Chinese Journal of New Drugs 2023,32(24)

CEAEMSHEITEA -

| B 5 1 0 T L A A 1 250
| HEMRITFIEEE

\

(BRGHEEEERHLEFIFFO, b 100076)

[?ﬁi%] Jfie & i B 2 IR 1 (glucagon-like peptide 1, GLP-l)ﬁlﬁ%fP%'JE%%‘ﬁﬂ*%%%‘r% WHE B’
MEBHEEHNEER EoFHLEFERRANL MBI, IR ETRRERE GHNEL D, K
imTﬁ”&)iﬁ%ziéﬁm% Ak, K 2 GLP-1 % e@%a@%wﬁm ERAW KK, 8
REGHFEABGWLEAR BHm D RER. EDFEER KD FF R ERDNER L, E£KK GLP-1 %
MR, KK /\%E;firfrﬁw—?flﬂ REW BB E 1 o GLP-1 XAy FIFE 50, N & = & A
B EFTZ REEH RERARETE, RESRARES MM EL GLP-1 XEH W HEFIFHLE, U
#1 4 Fig By B % 154 19 GLP-1 &ﬁf&ﬂaﬂmfiéﬂwﬁ% JK 25 4y B B R An AR R A E

[X@RE] e B, ke iz FRK-1;, 270 1%, K3k, #7iF 2 &

[HESZEE] RIS [ XEkARER] A [XEHS] 1003 -3734(2023)24 -2507 - 06

CMC research and evaluation considerations of fatty acid
chain-modified glucagon-like peptide 1 drugs
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[ Abstract] Glucagon like peptide 1 ( GLP-1) can inhibit the elevation of glucagon, inhibit gastric acid
secretion, and slow down gastrointestinal peristalsis. However, the plasma half-life of GLP-1 is only a few minutes
to a few hours. Frequent and high-dose administration are required to achieve therapeutic effects which will increase
the risk of adverse effects. Therefore, long acting is an important research interest for GLP-1 drugs. Fatty acid
chain modification is the widely used long-acting strategy for GLP-1 drugs due to its advantages of definite modification
sites, low heterogeneity of modified products, low loss of biological activity, and low toxic effects. To provide
references for the CMC research and evaluation of fatty acid chain-modified GLP-1 drugs and other fatty acid chain-
modified peptide drugs, this article shares the experience accumulated in the evaluation of fatty acid chain-modified
drugs and proposes the evaluation considerations for recombinant fatty acid chain-modified GLP-1 drugs from the
perspectives of raw materials for production, production processes, quality control, and stability research.
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