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Technical Risk Considerations of Manufacturing Site Changes of Chemical Solid Oral Dosage

XU Jingyu'?, TANG Qian?, QIAN Jing?, SHI Weihua?, HU Tao?, GAO Jianqing!"(I.College of Pharmaceutical
Sciences, Zhejiang University, Hangzhou 310030, China; 2.Zhejiang Center for Drug & Cosmetic Evaluation, Hangzhou 310012,
China)

ABSTRACT: Drug manufacturing site change is the most complicated situation which may combine with changes of
formulation, supplier of active pharmaceutical ingredients and excipients, manufacturing process, process parameters, batch, and
other registration administration matters. The article discussed the technical risk considerations of chemical solid oral dosage of
manufacturing site changes and described the relationship between critical quality attributes and critical process parameters or
key control indicators according to specific examples, which in order to provide reference and inspiration for how to carry out
research when pharmaceutical manufacturers change their production sites.

KEYWORDS: manufacturing site change; critical quality attributes; critical process parameters; specific example
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Tab.3 Possible influencing factors of related substances
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Tab. 4 Impurity A of related substances in samples during
stability test accelerated for 6 months(limitition < 1.0%)

A2/ um JnE© Hy% e A%
22.4~25.9 47.2~52.7 <0.01 0.77~0.83
32.5~34.6 60.2~61.6 <0.01 0.13~0.17

f5h7 T B %
U5 RIZE SRR AR
WR RRI TS
TE M BRI R
R PEREERURL . SRR S S A R . 9
YIHEPE 5 1F]

A PRRE R E 5 30 X
T AR IR 5 T AR ]
JEH 3kl g
(E J R
ML BRI BE 5 BB i)

220 WTTINER ARJTIRER Z 5 RUHRH AR L R
PEARSG, EZWRIFAIRRISE . R BUKT AR EAE
R TR RIAR . A B BOA S BRI 1 B9
ZPRCNE g JE | EISR) B pH BYZEIRAR & AR
SN A O B 1 Dl o ANRIFPZE | R [R5t
IV JERTRRIGE T B2 i A D B A

HEAR Ml i A 3 — B R A AR
PR, (R SCIR AR R A T SR A
ARy BCS T 2™, RIMMARERTZ, 18
A AL RS E PR, A BB RS )N
ISR T RYBA T A BB ., WL 4.
PP ) SRR R AR PR B, IR AR SRRk
FREVE S Eh RO A RZRALIR O, #fk
P SO AT ARERLE o RATBY R BIREOR B A
FUFE i, BERPRLAR A S B R I TR AE 7
BCE S AR B B

o — Bl —E kR R R AR AR
) SGI AR 7 e L L 2SR A8 B s PFIN

1692 - Chin J Mod Appl Pharm, 2022 March, Vol.39 No.5

AR JE AR S A S B4 o 1 Lb 728 T HiTmS &
I AR E MR A Y 4 T 1 ARG A An
HHTH, WA S, BERMIF R HE s
X s A P B R A T A R B, 7R R W)
Pz 1 i) & A SR OK B R 285 pH A
X, HHLE pH>7 M TOKERR E45, i pH<7 1Y%
HORHE, PRI TKFH BT . bR, R
Fi pH>7 TG K B R 85 16 B S b B E AT R
WHE TR S, R 3 e
PEGER BN, FERERCE R P A4 T /KO3 A
ROAR , 7 1l AR B S A RO AR —
HPE A T NS B2 AR 7 v R TG K R A
FEEFT AR K pH (EAE N CMAs B %R
IR R A5 B NP bR U s[RI IS S A P i
B it B EA T RS 1 2 8 IR T e It TR 43
DA L™ il JoT ot

£S5 RANLERESEXRYRLR I BERMREH<
0.5%)

Tab. 5 Impurity I of related substances in samples during
stability test (limitition<< 0.5%)
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Tab. 6 Possible influencing factors of dissolution and
dissolution curve
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