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[Abstract] Macrophage colony stimulating factor receptor (c-Fms), the product encoded by proto-oncogene fins, is a type III receptor tyrosine

kinase. c-Fms and its ligand CSF-1 play important roles in the proliferation, growth and differentiation of tumor-associated macrophages.

c-Fms is abnormally expressed in a variety of malignant and inflammatory diseases. The CSF-1/c-Fms axis might be an effective approach to

the treatment of malignant tumors. Many small molecular inhibitors targeting c-Fms are under research and clinical development. This article

describes the mechanisms of c-Fms and its roles in tumor immunotherapy, and reviews the latest research progress in small-molecule inhibitors of

c-Fms, so as to provide reference for follow-up studies.
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Figure 1 Signaling pathway of c-Fms
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(PDB ID: 3KRJ)

Patch %5 " ML 48 Ft 7 45 HE Ji T GT 40 32 o e Y G
ZEA ) S R A T A A B U oK i eSS c-Fms #1717
H(3) . 4B 3 9 ICso 24 24 nmol - L™, %} ¢c-Fms E
A RAFEREME, (T 24 FhIMEGEXTES Y 8 dEf TRt
PP R, HAE 1 pmol - L™ B FUGH R S0 L A

(TRKA ) B335 50%, 75 BMDM X%, 1k
G 3 AT CSF-1 753 115 I 420 R s W A% 1 14E A/
FUE W2t HE1Cso 24 110 nmol - L' " 4b-447 8 5 c-Fms
AR EAE I A A TE ATP AR BCHE X, X R,
AW 3 1 Ik i 5 P R 3 6 1T 5 Cys666 B R A 1Y
SE A, SRS I S T IRE 4, 5
Phe797 JE HERE T s FoA AR AE AR By 7K 48 ]

Prog Pharm Sci Jul. 2018  Vol. 42 No.7



. Prog Pharm Sci  Jul. 2018  Vol. 42 No. 7

Filf# Val596 . Lys616. Thr668 . Leu785 il Arg801 /-5;
X FE LR IE A 05 11 4% ¥ LD SLR I I 3 ) IX

FR LY Tyr665 B T i s iy Uk (e 3) 17,
R

O

o CN

acs
SN

3

Thr668 4 ;
v Cys667 | ’
'. \% 3 ”“ Tyr665 o |
i h
) »-. |
i , \ a

Arg782

-

E3 ka3 5c-FmshEHHERE""

Figure 3 Ligand interaction diagram of compound 3

docked into c-Fms
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Figure 4 Ligand interaction diagram of compound 4 docked into ¢c-Fms
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