tinh theo khéi lwong khan va du diéu kién ding ky xét
cdng nhan chat chuan qudc gia.

—  Xay dung quy trinh san xuat va TCCS 10 chat chuan dé san xuat phuc vu yéu cau
kiém nghiém duoc liéu va déng dugc.

3.2. Nguyén liéu diéu ché:

— Chat chuan acid oleanolic tir ré cdy Nguu Tat (Achyranthes bidenta L. —
Amaranthaceae).

— Chét chuén asiaticosid: Cao rau mé chuan hoa do Ban NCKH — TV, Khoa Duogc
san Xuat.

—  Chat chuan berberin chlorid tir berberin chlorid (An dg, 98%).

—  Chét chuan curcumin | tir cao Nghé chuan hoa do Ban NCKH— TV, Khoa Dugc
san Xuat.

—  Chét chuan ginsenosid-Rb1 va ginsenosid-Rg1 tir cao Tam that chuan héa do Ban
NCKH — TV, Khoa DugC¢ san xuét.

—  Chat chuan damnacanthal tir cao ré Nhau chuan héa do Ban NCKH — TV, Khoa
DuoC san Xuat.

— Chét chuan majonosid-R2 tir saponin toan phan Sam Viét Nam do Ban NCKH —
TV Khoa Dugc san xut.

—  Chét chuén hesperidin tir hesperidin thé (Merck, Dtc, 80%).

—  Chét chuén diosgenin tir cao Mia do do Ban NCKH — TV Khoa Duoc san xuét.

3.3. Chat chuan déi chiéu:
— Acid oleanolic: Chuan gdc (Primary) caa cong ty Chromadex (M5), s6 16 15303-
109, ham luong 93,40%.

27-



— Asiaticosid: Chuan gdc (Primary) caa cong ty Chromadex (M), sé 16 11030-905,
ham lugng 74,20%.

—  Berberin chlorid: Vién Kiém nghiém Thubc TP. HCM, sb 16 QT122 030910, ham
lwgng 90,62%.

—  Curcumin I: Chuan cia USP, ham lugng 99,0%.

— Diosgenin: Chromadex (My), ham lugng 98,5%.

— Ginsenosid-Rgl: Chuan gbc (Primary) cua hang Tauto Biotech (Trung Quéc),
ham lugng 99,30%.

—  Ginsenosid-Rb1: Chuan gdéc (Primary) cta hdng Tauto Biotech (Trung Qudc),
ham lugng 97,28%.

— Hesperidin: Chuan gbc (Primary) cia cong ty Chromadex (M§), ham lwong
87,4%.

3.4. Phwong phap nghién ciru chung

Phwong phap nghién clbu chung \
Nguyén liéu |

i Chiét tach, phan lap, tinh khiét hoa
0 {f 0
{Hop chét tinh khiét |
| -Danh gid chat chudn diéu ché
(xdc dinh cau truc, dinh tinh, dinh lwgng
-Ddng goi, danh gia dong nhat

Chét chudn diéu ché

-Danh gid lien PTN (3)

Xac dinh gid tri, cong bd CoA
-Cong bd chat chun, dan nhan
-Nghién cieu d9 on dinh

Chét chudn dat TCCS & yéu cau déing ky chuan QG
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Piéu ché cac chat chuan: G-Rb; va Rg;

Diéu ché cac chat chuan: G-Rb, va Ry,

Cao Tam thit

PD MeOH

Co quay

Saponin TP

Cot silica gel

G-Rg,/G-Rb tho

HPLC diéu ché, déng kho

G-Rg4/G-Rb,
tinh khiét

Cét Diaion HP-20

Tham dinh cac chat chuin diéu ché
SKLM, diém chay, HPLC

IR, MS, NMR

Ham Iuong nudc: K-F (berberin clorid)
Tap chat lién quan: HPLC
Dinh luvong: HPLC

Hop chat Cot Pha dong Detector | Tiéu chuan
Berberin.HCI ACN-dém UV 345 DDbVN IV
A. oleanolic C,, 250X 4,6 ACN-H,0 UV 203 TCCS

Curcumin | mm, ACN-HPO, | Uva428 TCCS
G-Rg, 5 um ACN-H,0 UV 203 TCCS
G-Rb, ACN-H.O UV 203 TCCS
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Tham dinh cac chit chuén diéu ché
— Dinh luong: HPLC

Hop chit Cot Pha dong | Detector | Tiéu chuin
.. ) C18, 250 x ACN-
Asiaticosid 4.6 mm, MeOH-HZO UV 203 TCCS
Damnacanthal S pm ACN-HO | uv 255 TCCS
Diosgenin ACN-HO | uv203 TCCS
- ACN-
Hesperidin MeOH-HZO UV 275 TCCS
Majonosid-R2 ACN-HO RI TCCS

3.5. Pong goi:

Lo 10 mg/20 mg néu, han kin.

Panh gia dong nhat giira cac lo (1ISO Guide 35)
S6 lo can lay: g = + 1, ngau nhién (Excel)

Mdi lo kiém tra hai 1an > xg, X,

Loai gia trj bat thuong (Dixon)

Tai Vién kiém nghiém Thubc TP.HCM, trong diéu kién khi tro 99,9

2
S, MSamong — MSwithin PR PN I
\/; <0 ) —'”5;3;—';53354_. (2)
MSwithin 4 2
- (3
Uy 7 yWSwithin

3.6. Tham dinh:
Tham dinh lién Phong thi nghiém (3 PTN; n = 6)
X: c6 tham gia danh gia
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Tén phong

Chét diéu ché

thinghiém Berberin  A.oleanolic  Curcumin! G-Rg, G-Rb,
Phong KTCL
(Mekophar) X X X X X
Phong KTCL .
(OPC)
Khoa TLCC & CDC
(VKN thudc TP. HCM) X X X X X
Khoa KN CDBC
(VKN thuéc) X X X X
Tén phong Chat dieu che
thi nghiém Asiaticosid 5:::;::, Diosgenin p:r:;n M-R2
Phong KTCL
(Mekophar) = X X X X
. Phong KTCL
(OPC)
Khoa TLCC&CDC
(VKN thudc TP. HCM) X X X X X
Khoa KNCDEC
(VKN thuéc) X X X X | X

< Panh gia két qua ciaa 3 PTN (n=6x 3 =18):
Phan tich phuong sai mot yéu té (Anova)

Ftn < Ftc =» khac nhau khong cé nghia

Ftn < Ftc =» khac nhau c6 nghia
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% Xiac dinh gia tri 4n dinh (1SO 13528)
— Tinh x* va s* theo 1SO 13528
—  Chon x* khi s* khong doi

] X = x*
Tinhz =

s
— Chon x:|z|< 2 = tinh trung binh

3.7. DPiéu ché Ginsenosid-Rb;
3.7.1. Piéu ché:

Cao tam thit  SaC ky cot silica gel

11 phéan doan

HPLC diéu ché
PP K » 3,59 G-Rb; _ _
ODS (Bot mau tring) Ginsenosid-Rb,

3.7.2.Dinh tinh va xdc dinh cdu trdc:

SKLM Kiém tra véi 3 hé dung moéi > 1 vét
HPLC tg (thwr) = tp (chuan)
IR Pho IR: pho thir trong dong pho chuan
NMR Phé BBC-NMR:
Pho thtr twong dong pho chuan
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% SKLM:

TP: Toan phan

C: Chuan G-Rb;

T: G-Rb; diéu ché
Phat hién:

TT H,SO, 20%/EtOH
50%, sy 110°C trong
10-15 phut

% Pho IR — Ginsenosid-Rb1:

100.0—3
T 3
9003

nols o N A Y N :

60.0 . & Mau thi
w0 / LA
e (h il

oot \

mod N/ \
e M v

10.0-3

[ T e e e e B e s B e B o e e e o e e B e B B B s m e B e LB B e e e e B
mliﬂ 3500.0 30000 25000 20000 17500 15000 12500 10000 7500 5000
F-Fhl BantICEH &ax2 2011 1icrm

a0.0
T
750

70.03 : >
E 47 T L Mau chuan

55,02

60.03 7 I,f ki Wﬂ““’“t f A (Chromadex, Hoa

|
55.0 |
5003 ‘I]I aw i ky)
|

P |.
\
)
'|

5 &

[ITRININT]
f— |

35.0
e /
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[
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40000 35000 20000 25000 20000 1750.0 15000 12500 10000 7500 S500.0
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+» HR-MS Ginsenosid-Rb:

Intens. |
109

0.84
0.6
0.4

0.21

+MS, 0.6min #38, 100%=88024

1131.5887

1132.5811

1133.5809

0.0

Rasokvng power 2204

e sk 5} 01

Hill sorted sum fomulz: CagHasMNa; Cas

Elemertal composhor: C57 235 H 818% Na 203% 0 22 50%

< NMR - Ginsenosid-Rb; :

R, = -glc*-glc
Re = -glcb-glc
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Aglycon Pwong

Vitri | G-Rby[19] C;‘i}% Vi tri G-Rb;[19] (;'31%1
1 39,2 40,3 3-Glcl 105,0 104,7
2 26,6 25,9 2 83,4 81,5
3 89,0 91,3 3 77,97 78,0
4 39,7 40,6 4 71,6 71,8
5 56,4 57,6 5 78,07 78,2
6 18,4 19,2 6 62,7 62,9
7 35,1 35,9 GIc 1 105,9 105,4
8 40,0 41,0 2 77,0 77,7
9 50,2 51,2 3 79,27 79,0
10 36,9 36,9 4 71,6 71,7
11 30,7 30,9 5 78.2" 78,1
12 70,1 70,4 6 62,8 63,1
13 49,5 49,8 20-Glcl 98,0 98,1
14 51,4 51,1 2 75,1 75,3
15 30,7 31,5 3 77.97 77,9
16 26,7 273 4 71,6 71,7
17 51,6 52,5 5 77.07 76,9
18 162" 16,7 6 71,5 71,7
19 16.0” 16,4 Glc 1 105,4 105,0
20 83,5 85,0 2 75,1 75,2
21 22,4 22,6 3 7837 78,5
22 36,2 36,8 4 71,6 71,8
23 23,2 23,9 5 7827 78,6
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24 125,9 126,0 6 62,8” 63,1
25 131,0 132,2
26 25,8 25,9
27 17.9” 17,4
28 28,1 28,4
29 16.6" 16,7
30 17.9” 18,1

3.7.3. Pdnh gid ginsenosid-Rg, diéu ché
Tham dinh quy trinh dinh luong:

40

30

20

, RSD(t ) =0,61%<1%
Tuong thich hé thong RSD(SR_ )= 0,43%<2%
Tinh ddc hi¢u " Dat
Do lap lai RSD =0,71% < 2,0%
Tinh tuyén tinh R = 0,998 > 0,995
b ding 100,30%
Tap chat lién quan 0,45% (< 2%)
Pinh lugng 98,80%
@ Mau thir

Ginsen

Sac ky do xac dinh tap

nu.ﬂ 5 50 75 100 125 i Chét trong G'Rb]_

iy
Detector £:203nm

MAu tring

.._.ﬁlkﬁxL

00 25 50 75 100 125

- G-Rb;, da diéu kién thiét 1ap chat chuan
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3.7.4. Pong lg va danh gid dong nhdt lo

Khéi luong ban dau 350
Khéi luong déng lo 10 mg/lo
S6 lo dong duogc 100 Io

Khéi luong con lai 250

= S6 lo can lay danh gid ddng nhatlo  YN1=111o
= S thu tu céc lo d3 1dy mAu danh gia dong nhat:
03, 11, 12, 32, 33, 40, 64, 72, 74, 81, 83 (ngdu nhién)

Lo X (%) X_ (%)
3 100,19 99,22
11 98,75 99,72
12 99,89 98,94
32 100,27 99,49
33 98,74 99,68
40 99,85 100,72
64 100,53 99,19
72 99,54 99,47
74 100,28 99,38
81 99,30 98,70
83 99,92 98,04

Dixon: Khdng c6 gia tri bat thwong

|

z
0,091< 7/ ,,=0,112<0,353

]

- Cé4c lo GINSENOSID-Rb, dong nhat
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3.7.5. Panh gia lién phong thi nghiém

Miu | PTN1 (%) | PTN2 (%) | PTN3 (%) F. = 3,189
1 100,19 99,7 98,94 Fie = 3,682
2 98,75 99,58 99,45 Fin < Fre
3 99,89 98,73 98,66
4 100,27 98,66 98,65
5 98,74 99,02 98,97
6 99,85 98,96 100,3

TB 99,62 99,11 99,16

PTN 1: Phong KTCL, Cty Co phan Mekophar.

PTN 2: Khoa thiét lap CC&CPC, Vién KNT TP. HCM.

PTN 3: Khoa KNcac DBC, Vién KNTTP. HCM.

> Két qua 3 phong thi nghiém khac nhau khong cé y nghia

3.7.6. Xdc dinh gia tri dén dinh:

S6 lan thay doi: 2
x*:99.20%

s*: 0.529

z: loai x=100.27 va x=100.30

Ham luong trung binh : X =99,17% (n = 16)

Do léch :5$=0,52

Do khong dam bao do : u=0,156

> GINSENOSID-Rb; diéu ché dat TCCS (p) va dia diéu kién ding ky chuin quéc
gia

3.7.7. Céng bé chdt chudn, dan nhan:
Nhan chat chuan gdom nhiing théng tin:
v' Tén chat chuan

Khéi lugng

Ham lugng

S6 16

Han dung

AN N NN
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v’ Xuét xt

v/ “CHI DUNG CHO NGHIEN cUU”

B4o quan: 2 — 8 °C, tranh anh sang, lo kin

Han tai kiém: 2 ndm (diéu chinh theo thuc té khi c6 két qua thir do 6n dinh)

3.7.8. Theo doi dé én dinh:
O diéu kién 130 héa cap tbc t° 40 + 2 °C; RH: 75 + 5%.

< SKLM
n . (A) CHCl; — MeOH — H,0 (65:35:10, l6p dui).
c (B) CHCls— Et,OAC — MeOH- H,0 (15:40:22:10).
® » (C) n-BuOH — H20 — CH3COOH (5:4:1, 16p trén).

Ts: ginsenosid-Rb, ¢ thoi diém 3 thang
Te: ginsenosid-Rb; ¢ thoi diém 6 thang
Thuéc thi phat hién: Acid sulfuric

° ®. s 20%/EtOH 50%, siy 110°C

T3 T6 T3 Té6 T3 T6

= O thoi diém T; va T ginsenosid-Rb; chi cho 1 vét duy nhat trén sic d6 SKLM

 HPLC:

~ HE Sic ky dd HPLC cua G-Rb, &
l thoi diém T (trén) va Te (dudi)
'“ || | chi cho 1 pic duy nhat
|
I\ | \

= 2 —

) S P e —
%
|

el M
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Thoi gian (thang) Ham lugng (%)
0 99,55
3 99,29
6 97,23

Danh gia sy khac biét vé ham lugng bang test Student (n = 6/mau thir) & Khéng c6
su khac biét co y nghia.
Két luan: Chat chuan G-Rby, lo 10 mg, 16 GRb;.Ref.012011, ham lwong: 99,17%, on
dinh & diéu kién 130 hoa cap téc (t: 40 + 2 °C, RH = 75 + 5%) trong 6 thang. Do 6n dinh
G-Rb; dang duoc tiép tuc theo doi.

3.8. Két luan:
— Pa chiét xuat, phan lap, diéu ché dugc 10 hop chat tinh khiét tir duoc liéu gom
acid oleanolic, asiaticosid, berberin chlorid, curcumin 1, damnacanthal, diosgenin,
hesperidin, ginsenosid-Rb;, ginsenosid-Rg; va majonosid-R2 dat yéu cau sé luong &
chat lwong du 4n da dat ra.
— Pa tham dinh 10 chat chuan trén theo day du cac tiéu chi cua chat chuan géc
(primary standards) theo TCCS va tién téi dang ky chat chuan qudc gia.
Thong tin chung cac chat chuan da diéu ché:

TT Chatchuan Khoilwong [Hamlwong | So loda déong | Lwong Tham Poéon dinh;(FP
(g)/chitiéu | hiéntrang conlai |dinhlién | ldo héacap téc)
dwan (g) (%) (a) PTN datyéu cau
1 |Acid oleanolic 10.77/10 105,0 100l0x 10mg| 977 Pat Ta; Te
Asiaticosid 10,44/10 9864 |100lox10mg| 9,44 Dat T,
Berberin 93,73 Dat T;, Te
chlorid 10,93/10 (101,8 [100lo x20mg| 8,93
khan)
47 |[Cureumin 11,9710 989  li00lox20mg| 997 Dat Ts Te
5 |Damnacanthal 11,87/10 97,78 [100lox10mg| 10,87 Dat T;
6 |Diosgenin 15,54/10 98,68 |100lox10mg| 14,54 Dat T,
7 |Hesperidin 10,67/10 9443 [100lox10mg| 6,67 Dat T;
8 i id- 99,1 Dat T ¥
Sifisenosicitbe | s S Ko 10010 x 10mg| 2,50 : 3ls
9 |Ginsenosid-Rg; 3,30/2 96,43 10010 x 10mg| 2,30 Pat sl
10 |Majonosid-R2 1,09/ 98,86 80lox10mg | 0,29 Dat T;
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— Pa xay dung thiét lap quy trinh diéu ché 6n dinh, kinh té, c6 tinh lap lai cao cho
10 chat chuan. Pic biét, da 4p dung phuong phap HPLC diéu ché da dugc &p dung mot
cach hiéu qua dé tinh ché majonosid-R2, asiaticosid, ginsenosid-Rb;, ginsenosid-Rg; ...
gilp tiét kiém thoi gian, chi phi va thu duoc cac chat chuan c6 do tinh khiét cao.

— Qua trinh diéu ché cé4c chat chuan trén con gitp thu duoc cac phan doan giau chat
hoic cac chat kha sach c6 tdm quan trong nhu nordamnacanthal, acid asiatic,
madecassosid, ginsenosid-Rd... Cac phan doan hoic cac chat ndy s& dugc tiép tuc sir
dung dé diéu ché chat chuan phuc vu nghién ctu, kiém nghiém duoc liéu va dong dugc.

— Pai xdy dung va tham dinh phwong phéap dinh luong HPLC cho 7 hop chét chua
duoc dé cap trong Dugc dién Viét Nam 1V gdm acid oleanolic, asiaticosid, curcumin 1,
diosgenin, hesperidin, damnacanthal va majonosid — R2. Két qua nay cd thé dong gop
cho viéc xay dung cac chuyén luan dugc dién trong thoi gian dén.

— P xay dung quy trinh thiét 1ap céc chat chuan géc (P) theo TCCS, &p dung day
du céc ti€u chi danh gia:

v' Bo dit liéu hoa ly (diém chay, cac pho UV, IR, NMR va MS)
Panh gi4 tap chat
Pinh tinh & Pinh lugong
Xac dinh d6 ddng nhat gitra cac lo chuan trong mot 16
Tham dinh lién phong thi nghiém (lin dau tién tién hanh tai 3 phong thi
nghiém doc lap, dat tiéu chuan GLP/ISO).
~ SAPHARCEN da ky ket hop dong véi Vien [

Kiém nghiém Thuéc TP. HCM “Nghién ctru Khoa || ucesises

'HESPERIDIN

AR NRN

hoc va Phat trién Cong nghé San xuat Chat dbi | tetwms
Ham hegng/Content: 54
94,43 % C28H34015

chiéu”, s6 232/HD-VKNT, ngay 01/6/2012, dé phan
phdi doc quyén 10 chit chuan trén pham vi toan
quéce dé phuc vu nhu cau nghién cau, tiéu chuan hoa,
kiém nghiém duoc liéu va cac ché pham dong duoc.

— Hién céc chat chuan cua dy an d3 dugce dua vao phan phdi tai Vién Kiém nghiém
Thude TP HCM va da mang lai nguén thu cho du én.

— Danh sach cic chit chuén thiét 1ap dat yéu cau dang ky chat chuan qudc gia (tham
dinh lién phong TN)

nguyén trang (as is) TSNS
Bao quan/Storage: 2 - 8°C :
Trdnh dnh sang’ Protect from light
Chi dimg mot ldn. Only use
Website: hipp: www. idge-info

STT | Tén chat chuin | Ding nghién ciru ki¢ém dinh DL va cic ché pham chira

1 | Acid oleanolic Nhiéu DL, nhét la cac duoc liéu ho Araliaceae

Asiaticosid Rau ma, Ngii gia bi chan chim

3 | Berberin sulfat Vang ding, Hoang lién, Hydrastis spp, Tinospora spp ...
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4 | Curcumin | Nghé (Iwong st dung rat 16n, hang nghin tin/nam)

5 | Damnacanthal Ré nhau

6 | Diosgenin Mia do, Ty giai, cac loai Cu mai (Dioscorea spp.)

7 | Hesperidin Cac duoc liéu thudc chi Citrus

8 | Ginsenosid-Rb, | Nhan sam, Tam that, Sdm M¥, Sam Viét nam, Panax spp
9 GinsenOSid'Rgl Nhan sdm, Tam that, SAm M§, Sam Viét nam, Panax spp
10 | Majonosid-R2 Sam Viét nam, P. japonicus var major ...

NM bPire va CS. (tir 2003-2012)

— Danh sach cac chat chuan khac dat chuan lam viéc (HL > 95%):

STT | Tén chat chuin | Dung nghién ctru kiém dinh DL va céc ché pham chira
1 | Acid asiatic Rau ma
2 | Allicin Toi
3 | Eleutherin Sam dai hanh
4 | Eleutherol Sam dai hanh
5 | Eucalyptol Bach dan, Eucalytus spp.
6 | Ginsenosid-Rd Nhéan sim, Tam that, Sim My, Sam Viét nam, Panax spp
7 | Ginsenosid-Re Nhan sim, Tam that, Sim My, Sam Viét nam, Panax spp
8 | Isoeleutherin Sam dai hanh
9 | Madecassosid Rau ma
10 | Notoginsenosid-R1 | Tam that, SAm Viét nam, Panax spp
11 | 1-metoxy-2-metyl- | Qua Nhau
3-
hydroxyantraquino
n
12 | Naringin Cac loai Citrus spp
13 | Nor-damnacanthal | Ré Nhau
14 | Phyllanthin Diép ha chau
15 | Quercetin Céc loai Citrus, nhiéu rau, qua
16 | Rotundin sulfat Binh vo6i
17 | Rutin Hoa hoe, Lia mach ba goc ...
18 | Scopoletin Qua Nhau
19 | Soranjidiol Qua Nhau
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20 | Tanshinon I1A Pan sam

21 | Acid salvianolic B | Dan sim

22 | Glycyrrhizin Cam thao

23 | Acid glycyrrhetic | Cam thao

24 | Bacalein

25 | Baicalin
26 | Isovitexin Kim Tién Thao
27 | Afzelin Rau sam

— Hién nay Ban NCKH-TV Khoa Duoc, Pai hoc Y Duoc TP. HCM dang hop dong
san xuat chat chuan cho cac don vi nhu Céng ty Thién Duoc, Danapha ...

— Beén canh diéu ché chat chuan theo hop dong, Ban NCKH-TV Khoa Dugc, Dai
hoc Y Duoc TP. HCM con xay dung phuong phap kiém nghiém duoc liéu va dong duoc
dua vao chat chuan.
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TAI LIEU THAM KHAO

1. GS.TS.Nguyén Minh Buc; Téng quan chdt chudn; 2013.

2. Trung tam Thong tin Khoa hoc & Céng nghé TP.HCM; Phdn tich xu hwong nghién
ciru diéu ché va thiét Idp chdt chudn dé phuc vu cdng tac nghién cizu va kiém nghiém
trén co s¢ 56 lidu séng ché quac té; 2013.

3. GS.TS.Nguyén Minh Dtc; Tinh hinh diéu ché va thiét Idp chdt chudn thién nhién ¢
Viét Nam; 2013.

4. GS.TS.Nguyén Minh Buc; Két qua nghién ciru diéu ché va thiét Idp chdt chudn thién
nhién phuc vy cdng tac nghién cizu, kiem nghiém va tiéu chudn héa duoc lidu va dong
duroC tai Pai hoc Y Duoc TP. Ho Chi Minh; 2013.

5. CN101830997 - Phuong phap bao ché chat ddi chiéu saponin triterpen tir loai
Clematis Pong Bac.

6. CN102584963 - Phuong phap diéu ché va ung dung chét chuan di chiéu peptid hoat
dong cua nam Linh chi (Ganoderma lucidum).

7. CN102391328 - Phuong phap diéu ché dong thoi cac chat chuan hoa hoc magnolosid
A va magnolosid B.

8. CN101462937 - Diéu ché cac chat chuan d6i chiéu emodin, emodin-8-O-b-D-
glucosid va polydatin.

9. CN101560174 - Phuong phap va cong nghé diéu ché chat chuan dbi chiéu alliin.

10. CN102040613 - Chat chuan dbi chiéu picrinin trong 1a Alstonia va phuong phap
diéu ché.

11. CN102070683 - Phuong phap diéu ché dong thoi cac chat chuan dbi chiéu hoa hoc
parishin, parishin B va parishin C.
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