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Abstract: Objective

conditions and design space. Methods According to the definition and requirements of the established conditions and design space

To investigate the path for pharmaceutical change management of marketed drugs based on established

in the Q series Technical Guidelines Q8 and Q12 of the International Council for Harmonisation of Technical Requirements for
pharmaceuticals for Human Use (ICH) , the change matters were evaluated, the change research matters were determined, and the
pharmaceutical change management of fenofibrate Capsules from the Xi'an Hanfeng Pharmaceutical Co. , Litd. was carried out.
Results Taking the pharmaceutical change management of Fenofibrate Capsules as an example, adding active pharmaceutical

ingredients (API) suppliers, changing granulation equipment and increasing the whole granulation process steps. Before and after the
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change, the quality of APl was consistent,the quality of the product was stable,which could meet the quality standard requirements

of Fenofibrate Capsules, and the dissolution behavior of the product was similar. Conclusion

Established conditions and design

space concepts used for the guidance of the change of API suppliers, production process and production equipment of Fenofibrate

Capsules can provide a reference for the pharmaceutical change management in marketed drugs.
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Tab.1 Established production conditions and design space for

Fenofibrate Capsules (production process)
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Tab.2 Established production conditions and design space for
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Fenofibrate Capsules (API and its quality standard)
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Fig.1 Fishbone chart of the factors affecting the production of Fenofibrate Capsules

R4 FEFRETEFHS X

Tab. 4 Classification of change matters to Fenofibrate Capsules
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Tab.5 Comparison of production processes of Fenofibrate Capsules before and after the change
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Tab.6 Comparison of equipment for producing Fenofibrate Capsules before and after the change
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Tab.8 Comparison of product quality of Fenofibrate Capsules before and after the change
78 R LEW LE2E
2101201 2101211 2101221 2107081 2107091 2107101
PR BARME ABHEAGER Bk ARDA BRE, NEDAE BRE, REMA RIRE ASHA Bk ARDH BRE, WEHA
RO EFHEIMHR EER A EER A EER A EER A EER A 8 & HR
ES T 291 nm 3 KA R AK HRKRBHK HRKRBMK HRKRBMK HRKRIMK ARKBK A RKBK
5B &k —% —% —¥ —¥ - - —¥
AR BMRT<0.5%, LRRA<1.0% A0 TRER  HITEER HITELER 0.029%,0.053% 0.045%,0.056% 0.036%,0.061%
(0.01% A T Zsb Rit)
BhE BRAAE HaAE HAAE HAAE HAAE HAAE HAAE
REER BHAAR HANRE AR AR AR HEAR HAARZ
MENRE  BEHEAR HEAR HEAR HEAR HEAR HEAR HAAZ
SEME (%) 4335 W4 (C,H,,Cl0,) B A 47 100.60 101.52 100. 61 100. 94 101.32 99. 62

T Z 4995, 0% ~ 105. 0%

47



AHFRE
Pharmacy Articles

¥ %

China Pharmaceuticals

20234E9 H S H %32 55 171
Vol. 32,No. 17,September 5,2023

I %
110 4
100

90

?733 —e— 2101201 IE )
gg— —&— 2107091 (2 H )57 )
40 4 —— 2107081 (5 f5)

304 —
504 —8— 2107101 ()5 )

10 4
OfTrTT T[T T I TI1 | ||||||

Fig.2 Comparison of dissolution curves of Fenofibrate Capsules

before and after the change
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Tab. 9 Similarity factors of dissolution curve of Fenofibrate

Capsules before and after the change
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