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TAI LIEU THAM KHAO |

Théng tw 44/2014/TT-BYT ngay 25/11/2014:

Dwoc dién:
+ Tham chiéu: DBVN, USP, BP, EP, Int.P, JP:
+ Khac: CP, IP, KP

Tiéu chuan: Codex, FAO/WHO, TCVN, QCVN:
Tai liéu ky thuat: ASEAN, WHO, ICH, FDA, EMA;

Martindale, AHFS, Merck index, Pharmaceutical
excipient;

Cdéng van hwéng dan cia Bo Y te...



Yéu cau chung doi véi ho so’ I

Ngon ngir: Viét, Anh

Pay du (cac phan, néi dung)

Pung, thwe té (tai liéu, so liéu)

Thong nhat, phu hop

Trinh bay (sap xép, 16i chinh ta)

Kiém tra lai



Ho so dang ky thuoc dworc liéu I

- Ho so hanh chinh va théng tin san pham

- Ho6 so chat lwong
1. Quy trinh s&n xuat
2. Tiéu chuan chat lwong

- H6 so an toan va hiéu qua



Ho so’ chat lwong - Dieu 27 I

Quy trinh san xuat Tiéu chuan chat lwong
1. COng thirc bao ché 1. TCCL nguyén liéu
2. Quy trinh san xuat 2. TCCL thanh pham
+ CoOng thirc 16 san xuat 3. TCCL bao bi
+ So dd QTSX

4. Phiéu kiém nghiém

+ M6 ta QTSX A ’ A R .
Q ) 5. Nghién ctru do On dinh
+ Danh muc trang thiét bi

+ Kiém soat trong qua trinh
+ Tham dinh QTSX



Khai niém ve tiéu chuan chat lwong

Luat Tiéu chuan va quy chuan ky thuat 68/2006/QH11:

TC la quy dinh vé d&c tinh ky thuat va yéu cau quéan ly dung
lam chuan dé phan loai, danh gia san pham, hang hoa, dich
vu, qua trinh, méi trwdng va cac doi twong khac trong hoat
ddng kinh té - xa héi nham nang cao chat lwong va hiéu qua
cua cac doi twong nay.

Luat Dwoc 34/2005/QHA11:

TCCL thudc bao gom cac quy dinh vé chi tiéu, yéu cau ky
thuat, phwong phap kiém nghiém, bao goi, ghi nhan, van
chuyén, bao quan va cac yéu cau khac co lién quan dén
chat lwong thudc.



1. PANG KY NGUYEN LIEU |

- Nguyén liéu co trong DD:
+ Tén dwoc dién, s6/ nam xuat ban
+ Ap dung phién ban cép nhat ciia DD: trong vong 5 nam
(Tham khao: Diéu 5, Thong tw 09/2010/TT-BYT vé yéu cau cdp nhét)
+ Nhém DB tham chiéu: DBVN, USP, BP, EP, Int.P, JP;
+ Db khac: CP, IP, KP
+ Cung cap ban sao chuyén luan DD, phu luc



Tiéu chuan chat lwong nguyén liéu

Nguyén liéu khong co6 trong DD: TCCL nha SX
+ Tén khoa hoc, b phan dung
+ Dinh danh: cung cap ho so dinh danh chi tiét
+ TCCL: chi tiéu chat lwong, gi¢i han yéu cau
+ Phwong phap thw
+ Doi vai DL ché bién: phwong phap ché bién, tai liéu
tham khao

+ Doi v&i NL hdn hop nhiéu thanh phan: cong thirc, TCCL
trng thanh phan



Chi tiéu chat lwong doi véi dwore liéu I

~— Dinh tinh { Pinh Iwong
« M6 t3 « Hoat chét chinh
« Viphiu - Chat chiét dwoc
« Soi bot « Alcaloid, Tanin, tinh
Bh Ny Héa h dau, Nito toan phan,
an tng noa noc chét béo...
+ Sécky: TLC, HPLC

Khac An toan

Kim loai nang

Hoa chat BVTV
Aflatoxin

Vi sinh

Pac tinh bat thwong

D6 4m

Tap chéat, vun nat

* Tro

Cac chi sb...



Nguyén liéu la dwoe liéu ché bién

HSCL nhw thanh pham

- Phwong phap ché bién dwoc liéu:

_|_

Thanh sao (khéng thém phu liéu): vi sao, sao vang,
sao vang sém canh, sao den, sao chay

Tam sao (chich): két hop v&i rwou, giam, mudi, mat
ong, nuwdc girng, nwédc dau den, cam thao, nwdc gao,
nwéec tiéu

+ Sao cach cat, cach cam, bot hoat thach;

+ Ngam, tam, U, chwng, do, nau:

+ Chiét suat, co: ép, dung mdi, nhiét do, ap suat — dich

chiét, cao Idng, cao dac, cao mém, cao kho
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HSCL dwoc liéu ché bien I

Cong thirc bao che:
+ Tén cac nguyén liéu, tén khoa hoc (dworc lieu)
+ Khoi lwong/ thé tich méi thanh phan
+ TCCL cta méi thanh phan
Tiéu chuan chat lwong:
+ Chi tiéu chat lwong, gidi han yéu cau
+ Phwong phap tht: kha thi, hop ly, chi tiét

Quy trinh san xuat: Cong thirc, so dd/ md ta QTSX,
trang thiét bi, kiém soét trong qué trinh, thdm dinh QTSX

Nghién ctru dé 6n dinh: cao cé yéu cau
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2. DPANG KY THANH PHAM |

- Nguyén tac:
+ TCCL phai xay dwng dau tién, dn dinh (09/2010/TT-BYT)

+ Khi thay ddi TCCL — cac s0 liéu lién quan (tham dinh
PPPT/QTSX, IPC, n/c d6 6n dinh, PKN) khdng con gia tri

- Tiéu dé:

+ Tén thudc, tén co sé, ma TC, ngay hiéu luc
+ Phai do dung nha SX thiét 1ap
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2.1. Tiéu chuan chat lwong thanh pham

- Céng thirc bao che:

Tén cac nguyén liéu: dung danh phap quoc té (INN)
Duworc liéu: tén khoa hoc (tén Latinh)

Khéi lwong/ thé tich mbi thanh phan: quy doi

TCCL ctia méi thanh phan

Ta dwoc: DD hoac TCCS cua dung nha SX,

T& dwoc dang phdi hop: thanh phan, TCCL méi thanh
phan

+ + + + + +
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2.1. Tiéu chuan chat lwong thanh pham

- Coéng thirc bao che:

+ Chat bao quan:

+ CAac chat mau, tao hwong, diéu vi: Codex, FAO/WHO,
TCVN

+ Céac thanh phan tham gia nhwng mat di trong qua trinh
SX (nwde, dung moi)

+ V& nang (doi v&i vién nang),

+ Muwc in trén vo nang/vién: TCCL muc in, dwoc phép st
dung trong dwo'c pham
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2.1. Tiéu chuan chat lwong thanh pham |

- Tiéu chuan chat lwong:
+ Chi tiéu chat lwong (tuy dang bao ché, san pham),
+ Gidi han yéu cau (khéng dwoc thap hon yéu cau
chung cua DD)

« MAat KL do lam khé: cao dac < 20%, cao kho < 5%
« Do dong déu khoi lwong:

Dang bao ché Khoi lwong TB % chénh léch so
véi KLTB
Vién nén <80 mg 10
Vién bao phim 80 - 250 mg 7,5
=250 mg 5
Thubc nang; Thudc bot (don liéu); Thubc cdm < 300 mg 10
(khéng bao, don liéu) > 300 mg 7,5
Thubc bot dé pha tiém (don liéu) > 40 mg 10
Vién nén bao dwong Tét ca céac loai 10
Thubc dan, Thubc trirng, Cao dan Tat ca cac loai 5
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Chi tiéu chat lwong thanh pham I

Chi tiéu chung

- Hinh thie: thé chat, hinh dang, mau sac, mui vi
- Pinh tinh: vi hoc, phan trng héa hoc, sac ky
- Pong déu khdi lwong/ thé tich

- Dd nhiém khuan

- Dinh lvong

- Gi&i han chat bao quan

- Pdc tinh bat thwong

- Dung mdi ton dw

- Kim loai nang

- Gi®di han hoa chat bao vé thuc vat



2.1. Tiéu chuan chat lwong thanh pham

+ M6t s6 diém can chu y:

Pinh tinh nhiéu nhat cé thé cac dworc liéu:

o DL c6 thanh phan I&n (= 20%);

o DL co tac dung chinh,

o DL c6 chat danh dau hodc c6 thanh phan cé yéu cau
dinh lwgng (VD: nhan sam, bach qua)

Phai dinh lwong dbi v&i cac duoc liéu co yéu cau vé
dinh lwgng trong DDVN

DL c6 déc tinh: doc tinh bat thwong

(Danh muc theo Thong tw 33/2012/TT-BYT)

Gi%i han nhiém khuan: tat ca thuéc DL

Gi¢i han chat bdo quan
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Yéu cau CL ve gi&i han chat bao quan

Gi®i han yéu cau:
- TCCL: £20% lwong ghi trén nhan
- IPC: + 20% khi san xuat

Phwong phap phan tich:

- HPLC: don gian

- GC: can dan xuat, dé phan giai tot hon

- TLC: can xem xét LOD cla phwong phap?

USP 34, <341> Antimicrobial agents - content
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Phwong phap phan tich paraben I

HPLC: GC: dan xuét: silyl hoa (silylation)
- CotRP 18 - Cot SPB-1
- Methanol : nwéc (~ 40:60 hoac gradient) - Khi mang: Helium
- Detector UV: 254 nm - Detector FID, MS
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Chi tiéu chat lwong thanh pham I

Cac chi tiéu khac:

Vién: dé ra, do am/ mat KL do lam kho
Com, bot: dd min, dé am, do tan
Sui bot; d6 hoa tan, d® Am

Dang léng: dé trong/ ddng nhat, pH, ty trong, dé lang
can

Con thudc, rwou thudc: ndng dd ethanol, can sau bay
ho'i

Cao Iong: dé tan

20



Vi du vé TCCL vé nang

BI ('E‘ﬂﬁi’éﬁi‘ﬁ [CONI-SNAP|

o o

black w hite grey medium light green orange yellow

blue blue

ANALYTICAL DATA
Characteristics Test Method Units Specifications
Identification of gelatin CPO10 Positive
Identification of TiO2 CPO11 Conforms to composition
Identification of dyestuffs CP012 Conforms to composition
Identification of iron oxides CP013 Conforms to composition
Sulphated ash CPO15 % Less than 7
Arsenic CP016 ppm As Less than |
Heavy metals CPO17 ppm Pb Less than 50
Lubricant content CPOI19 Y% Less than 0.5
Sulphur dioxide CP020 ppm Less than 50
Disintegration time CP0OI1 min/sec Less than 15:00
Loss on drying CP014 % 13010 16.0
Average weight CP003 mg 4510 51
Total Aerobic Microbial Count CP031 cfu/g Less than 1000
Escherichia coli CP033 Absence in | gram
Salmonella CP034 Absence in 10 gram
Staphylococcus aureus CPO035 Absence in | gram
Pseudomonas aeruginosa CP036 Absence in | gram

Total Yeasts/Moulds Count CP032 cfulg Less than 100 21



2.1. Tiéu chuan chat lwong thanh pham

- Phwong phap thu:
Yéu cau: kha thi, hop ly, chi tiét

+ + + 4+ o+

Néu theo DD: ghi rd chuyén luan/phu luc
Phwong phap thir: tuy chi tiéu, ghi rd

Thiét bi, dung mdi hoéa chat, cach pha thudc thir

Piéu kién thwe hién: vi du doi véi HPLC:

Cét: loai pha tinh, kich thuwéc, c& hat, kiéu lién két
Detector: loai, théng s

Pha ddng: thanh phan, ty 1&, ché dé

Toc do dong, thé tich tiém,

Nhiét dé cot/ mau phan tich
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2.1. Tiéu chuan chat lwong thanh pham

- Phwong phap thur:

+ Chuan bi mau:
« PP chiét dac hiéu
« Lam sach
 Lam giau mau
+ Yéu cau vé dd thich hop hé thdng
* Mdurc do dap wng
. D6 l3p lai
« D06 phan giai
« D04 can xrng pic...
+ Tinh toan két qua: don vi, hé sb pha lodng, hé s
chuyén doi
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2.1. Tiéu chuan chat lwong thanh pham

- Quy cach déng goi
- Pieu kién bao quan
- Han dung

- Thei gian, ky xac nhan

24



2.1. Tiéu chuan chat lwong thanh pham

- Tham dinh phwong phap phan tich: khéng y/c
+ Dinh tinh: tinh dac hiéu (kho)
+ Dinh lwong
+ Co s& duwoc TD (co quan KN Nha nwéc TW; GLP)

- Thuyét minh TCCL: khéng y/c
+ Lwa chon chi tiéu, gi¢i han, pp thw
+ Giai trinh khi c6 sw khac biét chi tiéu, gidi han
+ Cung cap cac di¥ liéu nghién ctu

25



Yéu cau gtri tham dinh TCCL I

- Tinh kha thi ctia phwong phap
- Tinh dac hiéu cua phwong phap

- Cac phwong phap hoac ky thuat méi
+ Dang bao ché chwa dwoc ap dung tai Viét Nam;
+ Dworc liéu/ hoat chat chwa dwoc ap dung tai Viét Nam.

26



2.2. Tiéu chuan chat lwong bao bi

Yéu cau chung:
+ CO TCCL cua tat ca cac loai bao bi
+ PhU hop véi dang bao ché, véi mau thude
+ Dap wng yéu cau cua TCCL:
o Chi tiéu chat lwong
o Gi®i han yéu cau
o Phuwong phap thw
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2.2. Tiéu chuan chat lwong bao bi

- Bao bi so cap:
+ Hinh thrc: hinh dang, mau sac
+ Chat liéu, kich thwde, do day, ty trong, thé tich (1)
+ Do kin, kha nang tham

+ D06 nhiém khuan: dap rng yéu cau doi voi loai dwoc
pham twong wng (Thao khdo Théng tw 14/2012/TT-BYT)
+ Phwong phap thw

- Bao bi thir cap:
+ Hinh thre: hinh dang, mau sac
+ Chat liéu, kich thuwoc
+ Phuwong phap thw
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2.3. Phieu kiém nghiém

Yéu cau chung:
- Cua co s& SX dat GMP:;

- Cua co s®& kiém nghiém Nha nwéc TW hoac doanh
nghiép lam dich vu KN thubc

- Pay du thdng tin: mau, tiéu chuan thoy
- Thong nhat v&i TCCL: tén/so chi tiéu, mire chat lwong
- Ghi cu thé két qua kiém nghiém (va két luan)

Ho so kém theo Phiéu KN:

- Sac ky do/ phcx), do doi vai dinh tinh, dinh lwong dwoc
liéu bang pp sac ky, quang pho...
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2.4. Chuan, nguyén liéu doi chiéu

- Thong tin:
+ Loai chuan, ngudn gbc, CoA
+ S0 16, han dung
+ Duworc lieu dbi chiéu

- Chirng chi phan tich:
+ Chuan cla cac DD tham chiéu, ASEAN, Viét Nam

+ Chuan clia cac nha SX hda chat co uy tin: Merck,
Sigma-Aldrich, Chromadex
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Dworc liéu doi chieu I

- C6 nguodn goc rd rang

- Duwoc dinh danh dung

- Phai dat chét lwong (DBVN, TCVN, DD cac nwoc...)
- C6 quy trinh thiét 1ap dwoc liéu chuan dbi chiéu

- Béng goi, diéu kién bdo quan

- Lap hé so dwoc liéu chuan ddi chiéu

- Kiém tra, gidm sat chat lwong
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Dworc liéu doi chieu I

- Lay mau dwore liéu
o Cung cap bdi cac don vi cé chuy&n mon
o Xac dinh dung tén va b phan dung
o Duwoc liéu cé tinh dai dién, ddng nhat, hinh thirc tot
o Ngudn gbc, thoi gian, dia diém lay mau
o Phoi say, so ché phu hop

- Kiém tra chat lwong: dat méi str dung
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Dworc liéu doi chieu I

- Xay dwng tiéu chuan va quy trinh thiéet lap
dworc liéu doi chieu

O

O O O O O O

Hinh thirc cam quan

Pinh tinh bang pp vi hoc, hda hoc, sac ky
Pinh lwong chat danh dau

Xac dinh tap chat, dd am, tro

Chat chiét dwoc

Gi¢i han kim loai nang

Gi®i han hoa chat bao vé thuc vat

- Tien hanh phan tich va danh gia két qua
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Tran trong cam on!

DRUG ADMINISTRATION OF o

VIETNAM =
=

138A Giang Vo str., Ba Dinh,

Ha Noi, Vietham o

P

NcuyeN Duc ToaN
Ph.D in Pharmacy

09.8855.4975 (84-4) 38462010

ndtoanvkn@gmail.com 34



