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[Abstract] Objective To investigate the in vivo pharmacodynamics of y—PGA-DEX micelle which was prepared by loading
dexamethasone (DEX) with y—polyglutamic acid (y=PGA) in the treatment of rheumatoid arthritis (RA). Methods DBA / 1 mice
were used to establish the collagen—induced arthritis (CTA) model. On the 21st day after the first immunization, the mice were randomly
grouped according to the arthritis scores, with 5 mice in each group, and y=PGA-DEX was given by tail vein injection every 3 days ac-
cording to the dose of each group. The joint swelling degree , weight change, joint score and histopathological examination of ankle joint
were performed during each administration. In addition, the ebiosicence mouse TNF-a, IL-1Band IL-6 kits were used to determine the
pro—inflammatory cytokines TNF-a, IL-1Band IL-6 in mouse serum. Results Compared with the blank group, the body weight of
mice in the y=PGA-DEX group showed an increasing trend during the treatment, and the joint index score was significantly lower than
that of the free DEX treatment group, and it was the lowest in all treatment groups, showing a good therapeutic effect. HE staining of
joint pathological sections demonstrated that there was no significant difference between the y—=PGA-DEX group and the normal group.
Furthermore, there was no obvious inflammatory cell infiltration and bone destruction, and the pathological score was 2. Compared with
the free group, the levels of TNF-a, IL.-18 and IL.=6 in the serum of mice in the y=PGA-DEX group were significantly decreased (P <
0.01). Conclusion y—PGA-DEX micelle showed good therapy effect in the treatment of RA , and it would be a nano—drug with poten-
tial application prospect in the treatment of rheumatoid arthritis and other inflammatory diseases.
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Figure 2 Scores of articular index of mice in each group (n =15)

VE %R T 5 r—-PGA-DEX 28485k, P < 0.05
M FRE 2 SR, y—=PGA-DEX 674 /NG 18
BOF3 BT DEXYRITA (P < 0.05) , HIEFT A

TBIT AL AR, R HA b BRSO
3.3 FEALYFIFMH

KATRELY] R HE e 0 R < 155 1 T el HL 2
JEEA 1~2 2, 20 MRS B 55, 0 9 M AN i 322 10 B o 4 4%
Az, AT CE ORI JCEIR 1T Saline 21 1) 5615 48 Py HAT
KA A A1 T CELFE Hh Mk Ak L AR, Lok 20 200
B R E) o FoE BORER T, G E N R A A
Az, ST JE R AR R, O B TR B 46 /D (n] DL IR BE
B HIR IS > 7 455 U B3 DEX 4475 ] UL 58 4 =
T R AR s A (ERE FE B AR T saline 24, H:
TREIPES K2R 555 5 yv—PGA-DEX 415 normal 414 1t
WA PR 22 5 T A R T A0 IS A A R
LRI N 24, DL EgER IR, y-PGA-DEX 4
EUA IR AR T B DEX 4 TG 7 AR, ILIA 3,

EZ 2 ACE )R

+ 3 saline
0 o) @ DEX
i B vy -PGA-DEX
e s
& 2
2
)
%
0- B

3 BHEBRXTREBARAYFE(A) RFEITS(B)
Figure 3 Histopathology of the joints (A) and pathological scores (B) in different treatment groups
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