MOT SO PIEM CAN CHU Y POI VOI
HO SO PANG KY THUOC




TAI LIEU - CONG CU

Thong tw 44 (2014)

#t Van ban lién quan khac cua cuc QLD
s ACTD, ACTR (ASEAN)

%« ASEAN quideline on submission of manufacturing
process validation data for druqg reqgistration

% ASEAN quideline on stability study of druqg product

£ ASEAN variation guideline for pharmaceutial products

Hwéng dan cua EMA, ICH, WHO, FDA

™
-

+



../../ASEAN Guidelines_New/TT 44.2014.TT-BYT ngay 25.11.2014/Thong tu ban hanh.doc
../../ASEAN Guidelines_New/ASEAN PV Guidelines version 3 (clean copy) (IWG circulation) v2.pdf
../../ASEAN Guidelines_New/ASEAN STABILITY GUIDELINE - 5th DRAFT .pdf
../../ASEAN Guidelines_New/AVG_2014-New/2014.09/ASEAN Variation Guideline for Pharmaceutical Products 7.2 draft.pdf

TAI LIEU - CONG CU

May tinh két noi internet

™
-

Tai liéu khac:
% Cac loai dwoc dién
% Martindale
% Mecrk Index
e

Rowe R., Sheskey P., Owen S., et al. (2006),
Handbook of pharmaceutical excipients, 6" ed,
Pharmaceutical Press

+




HO SO HANH CHINH

M T& thong tin san pham (mau khac TT22):
€ Tén thudc, dwoc chat, ham lwong, dang BC...
€ CoOng thire, danh muc ta dworc (khép véi hd so)

€ Han dung (pht hop véi NC do 6n dinh)

% DPuwdng dung (phu hop véi dang BC).




HO SO HANH CHINH

#t Ho so hanh chinh:

€

€

€

<

€

Pon PK: Tén thubc, dang BC, cong thirc cho mét
don vi déng goi nho nhat, quy cach déong goi...

CPP: danh muc ta dwoc (khép voi HS?)...

Tom tat dac tinh thudoc (Summary of product
characteristics - SPC): Hinh thic...

Nhan: Dang bao che, ham lvgng DC, han dung,
diéeu kién bao quan...

To HDSD: danh muc ta dwec, cach dung (v6i
dang BC dac biét), han dung sau khi m& nap, pha

lai... *




HO SO HANH CHINH

# MAu thuoc:
% Bao bi, nhan, t& HDSD.
% Hinh thrc bén ngoai:
& PhU hop v&i hd so

&3 Hong (khi bao quan dung cach)?




HO SO HANH CHINH

M MAu thuoc:

L6i hay gap:

% Dang bao ché khéng dung

€ Tén, ham lwong DC twong dwong (dan xuat) khong

dung

< Piéu kién bao quan khong phu hop véi NC dé 6n
dinh, khéng ghi rd nhiét dé bao quan
Thiéu/sai danh muc ta4 dwoc trong t& HDSD
Thiéu han dgng cua dung cjich, hon dich... pha lai,
thudéc nho mat sau khi mé nap...
Thiéu cach dung v&i dang bao ché dac biét
Mau thudc khdng dung véi mo ta, clia nha SX khac...
Mau thudc héng *

P

P
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Phin A: MUC LUC

Phai co
M Panh so dé muc theo ACTD




;1.3 Dgc tinh chung

Cong thtic cau tric, bao gom ca :
hoa hoc lap the tuyét doi va :
twong doi, cong thirc phan tr va :

Chudi axit amin chi r6 vi tri cac :
nhom glycosyl hoa hodc cac bién
doi hau dich ma khac va khoi :

Dic tinh Iy hod va cac dic tinh :
c6 lién quan khéc ké ca hoat tinh :
sinh hoc ddi véi san pham cong :
nghé sinh hoc. ;




PE MUC

Duoc chat

............ R

:San xuat

:2.2 Mo ta qua trinh san :-
: xuat va kiém soat :
quy trinh

3. Kiémsoat
nguyén li¢u :

chat va kiém soat quy trinh thé !
hién cam két cua co so dang ky :
trong viéc san xuat ra cac dugc :
chét do. :
Thong tin vé quy trinh san xuat :
ma dic trung 12 xuat phat tir mot
(mot s6) lo ngan hang té bao,
bao gom mau ciy té bao, thu
hoach, tinh ché, phan tmg bién :
d6i té bao, cac diéu kién dong :

Nguyén liéu ban dau, dung moi, :
thudc thir, chit xdc tac va cac :
nguyén liéu khac ding san xuét :
duoc chit, can néu rd mdi :
nguyén liéu d6 duoc dung vao
thoi diém nao trong qua trinh san
xuat. C&c phép thir va tiéu chuan :
chap nhan cia cac nguyén liéu :
nay.




PE MUC

2.4 Kiém soat céc budc:
quan trong va san
pham trung gian

NOI DUNG

Kiém soat ngudn goc va nguyén :
liéu ban dau c6 nguon goc sinh :
hoc. :

Hé théng ngan hang € bao, mo :
td dic diém va phuong phap :

C4c budc quan trong: cac phép :
thtr va chi tiéu chip nhan, co
thuyét minh cac dir liéu thyc
nghiém thu duoc tir viéc danh :
gia cac bude quan trong cua qua :
trinh san xuét dé chic chin rang

San pham trung gian: tiéu chuan :
chat luong va quy trinh phan :
tich, néu cd, db6i v4i cac san :
pham trung gian dugc phan lap :

S6 liéu vé d6 6n dinh lam can ctr :
dua ra cac diéu kién bao :




2 5 Panh gia va/ hoac
: Tham dinh quy :

2 6 Phat trlen quy trmh -
san xuat :

NOI DUNG

Cac nghién ciru danh gia va/
hoéc thém dinh déi Vé’i quy trinh

M0 ta va ban luan vé nhiing thay :
doi quan trong dbi véi quy trinh
san xuét va/hodc co s san xuit
dugc chat ding trong san xuét :
cac 16 san pham dé nghién ctu :
tién 1am sang, 1am sang, 16 thi
nghiém V3, ca 16 san xuét thuc té

Lich sir phét trién ctia quy trinh :
san xuat nhumo ta 6 S 2.2,

YEU CAU

Biotech

MaV |\/|IV G




Phan C: NOI DUNG CHINH

M S DUOC CHAT

% 3 cach nop:

1 Toan bd muc S theo ACTD

2 VoiDC co CEP
3 Vi DC c6 DMF (APIMF)




Phan C: NOI DUNG CHINH

M S DUOC CHAT (ndp toan bd muc S theo ACTD):
€ S 1Thong tin chung

2 S 1.1 Danh phap

Chu y dang st dung (mudi, ngdm nwoc...).

.
L

S 1.2 Cong thrc cau tao

Theo hwéng dan.

%
L

S 1.3 bac tinh chung
Tham khao hwéng dan ICH: NCE: Q6A; Biotech:

Q6B. *




Phan C: NOI DUNG CHINH

M S DUOC CHAT (nép toan bdé muc S theo ACTD):
€ S 2 San xuat
¢ Muc S 2.2 — 2.6: khdng yéu cau véi thude
Generics.
&2 S 3Pactinh
Chu y chi tiéu “Tap chat”.

€ S 4 Kiém tra dwoc chat

€ S5 Chat chuan hodc nguyén liéu déi chiéu

+



Phan C: NOI DUNG CHINH

M S DUOC CHAT (nép toan bdé muc S theo ACTD):
€ S 6 Hé thong bao bi déng goi:
¢ Khéng yéu cau voi thudc Generics.
& Néu co: Phai phll hop v&i muc S 7.
€ S 7P6 on dinh
. Pé cwong nghién ctru (can co).

Do NSX DC
cung cap

F

&
Lo

Két qua nghién curu.

.
L

Vé&i cac hoa chat s dung nhw DC (NaCl,
borax...) = Xem xét tuy trweo'ng hop. ‘




ot

S DUPQ'C CHAT (DC c6 CEP):

o=

Certificate of suitability of Monographs of the
European Pharmacopoeia (CEP): cap bdi
Certification Secretariat of the European Directorate
for the Quality of Medicines (EDQM)

Nop dua CEP + phu luc (A valid European pharmacopoeial
Certificate of Suitability (CEP) for the drug substance, latest
version, with all annexes Issued by the European
Directorate for the Quality of medicines (EDQM)) va cac
théng tin chwa thé hién trong CEP.

Céc thong tin khac, néu can, chuyén gia sé yéu cau doanh

nghiép cung cap.




se of material of human o

e pr7

. r \
e sube undated after any fic b that ay alter the
Certification of Substances Division The sub dated -: Br any ca ) a
quality, s e subs v
Certificate of suitability the S nre ahat icn kY

Practice and in accc h the dossie

No. RO-CEP 2006-238-Rev 00

the sut

IFOSFAMIDE

NG

framework of the procedure e

me of h
IFOTAM CO. LTD

St a4

o

4 T the first of 5 pages and the sacond of / pages
Site(s) of production i This
IFOTAM CO. LTD : lin
112 Sie
Poland 7)
=
2
Y 25
Ol ‘A
. ¢
of the information provided and e /
y that the g Y Strast g. 5 Seg
$ monograph
fion noamg  supp 3
below, based on the 8) TION OF # £ by the Obeate Kok ;
I -
IFOTAM Co. Ltd. &3 holder of the cerific ty
g aphy Annex 1)
) oxazaphosphorinane-2-0xide RO-CEP 2006-238-Rev 00 for IFOSFAMIDE
2-{2-chicroethylamino o SO
. iy e etwiaming)
than 0 above ec corificy 1t of ther applcabon(s) ko the )

Anv other impurity e than 0.0

impurities not more than 0.4

matograp!




< NOp CEP mé&i nhat (ké ca cac phu luc) va:

= Cam két khdng co6 sw thay dbi Ién trong phwong phap
hodc quy trinh san xuat dwoc chat ké tt 1an cap hay slra
d6i CEP cudi cung.

= Cam két cia NSX DC rang NSX thanh phdm va co quan
quén ly s& dwoc thdng bao ngay khi cé sy thay dbi trong
quy trinh san xuat hodc tiéu chuan DC ma anh huéng co y
nghia dén chat lwong va dd an toan cda thudc thanh
pham.

= C4c cam két phai néu ré tén, dang bao ché, ham lwong
cta thudc thanh pham xin dang ky va doanh nghiép chiju
trdch nhiém dang ky thudc thanh pham.

= CAc ndi dung trong muc S chwa dwoc thé hién trong CEP. $




Cac muc S néu c6 thdng tin chwa thé hién trong CEP phai
4 nop cung voi CEP:

“ S1.3
“ S3.1

© S4.1

@ S4.2

© S4.4

© S5

© S6

© S7

€ V@i DC vo khuan: QT tiét khuan + thdm dinh QT tiét khuan

+




4

‘ﬂ S DUO'C CHAT (DC c6 DMF (APIMF)):

€ NSX thanh pham: nép Open part.
% NSX DC: nép Open part + Close (Restricted) part




Phan C: NOI DUNG CHINH

st P THANH PHAM
« P 1 M0 ta va thanh phan
&t Dang bao ché;
¢ Thanh phan (trong 1 don vi déng géi nhd nhat)

¢ Dung moi dé pha ché di kém theo san pham

¢ Bao bi, quy cach dong goi




Phan C: NOI DUNG CHINH

st P THANH PHAM
« P 1 M0 ta va thanh phan
Loi hay gap:
¢ Dang bao ché khong dung

%
L

Céng thtre khdng cho 1 dvdg nhé nhat

%
L

Cong thirc khéng hop ly = Khéng thwe hién dwoc

Thiéu dung moéi (hang mém, dm di kém...)

%
L

.
L

Thiéu md ta bao bi, quy cach dong goi

.
L

Théng tin khédng khép véi phan con lai clia HS

*



SO DO CAC BUOC PHAT TRIEN SAN PHAM

Dwoc chit dwoc chon

Sinh dwoc hoc

'

\
|

NC treée XD CT

—*Dac tinh DC

I

Thiét ké
san pham

N\

Gibson M. (2009), Pharmaceutical preformulation
and formulation, Informa Healthcare, p. 8.

Dic tinh san pham
Chi tifu chat leong trong yeu

T61 vu hoa cong thire

N,

Thiét ke
san pham

N

Téi wu héa QTSX

o~
-~
-
a"‘
r'r
-

Cong thie dinh heong

Bac tinh nguyén lién

Khai quit QTSX
Xéc dinh trang, thiét bi

IPC
"% Tiéu chuin thanh phim (xiy dyng, thim dinh)

Nang quy mo dé thir LS

Nang quy mé dé TM hoa

Thim dinh QTSX,
NC d6 6n dinh, TDSH

\-\\

Nép HS DK

Thuwong mai hoa

Phase I

Phase II

Phase II1

Ding ky SP

Puathubcra TT

Phaze IV




Vi DY: VIEN NEN METOPROLOL 50 mg

# P3c tinh dwoc chat:




File Edit Database Simulation Setup Controlled Belease  Modules (Optional)  Help
Compound I Fhysiology I Pharmacokinetics I Simulation I Graph
~Selected Compound
Sl Trans Time (h) = 3.3 hean Abs Time (h) = 1.239
4] 4 |Metoprolal Tartrate » | )||Z| Longest Diss. Time (h)is & pH 1.0 = 0.001 hours
hax Abs Dose (3+)= 6.199E+5 mg. hax Abs Dose (lif) = 3.177E+5 ma.
Support Files
ICurrent= 2; Total = 3
HO
CH,
0 H :C H Dosage Fam s 0 E| ' Effective Permeability
_ : '
/ \ Source: |HU"“an =l
Initial Dose (mo): 16616
Subsequent Doses (mg): ] Peff (crmfs x1074); 1.34
H,C—0 Dosing Interval (h): I 0 Simulation Peff x10°4: 134
Dose wvolurme (ml): 250
Malecular Formula: I C15H25M03
pH for Reference Solubility: 6.5 Convert from User Data
tolecular Weight (g/mal): | 26737 I

ReferenceIDgDil 172 @pH: I 4

pKa Table

Enzyme Table

Transporter Table

Solubility (mg/mL EpH=6.5):

Mean Precipitation time (sec):

Diff. Coeff. (cm™2/s x 1075):

Drug Particle Density (g/mL):

Fadicle Size: R=25, O=50

171.

300

0,77

s




Solubility I logD 2000

Acid / Base Table = 1e0.04
| Generic |AcidBasze [pka  [SalFactor[FuncGroup | E
b [Metoprolol Tartrate [Base 933 (359 [Secondary Amine | £
= 12004
=
=
2 800
(5]
A0.04
oo } } | | } t {
00 20 40 B0 80 100120140
pH
[~ Plot Y-axis as log Solubility
1
Delete Close Redraw Eit Model Copy Plot Data to Clipboard
Acid/Base Table: Metoprolal Tartrate




File

Edit

Modules (Optional)

Database Simulation Setup  Centrelled Release Help

Caormpound I Fhysiology

L

‘Pharmacokinetics:

I Simulation I

- PK Parameters

PK Model: |Compartmental

Body Weight (kg):
First Pass Extraction (if fixed)>s:

Blood/plasma concentration ratio:

# Use Exp Plasma Fup [%]:

 Use Adj Plasma Fup [%]:

Renal Clearance CLr{L/hfkq):

CL (L/h): |7305 or (Lfh/kg):
Ve(l/kg):
T 142 (h):
K12(1/h): Iiza K13(1/h):
K21(1/h): Iim K31(1/h):
V2 (L/kag): Iw V3 (L/kg):

[=z]

11,

Graph

~0Observed Yalues

Fa %: I 95 CMax (llg/mL):
FDp %: I 0 TMax (h):
F %: I 38 AUC (ng-hfmL}):

Hepatic Clearance (L/h):

10

=

82.684

11

0.6

ra

4.0

o

i

I Metoprolol Tarrate

~MetabolismfTransporter Scale Factors
Liver Ymax Scale Factor:
Liver Km Scale Factor:
Gut ¥Ymax Scale Factor:
Gut Km Scale Factor:
Influx ¥max Scale Factor:
Influx Km Scale Factor:
Efflux Ymax Scale Factor:

Efflux Km Scale Factor:

Transfer Scale Factors to Eng/Trans tables

I




Vi DY: VIEN NEN METOPROLOL 50 mg

M Pic tinh thanh pham - chi tiéu CL trong yéu:

D6 hoa tan > 75% (30 phut)
Ham lwong 90 - 110%
D06 cirng 8 — 10 kP

Do bd — min (< 1%)

TDSH v&i vién Betaloc In vitro: f, > max (= 50)
(AstraZeneca) in vivo: thte trén NTN

Gia thanh — min




Vi DY: VIEN NEN METOPROLOL 50 mg

# Thiet ké cong thirc:
% Tadwoc
2 Nhom: don, dinh, ra, tron...

&2 BPac tinh: KTTP, d6 tan, tron chay, chiu nén, kha
nang ra, trwong no...

%
L

Twong hop DC —ta dwoc

.
L

Xac dinh: loai, khodng nong d6 s dung, céch
phéi hop

¢ Bang thiét ké cong thirc

+




Vi DY: VIEN NEN METOPROLOL 50 mg

= Bao ché, danh gia chi tiéu CL.




Vi DY: VIEN NEN METOPROLOL 50 mg

= Phén tich anh hwéng, thiét I3p moi quan hé.

+



Vi DY: VIEN NEN METOPROLOL 50 mg

Pécirng (kP) o™ ~ - 70 Tidwoc 1 (mg)

11.1 86.42

= Téi wu héa céng thirc, kiém tra, diéu chinh.




Vi DY: VIEN NEN METOPROLOL 50 mg

# Thiét ké quy trinh:
© Phwong phép bao ché
Trang, thiét bi
Thong s6 KT = trong yéu, khoang bién thién
Thiét ké thi nghiém

Bao che, danh gia

Phan tich anh hwéng, thiét 1ap moi quan hé

T6i wu héa, diéu chinh

3 D DD D DD

Xay dwng, tham dinh tiéu chuan




| Trinh tw tién hanh thiet ké thi nghiém va toi wu hoa

L)

N

Toi wu hoa
quy trinh



Vi DY: VIEN NEN METOPROLOL 50 mg

#* Nang quy mo:
% Muwc dé nang quy mo
« Mirc do6 thay doi CT, QT, trang thiét bi

€ So sanh chi tiéu chat lwong




Vi DY: VIEN NEN METOPROLOL 50 mg

t Thw lam sang
M Tham dinh QTSX
# DPanh gia TDSH

# Nghién ctru dé on dinh

> Nop HS PK




Phan C: NOI DUNG CHINH

t P THANH PHAM
€ P 2 Phat trién san pham
¢ P 2.1 Théng tin vé nhirng nghién ctu phat trién

NCE va Biotech: theo hwéng dan (nhirng théng
tin khai quat, ngan gon).

P 2.2 Thanh phan cla thanh pham thudc
% P 2.2.1 Duwoc chat

%
L

NCE va Biotech: dac tinh dwoc chat, twong
hop dwoc chat — ta duoc.

MaV, MiV, G: tai liéu khoa hoc. *



Phan C: NOI DUNG CHINH

1 Cac dac tinh ly - hoa:
o Chon dang mudi/dan xuét.
o PK,.
o Ap suéat tham thau.
o Phwong phap kiém nghiém (ngan gon: S 4).
o Pho: UV-Vis, DSC, IR, nhiéu xa tia X...
o Heé sb phan bo DIN.

o D6 tan; anh hwdng cda pH, nhiét dd, cac chat thém
vao dung dich... dén dé tan.

o Kich thwéce/khdi lwong, CTCT, danh phap... ‘




Phan C: NOI DUNG CHINH

1 Cac dac tinh ly - hoa:

o D6 6n dinh: héa hoc (thiy phan, oxy héa, ddng phan
hoa, phan hiy béi anh sang ...), vat ly (mat nwéc két
tinh, hydrat hoa, hit &m, chuyén dang thu hinh, bay
hoi...), sinh hoc (nhiém khuan, thay déi tac dung/déc
tinh...).

o Céc déc tinh tiéu phan: kich thwéce, hinh dang, luc
lien két, dé xop, ty trong, db tron Qhé){, kha nang chiu
nén (quan trong v&i cac dang thudc ran).

+



Phan C: NOI DUNG CHINH

O Cac dac tinh sinh dworc hoc:
o DO tan/dd hoa tan/tbc dd hoa tan.
o Tinh tham.

o Hap thu, sinh kha dung, twong quan in vitro — in vivo.

O Cac dac tinh khac: dwoc dong hoc, dwoc lwc hoc, déc
tinh, tdc dung, chi dinh, tdc dung khéng mong mudn,

chong chi dinh, twong tac thude...

*
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GastroPlus(TM); ~s, Inc\GastroPlus\GastDemo.mdb
File Edit Database Simulation Setup Controlled Release Modules (Optional) Help

Compound T Physialogy T Pharmacokinetics T Simulation

Selected Compound

Sl Trans Time (h) = 3.3 Mean Abs Time (h) = 0.571

4] 4 |Pr0Dran0|0|HC| M Z‘ Longest Diss. Time (h) is @ pH 1.0 = 0.001 hours
Max Abs Dose (S+)= 9.779E+5 mg. Max Abs Dose (lit) = 5.035E+5 mg.

Support Files

‘Current= 1; Total=9 Fropranolol HCLopd

CH

3
)\ Effective Permeability

N CH
H

3 Dosage Furm:||H: Tablet

Source: |Hu"“a”
Initial Dose (mg):

Subsequent Doses (mg): Feff {cmis «1074):

Dosing Interval th): S mlstien 2 P

Dose wolurne (mlL):

bMolecular Formula: ‘ CleHZ1MO2
pH for Reference Solubility:

Molecular VWeight (g/mol): 2h9.34
Solubility {mg/mlL @pH=3):
Feference logD: .
! 1o et 74 Mean Precipitation time (sec): Dose No. = 0.0309

pKa Table Diff. Coeff. (cm™2fs x 10°E5);

Absorption No_ = 5783
Drug Padicle Density (g/fmL):

Farticla Size: R=28, D=k0 Dissolution No. = 4 924E+3




pka Table

Solubility logD

Aoid f Baze Table

Genernc AridBaze |pFa |SolFactor| FuncGroup
Baze 528 |111 Secondary &mine

200.0+

160.0¢

1200+

200+

Solubility {mgfmL)

40,0+

0.0 —— ]
0.0 20 40 60 30 10012074.0

pH

| Plot ¥-axis as log Solubility

Delete Cloze Redraw Fit Model Copy Plot Data to Chpboard
&zid/Baze Table: Propranolal HCI




02 GastroPlus(TM): ~s, Inc\GastroPlus\GastDemo.mdb

1
8]

File Edit Database Simulation Setup Controlled Release  Modules (Optional)  Help

Compound I Physiology

‘Pharmacokinetics

L

PK Parameters

PK Model: |Compartmental

Body Weight (kg):

First Pass Extraction (if fixed)%:
Blood/plasma concentration ratio:
* Use Exp Plasma Fup [*]:

" Use Adj Plasma Fup [%]:

Renal Clearance CLr(L/h{/kg):

CL (L/h): 0 or (L/hfkag):
Ve(Likg):

T 142 (h):

K12(1/h): 014 .
(1/h) K13(1/h):
K21(1/h): 035 K31{1/h):
V2 (Lfkg): 228 V3 (Likg):

3.7485

—

JILRILL,

m
=
ra

1.

Graph

T Simulation I
Observed Yalues
Fa %: 94 CMax (Llg/mL):
FDp %: ’70 TMax (h):
F % ’735 AUC {ng-hfmL):

Hepatic Clearance (Lfh):

‘ Fropranolal HC

Metabolism/Transporter Scale Factors
Liver ¥Ymax Scale Factor:
Liver Km Scale Factor:
Gut ¥Ymax Scale Factor:
Gut Km Scale Factor:
Influx ¥max Scale Factor:
Influx Km Scale Factor:
Efflux ¥Ymax Scale Factor:

Efflux km Scale Factor:

[

Mates




Phan C: NOI DUNG CHINH

st P THANH PHAM

€ P 2 Phat trién san pham
¢t P 2.2 Thanh phan cla thanh pham thubc
o P 2.2.1 Taduwoc

Co sé lwa chon ta dwoce (loai, lwong, cach phoi
hop...).

Chirc nang cla ta dwoc (dnh hwdng dén dac
tinh thanh pham...).

Pac tinh ta dworc.

Twong hop/twong ky duwoc chat — ta dwoc.

*




Nghién ctru twong hop/twwong ky

dwoc chat — ta dworc.




Ta dwoc Twong ky

Lactose va cac dwong Phan ng Malllard, Claissen—Schmidt, xuUc tac
phan ng thay phan

Cellulose VTT Hap phu nwédc, DC base, p/&¢ Maillard, loss of

compaction khi tao hat wot
PVP Dé Ox, hap thu nwéc
HPC Chtra peroxid = Ox DC

Croscarmellose sodium Hap phu DC c6 tinh base yéu

Sodium starch glycolate Hap phu DC c6 tinh base yéu

Tinh bot C6 nhém —CHO dau mach = phan &ng véi HC
amin

Silic dioxyd dang keo La acid Lewis, c6 thé hap phu DC

khan

Acid stearic P/& v&i hydroxyd kim loai, c6 thé bi Ox

Magnesi stearat C6 tinh kiém, 1an ion kim loai, tao phrc v&i mot
s6 DC




Ta dwoc
Cyclodextrin
Polysorbat
Cac sulfit

Polymethacrylates
CAP

HPMCP

Twong ky

Gidm tac dung cua chat sat khuan

C6 thé bi Ox, gidam tac dung clia chat sat khuan

Dé mat SO, twong ky vo&i adrenalin,
dexamethason, cloramphenicaol, ciplastin,
paraben, PMA

Magnesi stearat

Mubi sat, acid manh, kiém manh, tdc nhan Ox
manh

Tac nhan Ox manh




0 M6t so tai liéu ve ta dworc:

@)
@)

Cac loai dwoc dién.
Inactive _Ingredient Search for Approved Drug

Products (online database:
http://www.accessdata.fda.qov/scripts/cder/iig/index.
Cfm).

Rowe R. C., Sheskey P. J., Weller P. J. (2014),
Handbook of pharmaceutical excipients, 7" edition,
Pharmaceutical press London.

Ash M., Ash |. (2002), Handbook of pharmaceutical
additives, Synapse Information Resources.

Japanese pharmaceutical excipients directory.
Analytical Profiles of Drug Substances and Excipients
(book series (sciencedirect.com)).

Profiles of Drug Substances, Excipients and Related
Methodology (book series (sciencedirect.com)).

Tai liéu cla nha cung cap ta dwoc.


http://www.accessdata.fda.gov/scripts/cder/iig/index.Cfm

Phan C: NOI DUNG CHINH

P THANH PHAM

€ P 2 Phat trién san pham
¢t P 2.3 Thanh pham thudc

< P 2.3.1 Phét trién cong thirc bao ché

Nguoén goc céng thire:

Cac cong thirc da nghién ctru (tai sao lai
chon/xay dwng cac cong thire nay: yéu cau chat
lwong ==> cong thc...).

Danh gia cac cong thirc (BC, danh gia CL).

Chon cdng thire (thiét ké thi nghiém va téi wu

héa ==> QbD). *




Phan C: NOI DUNG CHINH

P THANH PHAM
€ P 2 Phét trién san pham
¢t P 2.3 Thanh pham thudc
s P 2.3.2 Lwgng dong duvw

Phai co thuyét minh (tai sao phai déng duw,
lwong déng duw/tap phéan hdy co lam tang tac
dung/ddc tinh dang ké...).

s P 2.3.3 Dactinh ly, hoa va sinh hoc

Néu r6 cac dac tinh lién quan (xem thém: P 5).

*




Phan C: NOI DUNG CHINH

P THANH PHAM

€ P 2 Phat trién san pham

i P 2.4 Sw phat trién quy trinh san xuat
Co s& vat chat.
Trang, thiét bi.

Cac bwdc tién hanh.

Théng sd ky thuat (Ilwa chon, t6i wu héa théng
sO...).

+




Phan C: NOI DUNG CHINH

P THANH PHAM
€ P 2 Phat trién san pham
¢ P 2.4 Sy phat trién quy trinh san xuat

Scale — up (c6 sw thay dbi cong thirc, thiét bi,
thong sb ky thuat, cac bwéc tién hanh, chi tiéu va
mdrc chat lwong... khi nang quy mé?).

Kiém soat quy trinh.

Panh gia chat lvong.




Phan C: NOI DUNG CHINH

P THANH PHAM
€ P 2 Phat trién san pham
&2 P 2.5 Hé bao bi dong goi

Lwa chon bao bi.

Ban luan, chirng minh sy phu hop (tinh toan ven,
hap phu/thdi cac chat...).

P 2.6 Thudc tinh vi sinh vat

|
b

Po vo khuan/gidi han vi sinh vat: ban luan.

Chat bao quan st dung.




Phan C: NOI DUNG CHINH

P THANH PHAM
€ P 2 Phat trién san pham
& Tinh twong hop
V&i dung mdi pha lodng, dung cu phan liéu.
MaV, MiV, G: C6 thé chap nhan cac di liéu dang
tai trong céc tai liéu khoa hoc (vi du: Lawrence A

Trissel (2013), Handbook on Injectable Drugs,
ASHP).

*




Solution Compatibility

Gentamicin sulfate

Test
Test Soln Soln
Name Mfr

Amino acids MG
4.25%,

dextrose
25%

Dextrose
5%

Dextrose
5%

Dextrose
5%

Remarks

No increase in particulate
matter in 24 hr at 5 °C

Stable for 48 hr at room
temperature

Stable for 24 hr at 5 and
25 °C

Stable for 24 hr at 5 and
22 °C

Refs Compat




Phan C: NOI DUNG CHINH

P THANH PHAM
€ P 2 Phat trién san pham
L6i hay gap:

&
LS

L

Thiéu mét hay nhiéu néi dung

&
LS

L

Khéng c6 s6 liéu nghién ctru hodc qua it so liéu




Phan C: NOI DUNG CHINH

P THANH PHAM
£ P 3 San xuat
& P 3.1 Cong thuc 16

* Khoi lwgng, thé tich, s6 lwong céc thanh phan
(ké ca dan xuat, dang mudi...)

» Lwong lay dw

» Lwong dung moi (ké ca sé bay hoi trong QTSX)
+* Don vi do lwong

+ Toéng sb don vi phan liéu nhd nhat/16

+




Phan C: NOI DUNG CHINH

P THANH PHAM
© P 3 San xuat
& P 3.1 Cong thoece 106
Loi hay gap:
+ Thiéu lwvong lay dw

+ Thiéu dung moi

» Thiéu KL cu thé cho dang mudi, dan xuat
+ Tinh sai cong thwrc 16

» Nham/thiéu don vj do

+ Thiéu tdng s6 don vj phan liéu/ld




Phan C: NOI DUNG CHINH

P THANH PHAM
% P 3 San xuat

¢ P 3.2 Quy trinh san xuat va kiém soat quy
trinh

+ Danh muc trang thiét bi
* So dd QTSX

+ MO ta chi tiét

+ X ly phong pha ché, dung cu, bao bi (dac

biét v&i thude vo khuan)

+




Phan C: NOI DUNG CHINH

t P THANH PHAM

© P 3 San xuat

¢ P 3.2 Quy trinh san xuat va kiém soéat quy
trinh
L6i hay gap:
+ Thiéu danh muc trang, thiét bi
+ Trang, thiét bi khéng phu hop véi cé 16
+ So do QTSX thiéu dwdng di cac nguyén liéu
+ M0 td QTSX so sai, thiéu théng s6 KT
+ QTSX khong thwce hién dwoc
* Thiéu QT x{ ly phong pha ché, dung cu, bao

bi (dac biét v&i thube vo khuan)

+ Copy HS 16 thay cho mo ta chi tiét QTSX 4



Phan C: NOI DUNG CHINH

P THANH PHAM
© P 3 San xuat
¢ P 3.3 Kiém soat cac bwéc quan trong va san
pham trung gian
+ Xéac dinh dung budc/chi tiéu trong yéu (BL
ban thanh pham...) trong QTSX
+ Gi¢i han cho phép cua cac chi tiéu kiém soat
+ Phwong phéap kiém soat
+ Tan sb kiém soat




Phan C: NOI DUNG CHINH

P THANH PHAM
© P 3 San xuat
¢ P 3.3 Kiém soat cac bwéc quan trong va san
pham trung gian
Loi hay gap:
+ Thiéu/khéng xac dinh dung buwdc/chi tiéu
trong yéu (BL ban thanh pham...)
» Thiéu gi¢i han cho phép cla cac chi tiéu kiém
soat
+ Thiéu phwong phap kiém soét
+ Thiéu tan so kiém soat

*



Phan C: NOI DUNG CHINH

P THANH PHAM

% P 3 San xuat

%
o P

3.4 Tham dinh va/hoac danh gia quy trinh

ASEAN GUIDELINE ON SUBMISSION OF
MANUFACTURING PROCESS VALIDATION
DATA FOR DRUG REGISTRATION

Loai tham dinh

Céac 16 tham dinh (s6 16, c& 16, ngay sx, noi
SX...)

Trang, thiét bi

Giai doan, chi tiéu trong yéu + pp danh gia
Gidi han chap nhan

Céach lay mau ‘




Phan C: NOI DUNG CHINH

" P THANH PHAM
© P 3 San xuat
¢ P 3.4 Tham dinh va/hodc danh gia quy trinh

ASEAN GUIDELINE ON SUBMISSION OF
MANUFACTURING PROCESS VALIDATION
DATA FOR DRUG REGISTRATION




# Tham dinh QTSX |a phwong thirc dé dam bao rang QTSX
c6 kha nang san xuat mét cach 6n dinh ra san pham co6
chat lwong dat yéu cau. N6 bao gom ca viéc cung cap cac
tai lieu chirng minh nhirvng bwéc trong yéu trong quy
trinh san xuat 14 6n dinh va tai lap. Mot QTSX da dworc
tham dinh 1a mét QT da dwoc chirng té rang n6 hoat déng
theo dung muc dich va chirc nang cua no.




R
T

Pang ky méi

e
[

Thay d6i/bd sung

# Khdng ap dung cho sx nguyén liéu

R
T

Ché pham sinh hoc/CN sinh hoc: can thém dir liéu




CAC LOAI THAM PINH QTSX

M
(-

Tham dinh tién lwong (Prospective Validation)

M
-

Tham dinh hoi clru (Retrospective Validation)

M
-

Tham dinh dong th&i (Concurrent Validation)

W
(-

Tai tham dinh (Revalidation)




YEU CAU NOP DU LIEU

Lwa chon 1.

€ Béo cao tham dinh clia 316 SX lién tiep, da dugc tham
dinh dat yéu cau.

#t Lwa chon 2: (khdng ap dung cho sf sinh hoc/CN sinh hoc, sf
sx theo QT phi chuan, dang BC dac biét)

€ BAo cdo phéat trién san pham; va

€ D lieu thdm dinh trén 1 16 pilot + Ké hoach tham dinh
trén cac 6 SX.

 Cam két:

o Tham dinh 316 SX lién tiép, dat yéu cau, trwéc khi sdn pham
dwoc dwa ra thi tredng.

o Nop béo céo theo thi gian biéu. *




YEU CAU NOP DU LIEU

#t Lwa chon 3: (sfda dwoc chap thuan b&i CQ tham chiéu)
© Cam két: cung ho so tham dinh ~ trwéc chap thuan
€ B&o cao thdm dinh/Ké hoach tham dinh

€ Tham dinh 3 16 SX lién tiép, dat yéu cau, trwdc khi san
pham duoc dwa ra thj trwdng.




KE HOACH THAM B|NH

M6 ta van tat QTSX + so d6 QTSX

b) Cac gd, chi tiéu chat lwong (Critical Quality Attribute,
CQA), thong so6 trong yéu (Critical process parameter,
CPP) (ban luan)

c) Tiéu chuan thanh pham (xuat xwéng)

d) Mo ta pp phan tich (TLTK)

e) IPC va gi®i han chap nhan

f) Cac phép thwr khac

g) Ké hoach lay mau (where, when, how)

h) Pp ghi va danh gia két qua
i) Thei gian biéu

j) Trang, thiét bj thiét yéu




h)
)
)
K)
)

m) Két luan va de xuat

BAO CAO THAM DINH

Tém tat
Gi&i thiéu

Théng tin vé cac 16 tham dinh (ngay sx, c¢& 16...)
Trang, thiét bi

Cac gd trong yéu va théng so (so’ d6 + mé ta QTSX)
Gi&i han chap nhan

Ké hoach lay mau (where, when, how)

Bang két qua

Phan tich |0

Panh gia dir liéu (+phan tich thong ké cac bién KS QT)
Panh gia dir liéu (so sanh vé&i gii han chap nhan)
Ban luan ve cac két qua sai léch/ko dat

*



THAM BINH HOI CcUrU

Phan tich xu hwéng + dir lieu QC

10-2010

M
-

M
-

Tinh Cp, P, (process capability index, process
performance index)




‘_L Cong thutc tinh

. USL — X X —LSL
= min :
((UCL —LCL)/2 " (UCL-LCL)/ 2]

C.(orP,)- min(USL— X X-— LSLJ

3c 30

Well Off-target / Relatively Close to Target / Very Little Deviation From Target
Too Much Variation Moderate Variation
LSL usL LSL usL
LSL usL

A

Cpk<1 Cpk=1 Cpk>1







Between/ Within Capability Sixpack of Ham lucng (%)

Individuals Chart of Subgroup Means Capability Histogram
UCL=102.259

S pecifications
LSL 95
X=100.902 USL 105

Individual Value

LCL=99.546
13 15 17 19 21 23 ! 5 99.0 100.5 1020 1035 105.0

Moving Range Chart of Subgroup Means Normal Prob Plot
UCL=1.667 AD: 0.342, P: 0.488

MR=0.510

o
=)
c
[

(-4
=)

=
>
o

=

LCL=0

100 102

Range Chart of All Data Capability Plot

UCL=4.897 StDev B/W Capa Stats

Btw 0.07951 p 1.67
Within ~ 0.9956 ' ' ' Cpk 137
_ B/W  0.9988 Overall PPM-B/W  20.44
R=2.316 Overall 0.9990 Pp 1.67
" || ppk 1.37
Cpm *

PPM-O  20.50

N
1

Sample Range




THAM BINH DPONG THO'

So6 16 sx/nam qua it
# Thudc tudi tho ngan

# Thuodc cap thiét




ANNEX B TABLE OF CONTENT OF PROCESS VALIDATION DOCUMENTATION

|. Document Submission (tick if submitted):

Document Check Box Enclosure Page
Development Pharmaceutics

) Report U
b)  Validation Scheme []
C) Validation Report

o Pilot batch ]

o 3 full production []

batches

Il. Details of Validation:

a) Manufacturing site at which the validation is carried out:

No. | Name of manufacturer Country

b) Type of Validation:
Retrospective
Prospective
Concurrent

Ooon

Others; please specify:



THAM PINH QTSX CUA
MOT SO DANG BAO CHE







KE HOACH THAM BINH QTSX VIEN NEN

t Cong thwc 10
# Trang, thiét bi chu yéu

M M6 td QTSX va thdng so6 quy trinh




DAP VIEN QUA TAO HAT UGT

Dugc chét —»@ Nghién

TD don
TD ra trong @ b
TD dinh TAA  nhao

ng NN
|
@ Xat hat
v

Say hat

Y
@ Sira hat




DAP VIEN QUA TAO HAT KHO

Dugc chat —»@ Nghién

TD don
TDratrong —— Trén

TD dinh rén
- / \
Dép vién to — % Can

@ Ray chon hat



DAP THANG

Dugc chét —»@ Nghién

TD don i
TDra A
TD dinh rén Q? L
TD tron l
U Dap vién




Giai doan

Cac thong so trong yéu (CPP)

Ray nguyén liéu (néu can)

COo ray

Trén bt kho

Thoi gian tron, toc do tron, khoi lwgng mé

Bao ché ta dwoc dinh 16ng

Lwong, nong do
Nhiét do

Nhao am/tao hat

Co mé

Thoi gian, toc do

Nhiét do

Toc dd thém TDD léng
Hé thong phun TDD ldng

‘ ’ Toc do
Nghién wét (néu co) Ap suat
Nhiét do
Xat hat wét qua ray Cao ray
2 Thoi gian say
Sely Phan b nhiét do say
Lam ngudi Thoi gian

Nhiét do




Giai doan

Céac théng so trong yéu (CPP)

Dap vién

Thong s6 may dap vién
Téc do dap

Bao ché dich bao (néu co)

Nhiét do
Tbc do/thdi gian tron

Bao vién

C& mé

Théng s6 ndi bao
Nhiét do

Tdc do phun

Vi tri sung phun
Todc do quay

TOc d6 thoi khi

In trén bé mat vién Téc do
' Nhiét do
, .. £ Théng s6 may
Dong goi so cap Téc d6
Nhiét do

Kiém soat moi trwdng

Pod am twong doi




KE HOACH THAM BINH QTSX VIEN NEN

t Ké hoach lay mau va gi®i han chap nhan




Giai doan

Ké hoach lay mau

Phép thwr

Gi&i han

chap nhan
[t nhat 3 mau tai it nhat 3|z, ., x.
Sy vi trifthéi didm  khac|Vat kKhol lueng do) ) 1
lam kho
nhau
~ A A S TB + 10%
D6 dong déu (BL) RSD < 5%
I1tonh'ét ,C%krr?,éu tai it nhat N&u cin:
Vi trl Khac nhau . DO tron chay g TC
« KLR
* Hinh thtre
Tron
. Hinh‘thu’c ‘
] gﬁ dongdeu |\ 555 pp
Lay mau hén hop . GH VSV: DD
> IEp@nl Khac: TC
 Gidihan VSV '

Khéac




7|

Giai doan Ké hoach lay mau Phép thir o
chap nhan
S 2 Khac Khac: TC
Fﬁnhjh&c‘
D6 dong deu
bL
n b6 bé
D én ;
L , D6 cing PDD: DD
Lay mau hén hop Po ra GH VSV: Db
Kich thuwéc Khac: TC
o h(‘)a’tan
Tap chat
Gidi han VSV

Khéc




Giéi han

Giai doan Ké hoach lay mau Phep thw chap nhan
‘ bL bL: TC
1 mau/1 noi bao Ham am Ham am/Dm:
/Dm ton duw ICH
IICE) nhat 10 vi tri/moi phan D6 ddng déu DDD: DD
Hinh thirc
A Ppd dong déu
Bao vien -
(d/v bao DC)
I ggc@n bbb: Db
Lay mau hon hop ) CUng GH VSV: DD
pora Khéac: TC
Po h(‘)altan '
Tap chat
Gidi han VSV

Khéac




Giai doan Ké hoach lay mau Phép thir AL
chap nhan
In Lay mau phan tang Hinh thirc TC
D6 6i Hinh thirc
9 991 4y mAu phan tang Tinh toan ven|TC
SO’ cap . .
cua bao bi
Kiém soat NI B
N Trong toan b QTSX b6 am tuwong|TC
mol trerong 3é;

# Thaoi gian lwu trir (holding time)




MINH HOA KET QUA

Thongsé6 Caidat Thuwctée
1
2




MINH HOA KET QUA

Ham lwong dwoec chat (%) sau khi trén

=
[V H]
c

1
2
3
4
5
6
4
8
9

[EEY
o

SD
RSD
Min
Max
TB-10%
TB+10%

Thei gian tron (phut)

15
32.6
32.3
32.0
32.0
34.1
32.2
34.4
35.0
32.4
33.1
33.0

1.1

3.3
32.0
35.0
29.7
36.3

20
33.0
34.9
32.1
34.3
32.6
33.3
33.8
32.2
33.5
33.9
33.4

0.9

2.7
32.1
34.9
30.0
36.7

25
34.8
32.7
33.2
32.1
34.6
32.5
34.9
33.8
33.8
32.3
33.5

1.1

3.2
32.1
34.9
30.1
36.8




MINH HOA KET QUA

M Say: : :
. Thong s6  Cai dat Thuc te
% Nhiét d6 dau vaolra 1
© Thoi gian say 2
€ Toc dd thdi khi

Ham am/dd déng déu ham am

Ham am (%)

Th&i gian say (phat)

30 45 60
3.09 1.72 1.38
3.36 1.72 1.40
3.30 1.98 1.40




MINH HOA KET QUA

#* Tron hoan thién (tréon ta dwoc tron, ra ngoai):
% Hinh thiec

Po ddng déu

DL BTP

Tap chat

Gidi han VSV

Do tron chay

KLR

D DD DD




3y clia bot

ay cua

y

Do toc do tron ch




Po toc dd tron chay cua bot




Po toc do tron chay cua bot

}

Chay rat tot 25 — 30¢°
Chay tot 30 — 38
Chay dugc 38 — 450
Két dinh 45 — 550

Rat két dinh > 550



i Panh gia kha nang tron chay va chiu nén

Chi s6 nén Carr (Carr’'s compressibility index - CI):

Dys — Dihong g
Cl= — > % %100

Dys

Chi s6 Hausner (Hausner ratio):

Dys

HR =
théng go



* Panh gia kha nang tron chay va chiu nén

Rat tot < 10 1,00-1,11
Tot 11 - 15 1,12-1,18
Kha 16 — 20 1,19-1,25
Chay dudc 21 — 25 1,26 — 1,34
Kém 26 - 31 1,35-1,45
Rat kém 32 —-37 1,46 — 1,59

Rat, rat kém > 38 > 1,60



| Thiét bi do thé tich biéu kién cta hat va bot

) g

=
==




MINH HOA KET QUA

#t Dap vién:

© Khdi lwong vién:
Khéi lwong vién (mg)

Thoi diém (phat)

60 75 90 105 120 135 150
511,4 513,4 509,8 5129 5114 5091
510,09 512,5 5105 508,5 510,3 503,4
510,6 510,6 5059 510,3 508,6 509,8
508,7 509,5 5052 509,7 509,4 512,0
512,4 503,9 507,8 514,3 508,0 513,3
506,8 509,7 514,4 511,3 509,4 513,7
513,7 513,5 512,4 510,7 509,5 506,1
508,2 511,6 508,1 511,5 504,8 508,7
515,6 511,2 508,9 5085 512,7 509,2
508,4 509,6 506,1 504,5 506,8 5074
510,7 5105 508,9 510,2 509,1 509,3

27 28 29 27 23 32
506,8 503,9 5052 504,5 504,8 503,4
515,6 513,5 514,4 5143 512,7 513,7

=
o1

Vién
1
2
3
4
5
6
7
8
9

10

n -
0O W




Individual Value

Between/Within Capability Sixpack of Weight (mg)

Capability Histogram

Individuals Chart of Subgroup Means

Moving Range Chart of Subgroup Means

2

o
<)
c
©
o
£ 17
>
)
=

o
1

S Chart of All Data

Sample StDev

UCL=511.430

X=509.567

LCL=507.703

UCL=2.289

MR=0.701

LCL=0

UCL=4.527

LCL=0.748

49 500 504 508 512 516 520

Normal Prob Plot
AD: 0.164, P: 0.942

Specifications
LSL 495
USL 520

510

Capability Plot

StDev
Btw 0
Within 2.712
B/W 2.712
Overall 2.657

B/W

Overall

Capa Stats
Cp 1.54
Cpk 1.28
PPM-B/W  59.73
Pp 1.57
Ppk 1.31
Cpm *
PPM-O 43.17




MINH HOA KET QUA

Dap vién (cac chi tiéu khac):
< Do cung
% POobd

o ra

» D

D6 hoa tan

M Epvi

# Pong goi




Erweka VDT vacuum leak tester




KE HOACH THAM DPINH CAC DANG

BAO CHE VO KHUAN

# Cong thwc 10
# Trang, thiét bi chu yéu

M M6 ta QTSX va thdng so quy trinh




‘ Céac giai doan co’ ban dé sx dung dich thudc tiém




Giai doan Cac théng so trong yeu (CPP)
« Toc dé khuay

. Thoi gian khuay
Hoa tan  Nhiét do

« COomeée

. (N(‘“)ng dé khi)

« Vatliéu loc, c& 10 loc
Loc « Ap suét, toc dd

« COomeé

« Thé tich

« Tbc do

 Nhiétdo

. (Khi)

. Nhiét d, ap suat

. Thoi gian tiét khun
« Thoigian lam kho

« COmeé

Chuanbi |...

Xelyong ...

Pong 6ng

Tiét khuan




KE HOACH THAM DPINH CAC DANG

BAO CHE VO KHUAN

# Ké hoach lay mau va gi®i han chap nhan




£ I

Giai doan

Ké hoach lay mau

Phép thir

Gi’c’ri han
chap nhan

Hoa tan

b6 trong, mau
Pd dong nhat?
bL

Tap chét

pH

ASTT

Khac

Theo TC

Loc

Mang loc

Tinh toan ven
cua mang
(trwdrc/sau loc)

Theo TC

b6 trong, mau
Pd dong nhat?
bL

Tap chat

pH

ASTT

Khac

Theo TC




Gi&i han

Giai doan Ké hoach lay mau Phép thur p N
chap nhan
.z x * Hinh thirc
bong 6ng |10 mau? . Thé tich Theo TC
 Phan bo nhiét
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Buong pha ché vé khuan

Phép thur Gi®i han chap nhan
Toc dé dong khi 0,45 + 20% m/s

Pong nhat

AT CEm W1l Khong xoay trén

DOP (Di-Octyl Phthalate) test:
RO ri mang loc HEPA |+ < 0,003% (filter media)
* 0 (mounting joints)

Tiéu phan la (khdng|= 0,5 um: < 3500/m3
phai VSV) >5,0pum: < 1/md

VSV < 1 CFU/dia

Ap suat 10 — 20 mm ¢t nwdc




Buodng tiét khuan dung nhiét kho

Phép thur Gi&i han chap nhan
Phan bd nhiét do o
(12 diém, sau 60 phut) 290 = 270°C
Mdrc do gidm ndi doc t6 VK | = 3 log




Tiét khuan dung nhiét am

s MO ta QT:
€ Thiét bj
€ Chu trinh tiét khuan
% Thong sO & gi¢i han chap nhan: t°, P, F,

© Phuwong phap kiém soat, danh gia




Tiét khuan dung nhiét am

# Tham dinh va/hodc danh gia:
© Phan bd va truyén nhiét (Heat distribution and penetration
study):
< Phwong phap & tiéu chuan chap nhan
< So db bb tri dau do nhiét dd, chi thi héa hoc, sinh hoc...

< So dd sap xép vat can tiét khuan (cht y nhirng diém
“Ianh”)

% Két clia 3 chu trinh lién tiép (dat)

*



Tiét khuan dung nhiét am

# Tham dinh va/hodc danh gi&:

© Hiéu qua tiét khuan trén VSV (Microbiological challenge
study):

)

»* Thong tin VSV

’0

% COA cla chi thj (+ dinh tinh, sw dé khang, dd 6n dinh)

R

% Suw dé khang cua VSV
< Két qua (SAL < 10)

*

*
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Operator: Karine Tasset Vessel: 7 Operator: Karine Tasset Vessel:
Process: Product: ' Process: Product: ’
Session Start: 15-09-2011 08:50:00 Time Zone: Paris, Madrid (heure d'été) (UTC offset Session Start: 15-09-2011 08:50:00 Time Zone; Paris, Madrid (heure d'été) (UTC offset
Session Stop: 15-09-2011 10:33:35 02:00:00) Session Stop: 15-09-2011 10:33:35 02:00:00)
Session Name: Sterilization @ 122°C with vacuum pulses Velidalion Soutont Session Name: Sterilization @ 122°C with vacuum pulses Validation Solutions
Session Text: Session Text:
Validation Report EN 17665 121 deg ¢
Summary Report
Total Test Result Passed
Name Fluctuation (°C) Deviation
Name: Validation Report LC1 182 6.4 mbar
Description EN 17665 121 deg ¢ less than 800 liters c2 196 41.9 mbar
- channel 16 deselected Validation Report C3 180 3.5 mbar
Here the user has the option of selecting validation 58 181 33 by
LCcs 191 16.8 mbar
report as per EN 554 or EN 17665 or can define the || c¢ 1.85 15.8 mbar
Input Parameters validation report as per own SOP. \c7 193 38.6 mbar
Process Temperature 12111°C Lca 191 32.6 mbar
Process Temperature Band (K): 3.00 The user can store pre-defined templates as per the |LC9 183 11.4 mbar
Maximum Temperature Difference (K): 2.00 required parameters and can select the required LC10 1.88 143 mbar
Maximum Equilibration Time: 00:00:15 format. The software automatically calculates the |12 L2d 124 mbar
Minimum Holding Time: 001200 data and validation report and will be prepared 1e1e 192 b
Maximum Pressure Deviation: 100.0 mbar RN $ Lc13 181 6.4 mbar
within a minute. LC14 187 12.1 mbar
The validation report includes the Equilibration LC1S 184 14.7 mbar
Equilibration Time time, Process band, Difference band, Saturated
ko . - steam analysis, Lethality calculation etc. 8 -
SPINOND i otar sepmtly e s LSy Ceton
Equilibration Duration: 00:00:00 indicate whether it pass or fail in each section. If Lethality - Max, Pressure Deviation 100.0 mbar
Mas. allowed Equilibration Duration 00:00:15 failed, the user can identify the problem and rectify |Lethality - Min. Saturated Steam Duration: 00:15:00
Equilibration Test Result: Passed the issues accordingly and repeat the test after Lethality - Min. Lethality value: 0.00
clearing the issues to get the pass result. Lethality - Reference Temperature: 12111°C
Earlier FDA was insisting validation report as per for |Min. Temperature for Lethality-Calculation: 91.11°C
Process band EN 554 which was very stringent . But off late it was |Lethallty - Z-Value: 10°C
Holding Start Time: 15.09-2011 093100 [changed to EN 17665, which is more simpler and ~ |Lethality time: 15-09-2011 09:31:00 - 15-09-2011 10:01:40
Holding End Time: 15-09-2011 10:01:40 easy to pass. Lethality - D-Value: 1.00
Holding Duration: 00:30:40 Here you can see that Validation report prepared as
Min. allowed Holding Duration 00:15:00 per EN 17665 and the test result is Passed. - .
Holding Test Result: passed Individual Analysts
Name Lethality Value  Lethality Value Saturated Steam Duration Saturated Steam Duration
Difference Band Status Status
Difference Temperature (K). 0.63 Lethality - LC 1 (Saturated Steam) 4801 Passed 00:30:40 Passed
Max, Allowed Difference Temperature (K) 2.00 Lethality - LC 1 (Normal) 48.01 Passed N/A N/A
Selected dataseries: LC1,LC2 LC3, LC4, LC5,LCH, LCT, LCS, LCY, LC10, LC1Y, LC 12, LC Lethality - LC 2 (Saturated Steam) 4761 Passed 00:30:40 Passed
13,LC14, LC15,LP17 Lethality - LC 2 (Normal) 4761 Passed N/A N/A
Difference Temperature Test Result: Passed Lethality - LC 3 (Saturated Steam) 4762 Passed 00:30:40 Passed
Lethality - LC 3 (Normal) 47.62 Passed N/A N/A
Lethality - LC 4 (Saturated Steam) 4747 Passed 00:30:40 Passed
Saturated Steam Analysis Lethality - LC 4 (Normal) 4747 Passed N/A N/A
P X Lethality - LC 5 (Saturated Steam) 47.60 Passed 00:30:40 Passed
ressure Deviation: 41.9 mbar "
Max. Pressure Deviation: 100.0 mbar Lethal!ty - LC5 (Norma} 4760 passed e A
Priisiiva et Tt Rasult Paisad Le!haI!ty - LC 6 (Saturated Steam) 4764 Passed 00:30:40 Passed
Lethality - LC 6 (Normal) 47.64 Passed N/A N/A
Lethality - LC 7 (Saturated Steam) 4827 Passed 00:30:40 Passed
Lethality - LC 7 (Normal) 48.27 Passed N/A N/A
Lethality - LC 8 (Saturated Steam) 4841 Passed 00:30:40 Passed
Lethality - LC 8 (Normal) 4841 Passed N/A N/A
Lethality - LC 9 (Saturated Steam) 4817 Passed 00:30:40 Passed
Operator/Date: Lelhati!y - LC 9 (Normal) 4817 Passed N/A N/A
Lethality - LC 10 (Saturated Steam) 4573 Passed 00:30:40 Passed

Operator/Date:




KE HOACH THAM DPINH CAC DANG

BAO CHE VO KHUAN

# Pha ché vd khuan: Nghién ciru md phéng (media
fills)
% 31an lién tiép (dat)
« S6 don vi déng goi: 5000 - 10000




MOT SO
DANG BAO CHE KHAC




Vién déong khé



i CATALIN

FOR OPHTH{ALMIC USE
iP S

Tablets for ophthalmic use






Malaria Journal 2009, 8(Suppl 1):S7

Figure 5

Step-by-step instructions on how to make up the dispersible
AL tablets for easy administration to children. The tablet
disperses in a small amount of water to produce a sweet-
tasting solution.

Figure 4
Coartem® Dispersible packaging.




NDC 0071-0418-!
% Sublingual Tablets Rxom o ¢

Nitrostat®

(Nitroglycerin
Tablets, USP)
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Distributed by

arke-Davis .
Div of Pfizer Inc, NY, NY 100"
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I Only

Bayer HealthCare

NDC 0085-1722-01
Pharmaceuticals

ADALAT® CC

(nifedipine)
Bayer HealthCare Pharmaceuticals Inc.

‘Wayne, NJ 07470
Made in Germany

Distributed by:

MERCKCO.INC.

Schering Corporation, a subsidiary of

08917615
Extended Release Tablets
90 mg
100 Tablets
Manufactured by:

B

A
BAYER

E

R

RECOMMENDED STORAGE: STORE BELOW 86°F (30°C).
PROTECT FROM LIGHT. PROTECT FROM MOISTURE.
Each tablet contains 90 m g nifedipine.

Tablets should be swallowed whole, not bitten or divided.
DOSAGE: See accompanying prescribing information.
Dispense in tight, light resistant containers (USP).

© 2002 GSM







Cac gd trwére dong nang ~ vién nén
£

Pbong nang:
Thong so thiét bi
Hinh thirc

Chiéu dai

Khac: ~ vién nén (ko c6: dé cirng, d6 bé)

> D DD

W
(-

Nang ctrng chira pellet caa NSX khac: Phai co HS
tham dinh QTSX pellet

+
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Bao ché dich vé nang

# Bao cheé dich dwoc chat

# Pong nang




THUOC DUNG QUA DA VA NIEM MAC
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% DUNG DICH THUOC




HON DICH THUOC




NHU TUONG THUOC

500 mL

20%
INTRAVENOUS
FAT EMULSION

“I Liposyn® Il I Liposyn® Il

100/0 E;IP%;OYN" I

INTRAVENOUS
FAT EMULSION




THAM PINH QTSX VO1 CACH TIEP CAN
CHAT LUONG THEO THIET KE

# Annex C: tam hoan




THAM BINH QTSX V1 CACH TIEP CAN
CHAT LUONG THEO THIET KE

# ASEAN guideline on submission of manufacturing
process validation data for drug registration — Annex C

# |CH Q8(R2) Pharmaceutical Development (Aug 2009)
# |CH Q9 Quality Risk Management (Nov 2005)
# |CH Q10 Pharmaceutical Quality System (June 2008)

! |CH Q11 Development and Manufacture of Drug
Substances (Chemical Entities and
Biotechnological/Biological Entities) (May 2012)

+




THAM PINH QTSX VO1 CACH TIEP CAN
CHAT LUONG THEO THIET KE

# Quality by Design (QbD)

f Stages:
% Stage 1 — Process Design (PD)
%  Stage 2 — Process Qualification (PQ)
% Stage 3 — Continued Process Verification (CPV)




THAM DINH QTSX VO'I CACH TIEP CAN
CHAT LUONG THEO THIET KE

CL dwoc ddm bao qua kiém soat, CL dwoec tich hop trong qua trinh

kiém nghiém thiet ké CT va QT, dwa trén div
liéu khoa hoc

D@ liéu khong co sv lién két chat D@ liéu chira nhiéu kién thirc va

ché, khéng cho thay blrc tranh hiéu biét vé CT va QTSX san

chung san pham pham

TCCL dva trén danh gia cac 16 TCCL dwa trén hiéu qua cua san

da SX (batch history) pham

QTSX it thay doi, khong khuyén  QTSX c6 thé thay doi trong

khich thay dbi khéng gian thiét ké, cho phép SX
lién tuc

Chu y vao dé tai lap Chu y vao dé sai léch

(reproducibility) (robustness)
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Example 1: Response graphs for dissolution are depicted as a surface plot (Figure 1a)
and a contouwr plot (Figure 1b). Parameters 1 and 2 are factors of a granulation

operation that affect the dissolution rate o
amount, granule size.)

Dizsolution {%)

Figure 1a: Hesponse surface plot of
dissolution as a function of two
parameters of a granulation operation.

Dissolution above 80% is desired.

Purasnslar 2

Design Space
{non-linear combinasion)

- - - -
T I
Parameter 1

Figure 1c: Design space for granulation
parameters, defined by a non-linear
combination of their ranges, that delivers
satisfactory dissclution (ie., >80%).

f a tablet (e.g., excipient attribute, water

o/

Dissalution (%]
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N
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a7 w4 &k B S0 A3 W S8 W &

Pararmnetar 1

Figure 1b: Contour plot of dissolution
from example 1a.

Paramater 1

Design Space ( N

linear combination) . }
O T A N T L =
Parameter 1

Figure 1d: Design space for granulation
parameters, defined by a linear
combination of their ranges, that delivers
satisfactory dissolution (i.e., >80%).
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Phan C: NOI DUNG CHINH

P THANH PHAM
© P 3 San xuat
¢ P 3.4 Tham dinh va/hodc danh gia quy trinh
L6i hay gap:
+ B&o céo chwa dung mau, thiéu théng tin
+ Thiéu/khébng xac dinh dung bwdc/chi tiéu
trong yéu (BL ban thanh pham...)
+ Thiéu thoéng tin vé 16 SX, trang, thiét bi...
+ S0 liéu tham dinh khdng day du
+ S dung NL ban dau la pellet... & Tham dinh

*




Phan C: NOI DUNG CHINH

t P THANH PHAM
« P 4 Kiém tra ta dwoc
+ Chitiéu chat lvong
* Phuwong phap thw
¢ Cha y: hat tro, vo nang, ta dwoc bao, ta duoc
mau, diéu hwong, vi




Phan C: NOI DUNG CHINH

t P THANH PHAM
« P 4 Kiém tra ta dwoc
L6i hay gap:
e Thiéu TCCL cho pellet, hat tro
+ Thiéu TCCL t4 dwoc mau, diéu hwong, vi...
+ Thiéu TCCL vd nang cing
+ TCCL so sai va thiéu PP thir
+ Thiéu thanh phan pellet, hat tro, hdn hop ta dwoc
mang tén thwong mai (Opadry...)

*




Phan C: NOI DUNG CHINH

# P THANH PHAM
€ P 5 Kiém trathanh pham
Céc chi tiéu chat lwong c6 phu hop véi:

Dang bao ché?

L

&
LY

%
L

Nghién ctru, phat trién?

QTSX, thdm dinh QTSX?

%
L

&
LS

L

Nghién ctru dé 6n dinh?

Cha y thém P 5.4 Batch analysis




Phan C: NOI DUNG CHINH

# P THANH PHAM
© P 7 Hé thong bao bi déng géi
¢t TCCL cua tat ca cac thanh phan bao bi
¢ Chi tiét: mau sac, kich thwace, vat liéu...




Phan C: NOI DUNG CHINH

t P THANH PHAM
« P 7 Hé thong bao bi déng goi
L6i hay gap:
¢t Thiéu TCCL cia mot bd phan bao bi
¢ Bao bi khdng phtu hop véi mau thudc va phan
khac cua HS
& Thiéu mé ta kich thwdc, mau sac, vat liéu bao
bi...
& Thiéu pp tht trong TCCL
¢ Bao bi v khuan nhwng khdng co6 chi tiéu chat
lweng chirng minh
-+




Phan C: NOI DUNG CHINH

. P THANH PHAM
< P 8 D6 6n dinh cua thanh pham
ASEAN GUIDELINE ON STABILITY STUDY OF
DRUG PRODUCT




Muc tiéu: xac dinh tudi tho

Pham vi ap dung: TP NCE, Generics, Variations (trw:
ché phdm sinh hoc, vitamin, mudi khoang)

Chap nhan ICH: trir dk Zone IVb (30 % 2°C/75 % 5%)

Noi dung:

%
L

Thiét ké nghién ctru

%
L

Mau hoé so phai nép

Phu luc khac

&
L




THIET KE NGHIEN CUU

" Phép thir dd on dinh d/v anh sang
Toi thiéu 1 16 dau tién (néu can) - ICH Q1B.

2t Lwa chon 16 thr Danh muc DC én dinh
Duwoc chat méi (NCE): =23 16
Generics and Variations:
- Dang BC quy wé&c va DC 6n dinh: = 2 16 (pilot).
- Dang BC déc biét hodc DC ko 6n dinh: = 316

(2 16 pilot).
QTSX: ~ thwc.
DC: lay & cac 16 khac nhau (néu co thé, ).
Bao bi: nhw loai sé lwu hanh trén thi trwedng.

Nhiéu ham Iwong, g/c ddng géi: bracket/matrix design. *




THIET KE NGHIEN CUU

# Chi tiéu chat lwong can danh gia (4.4):
€ Tly thudc vao dang bao ché.
% Toan bo chi tieu trong TCCL?

€ Chat bao quan, chong Ox?

& C6b can danh gia tét ca cac chitiéu tai tat ca cac thoi

diém khéng?

+




THIET KE NGHIEN CUU

# Chi tiéu chat lwong can danh gia (4.4):

€ \/ién nén: hinh th&c vién, mui, mau sac, dinh lwong,
cac san pham phan huy, dé hoa tan (dd ra), HL

nwéc va dd cirng/ddé bor...

£ Vién nang cwng: hinh thic vién, mui, mau sac, dinh

lwong, cac sdn phdm phan huy, dé hoa tan (d6 ra),

HL nwd&c va gidi han VSV...

*




THIET KE NGHIEN CUU

# Chi tiéu chat lwong can danh gia (4.4):

€ Vién nang mém: hinh th&c vién, mui, mau sac, dinh
lwong, cac sdn phdm phan huy, dé hoa tan (d6 ra),
gi&éi han VSV, pH, dé kin va sw tao mang, sw két

tua/duc trong rudt nang...

« Nhi{ twong: hinh thic (tdch pha), mui, mau sac,
dinh lwong, cac san pham phan huy, pH, do nhét,

giéi han VSV, ham Ilwong chat BQ, phan bo KT

giot... *




THIET KE NGHIEN CUU

# Chi tiéu chat lwong can danh gia (4.4):

€ Dung dich udng: hinh th&rc (d6 trong, ket taa), mui,
mau sac, dinh lwong, cac san pham phan huy, pH,

dd nhaét, gidi han VSV, ham lwong chat BQ...

€ Hbn dich udng: nt + kha nang tai phan tan, dac tinh

lwu bién, phan bd KT tiéu phan...

*




THIET KE NGHIEN CUU

# Chi tiéu chat lwong can danh gia (4.4):

© B6t pha dd/hd ubng: hinh thirc, mui, mau sac, dinh
lwong, cac san pham phan huy, ham lwong nwéc,

thoi gian phan tan lai...

Dd/hd pha lai: danh gia nhw dd/hd udng...




THIET KE NGHIEN CUU

# Chi tiéu chat lwong can danh gia (4.4):

€ Thubc phun mu: hinh thirc, mui, vi, mau sac, dinh
lwong, cac san pham phan huy, dinh lwvong déng
dung méi (néu can), dé dong déu giira cac lieu, so
lieu ghi trén nhan dap wng dé dong déu giira cac

lieu, phan bo KTTP khi lwe hoc, HL nwdc, toc do

rd ri, kha nang cung cap thudc ctia van, cac chat thoi

tlr bao bi... Cha y vi tri lwu mau.

*



THIET KE NGHIEN CUU

# Chi tiéu chat lwong can danh gia (4.4):

€ Thubc xit mdi: hinh th&ec, mui, dd trong, mau sac,
dinh lwong, cac san phdm phan huy, HL chat bao
quén va chong Ox, gi®i han VSV, pH, tiéu phan lIa,

do dd gitra cac lieu xit, , so lieu dap rng dd dong

deu gilra cac lieu, phan bo KT giot, cac chat thoi

twr bao bi...

*




THIET KE NGHIEN CUU

# Chi tiéu chat lwong can danh gia (4.4):

€ Ché pham dung ngoai: hinh thirc, mui, do trong, mau
sac, dinh lwong, cac san phdm phan huy, HL chéat

bdo quan va chong Ox, gi&i han VSV, pH...

€ Ché pham dung cho mat, tai: nt + dé vd khuan, tiéu

phan la, thé tich...

*




THIET KE NGHIEN CUU

# Chi tiéu chat lwong can danh gia (4.4):

€ Thubc dat: hinh thirc, mau sac, dinh lwong, cac san
phdm phan huy, KTTP, khoang bién dang, do ra,
doé hoa tan, gi¢i han VSV...

© Thubc tiém thé tich nhd: hinh thdc, mau sac, do

trong, dinh lwong, cac sdn pham phan huy, HL chét
bdo quan, tiéu phan la, pH, dé vd khuan, chat gay

sot/ndi doc to VK...




THIET KE NGHIEN CUU

# Chi tiéu chat lwong can danh gia (4.4):

© Thubc tiém thé tich I&n: hinh thdc, mau sac, do
trong, dinh lwong, cac sdn pham phan huy, HL chat
bdo quan, tiéu phan la, pH, dé vd khuan, chat gay

sot/ndi doéc to VK...

« Miéng dan trén da: hinh thirc, dinh lwong, cac san
phdm phan huy, sw GP DC in vitro, sw r0 ri, gioi

han VSV/dé VK, lwc két dinh...




THIET KE NGHIEN CUU

# Chi tiéu chat lwong can danh gia (4.4):

€ Ché pham dong kho: hinh the, dinh lwong, cac san
phdm phan huy, HL chat bado quan, pH, dé vo
khuan, chat gay sot/ndi déc to6 VK, thei gian hoa

tan...




THIET KE NGHIEN CUU

# Tan so danh gia:

Nam dau: 3 thang/lan
NER V% 6 thang/lan
Cacnamsau: 12 thang/lan

Ldo hoa cap téc: = 3 thoi diém (0, 3, va 6 thang)

<& Thidu sé liéu tai mét vai thoi didém (3, 9 thang...)??2?

+




THIET KE NGHIEN CUU

Nghién ctru Cac ché pham |Tan sé thir nghiém
Dai han NCE, Generics va 0,3,6,9, 12, 18, 24
(Real Time) cac thay déi (MaV va |thang, hang nam

MiV)

cho dén hét han

ding dé xuat

L&o hod cap toc
(Accelerated)

NCE, Generics, va
cac thay doi (MaV va
MiV)

0, 3, va 6 thang

Thay the l&o hoa cap
toc (Alternatives to
accelerated study)

Generics, va cac thay
doéi (MaV va MiV)

0, 1, va 3 thang

-+




THIET KE NGHIEN CUU

t PiOu kiOn bJo quin:

Loai bao bi/nghién ciru Pieu kién bao quan
Dai han (cho céc ché pham chira trong 30°C =+ 2°C
bao bi so cap tham hoi nwéc) 75% =+ 5%
Dai han (cho céc ché pham chira trong 30°C =+ 2°C
bao bi so cap khong tham hoi nwde)
Nghién clru céap toc 40°C = 2°C
75% = 5%
Diéu kién khac nghiét 40°C =+ 2°C/75% = 5%
hoac KN hon

<& Pidu kién bao quén khéc didu kién IVb??? !




THIET KE NGHIEN CUU

# Poi véi thuoc cé6 dung méi/chat dan than nwéc

dwng trong bao bi so’ cap ban tham:

a Dieu kién Dir liéu phai ndp
Nghiéen curu - : X: oro: R
bao quan toi thieu
.. 30°C =& 2°C ;
Dai han 350 -+ 5% 12 thang
Lao hpé 40°C & 2°C 6 than
cap toc < 25% J

= Panh gia sw mat nwdec.




THIET KE NGHIEN CUU

# Panh gia sw mat nwéc (water loss):

% 25% & 40°C * 2°C/< 25%, 3 thang: c6 y nghia (tri

TH thé tich < 1 ml ho&c don liéu).

€ Co0 thé ngoai suy tvr NC & d0 &m cao:

30°C / 75% RH 2,6 (100-35)/(100-75)

40°C / 75% RH 3,0 (100-25)/(100-75)




THIET KE NGHIEN CUU

. Cac thanh pham thudc dw kién bao quan trong

tu lanh:
Nghién ctru Dieukien | Dwlieuphal | o050,
bao quan nop toi thieu
Dai han 50C =+ 3°C 12 thang T6i thiéu 3
Lao hoa 25°C =+ 2°C . X L. Z
cAp the 60% + 5% 6 thang TOi thieu 3
= DPanh gia sw mat nwdce (d/v bao bi ban tham).

+




THIET KE NGHIEN CUU

t Cac thanh pham thuoc dw kién bao quan déng lanh:

Pieu kién Dir liéu phai nép

AU IENT bao quan t6i thidu

Dai han -20°C £ 5°C 12 thang




THIET KE NGHIEN CUU

#t Poi véi cac thanh pham thuoc NCE:
Nghién ctru Dieukien | Dwlieuphai | o050,
bao quan nop toi thieu
.. 30°C £ 2°C . L. s R
Dai han 7504 + 5% 12 thang TOi thieu 3
Lao hoa 40°C = 2°C , .
cAp tc 7504 + 5% 6 thang Toi thieu 3

+




st Poi voi thudéc Generics:




ghién

Piéu kién

Div liéu phai

tru bao quan |nodp téi thiéu 2o ot
ai han | 30°C *+ 2°C 6thang |Toi thiéu 2 16 doi véi dang
75% = 5% bég ché qui wéc va duwoc

chat bén virng

12thang |Toi thieu 3 16 doi voi dang
bég ché dé]c biét hoac dwoc

chat kém bén virng
&0 hod | 40°C + 2°C 6thang |TGi thieu 2 16 doi voi dang
aptoc | 75% = 5% bao ché qui wéc va duoc

chat bén virng
Toi thiéu 3 16 dbi voi dan
bao ché dac biét hoac dwo

chat kém bén virng




. Poi v&i cac thay doi/bo sung:




MaV

Pieu kién | Dir liéu phai £ ra or
. . : N SO 16 thw
clru bao quan | nop toi thieu
Dai han | 30°C =+ 2°C 6thang |Téi thiéu 2 16 dbi véi dang
75% = 5% bég ché qui wéc va duoc
chat bén virng

Toi thieu 3 16 doi voi dang
bég ché dé]c biét hoac dwoc

chat kém bén virng
L&o hoa | 40°C =+ 2°C 6thang | TOi thiéu 2 16 doi voi dan
cap téc | 75% =+ 5% bao ché qui wéc va duwo

chat bén virng

Toi thiéu 3 16 dbéi voi dan
bég ché dé;c biét hoac dwo
chat kém bén

~




MiV

Pieu kién | Dir liéu phai £ ra or
. . : N SO 16 thw
clru bao quan | nop toi thieu
Dai han | 30°C =+ 2°C 3thang |T6i thiéu 2 16 dbi véi dang
75% = 5% bég ché qui wéc va duoc
chat bén virng
6thang | Toi thieu 3 16 doi voi dang
bég ché dé]c biét hoac dwoc
chat kém bén virng
L&o hoa | 40°C =+ 2°C 3thang | TOi thiéu 2 16 doi voi dan
cap téc | 75% =+ 5% bao ché qui wéc va duo
chat bén virng
6 thang Téi thiéu 3 16 déi v&i dan

bao ché dac biét hodc dwo

~

chat kém bén




THIET KE NGHIEN CUU

# PO 6n dinh khi st dung:
« M6 phong dwoc thue té sir dung thudc.
© Thoi diém thi: gitra, cudi han dung khi st dung.

e =216 (pilot).

© Nén thwc hién tai thoi diém dau va cudi cua

nghién cu dd 6n dinh dai han.

+




THIET KE NGHIEN CUU

# V&i nhivng DC hodc dang BC rat kém on dinh:

€ LHCT (40°C =% 2°C/75% = 5%): ko thuc hién.

“ Vb (30°C = 2°C/75% = 5%): kém 6n dinh.

« NC & dk it khac nghiét hon: 25°C % 2°C/60% =+ 5%.

% Nhan: “dwdi 25°C”.

+




DANH GIA KET QUA

M Bién doéi dang ké (d/v LHCT):
% Ham lwong giam = 5% / khéng dat.
€ San pham phan hdy vwot qua gidi han.

% Ko dat cac chi tiéu tinh chat, vat ly...

% Khbéng dat chi tiéu pH.

% Khong dat do hoa tan (12 vién).




DANH GIA KET QUA

3. APPENDICES

Appendix A: Decision Tree for Data Evaluation for Retest Period or Shelf

Life Estimation for Drug Substances or Products (excluding Frozen
Products)

No extrapolation; shorter
E?:buil]?:; Edtaj(;rnp;ﬁt retest period or shelf life and
attributes at all storage datg Cm'ﬁ.'n:il% excursions 1
conditions and evaluate can be called tor; statistica

- analysis if long-term data
each artribute separately show variability

Yes

Signaficant
change at accelerated
condition within
3 months?

No

Y
No extrapolation; shorter

Significant Significant

change at accelerated Intended change Yes retest period or sheli_' ]i_fe
condition within to be stored in a at intermediate ——» can be called for: statistical
6 months? refrigerator? condition? analysis 1f long-term data

show variability




DANH GIA KET QUA

Lap bang hodc v& biéu dé dir liéu

Khéng ngoai suy; tudi tho ngin
homn va c¢6é thé yéu cau thém dir liéu

A 4

dé 6n dinh cho tat ca chi tiéu chat Co
lwong tai tat ca diéu kién bao
quan va danh gia méi chi tiéu mét
cach doc lap

Cé sur bién dbi co ¥
nghia sau 3 thiang
béo quan & diéu
kién cap toc?

Co

C6 sir bién d6i c6 ¥
nghia sau 6 thang bao
quéan & didu kién cép
tée?

Drr kién bao quan
trong tu lanh?

Khong
Khéng cho (1)
Dit lidu dai han cho hodc (2) hodc
thay: (1) it bién d6i cho ca hai

hodc khéng bién ddi
theo thai gian va (2)
it dao déng hodc
khong dao dong?

Co cho cé hai

d6 6n dinh khi van chuyén:
thire hién phén tich théng ké néu di
liéu dai han cho thay si dao déng

Khéng
Khéng ngoai suy: tudi tho ngan
homn: thiyre hién phan tich thong ké
néu dir liéu dai han cho thay sy dao
dong
Khoéng

Khéng cho (1)

hodc (2) Néu durge cing ¢é bai dix

liéu hé tro co lidn quan:
Y =161 X + 3 thang

1) Dit liéu dai han ¢6 thé
dem phan tich théng ké
va (2) phan tich thong ké
da duoc thire hién?

C6 cho ca hai

Néu duroc ciing ¢b boi
phan tich théng ké va dir
| liéu hé tro ¢o lidn quan:

Y =161 1.5X. nhueng
khéng qua X + 6 thang




CAC VAN BE KHAC

M Cam két vé do on dinh:
© Tiép tuc NC dé xac dinh tudi tho (= HD).
« NC da so 16 quy dinh.

% NC & dung DK bao quan quy dinh.

f Ho so tai liéu: mau bao cdo tham khao

#2 Ghi nhan: han dung

+

sau khi m& nap, sau khi pha lai...




CAC VAN BE KHAC

Vi du ghi nhan

“Khdng bao quan & nhiét
dé qua 30°C”
“Bao quan & nhiét do6 duwoi
30°C”
“Bao quan trong td lanh
(2°C dén 8°C)”

“Bao quan trong
tu déng lanh”




CAC VAN PE KHAC

M Thudc kém o6n dinh khi thie LHCT (40/75)
M Thuéc kém 6n dinh khi thir & dk thworng (30/75)




# Thiét ké rat gon:

Ham lwong 50 mg /5 mg 100 mg
LO 2 1|2 1123
15 ml T T|T|T
Kich c& bao bi | 100 m]
500 ml T T|T|T




t Ngoai suy so liéu:

%
L

D& liéu: DK thuwdng (2 12 thang) — Ngoai suy
LHCT (= 6 thang) — Support

Phan mém: SAS Stability programs (FDA), Stab
for R ( http://pkpd.kmu.edu.tw/stability/ ), Minitab...

: Ngoai suy cho tat ca cac chi tiéu: HL, tap chat, do HT...

Han dung xin dk: khéng qua gap ddi va khéng quéa 12

thang so véi thoi gian thir nghiém (so dd khoi).



http://pkpd.kmu.edu.tw/stability/

DU POAN TUBI THOQ

Tu6i tho dy doan

Thoi diém (théni




Assay (%)
85 90 95 100 105 110 115 120

80

Shelf life = 17 months/weeks (PgDn to switch plots)

N — batch# 1
— batch# 2
_ — batch# 3

T T T T T T T T T T T T T T T T T T T T
0 2 10 15 20 25 30 35 40 45

Time (months)
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C1-T
Batch

Batch1
Batch1
Batch1
Batch1
Batch1
Batch1
Batch
BatchZ
Batch2
Batchz
BatchZ
Batch
Batcha
Batch3
Batch3
Batch3
Batch3
Batchi

C2
Time

0
3
b
9

12
18

12
18

12
18

C3
Assay (%)
103.7
102.9
101.5
100.5
99.4
97.6
103.5
101.9
101.0
100.6
99.6
98.2
103.4
102.2
101.9
100.8
99.7
98.5

C4
pH
5.90
567
522
5.39
5.49
6.18
5.89
5.25
521
5.38
537
5.97
5.46
5.50
6.09
544
5.32
6.09

C5
Impurities (%)
0.10
0.14
0.14
0.24
0.28
0.28
0.10
0.13
0.15
017
0.21
0.25
0.14
0.15
0.20
0.23
0.24
0.26

Ch

Cr-T C8-T
Specification limits
Assay 90 - 110%
pH 5-T
Impurities MMT 1%

Cc9



Assay Stability Study | Batch Batchl
y=103.71-0.35*time

Shelf-Life = 36.68

104 -

Variable
—— Fit Line
-—---95% CL

102 -

100 -

92

90 - 90

Time
Model 3



y=5.47+0.02*time

Stability Study | All Batches

Shelf-Life = 39.81

7.0 -

6.5 |

Data
(@)}
o

5.5

5.0

Model 1

Variable
—— Fit Line
-—---95% CL

batch
@® Batchl
@® Batch2
Batch3




Impurities

Stability Study | Batch Batchl
y=0.11+0.01*time

Shelf-Life = 65.88

Data

Model 3

20 30 40 50 60

1

Variable
—— Fit Line
-—---95% CL




MOT SO LOI THUONG GAP

Thiéu de cwong nghién ciru

Cac d/k bao quan chwa dung quy dinh (30/75, 40/75...)
D/k bao quan khi NC khéng phu hop véi dk bao quan
ghi trén nhan

Th&i diém lay mau chwa ding quy dinh

Thiéu so liéu NC & dk LHCT

Thiéu so6 liéu ciia mét so chi tiéu (dd hoa tan, pH chi
ghi “d‘at,,)

+




MOT SO LOI THUONG GAP

Théi gian nghién ctru chwa du so v&i han dung xin

dang ky

Thiéu tinh toan dw doan tudi tho (néu can)

Thiéu so liéu nghién cru cta dung dich, hén dich...
pha lai; thuoc nhé mat sau khi mé& nap...

Thiéu cam két tiép tuc nghién ctru dé 6n dinh (néu
cO)

Bao céo so liéu khong thanh bang

+




