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ABSTRAT Objective: To investigate the effect of traditional Chinese medicine(TCM ) Huan Kui Le (HKL )on key molecules of
hypothalamic-pituitary-adrenal (HPA) axis and 5-HT signaling pathway in ulcerative colitis (UC) mice. Methods: C57BL/6 mice (n=38)
were randomized into HKL intervention group (HKL group), S-aminosalicylic acid intervention group (5-ASA group), UC model group
(UC group) and normal group. The first three groups of mice were intervened with 2% dextran sodium sulfate (DSS) for 7 days to build a
mouse UC model. At the same time HKL, 5-ASA and distilled water were gavaged for 14 days from the first day of DSS intervention,
respectively. Observed the general status and faecal traits of each mouse. Serum and colon tissue were collected after 14 days. HE staining
histopathological tests were used to evaluate colon tissue integrity, injury degree, and healing of each mouse.The protein expression
levels of Adrenocorticotrophic hormone(ACTH), Corticotropin releasing hormone(CRH), Cortisol(CORT), 5-Hydroxytryptamine(5-HT),
Tryptophane(TRP), and Kynurenine(K'YN) in serum were measured by enzyme-linked immunosorbent assay (ELISA). The mRNA levels
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of SERT and TPH1 were determined by RT-qPCR. Results: The colonic tissue injury of mice treated with HKL and Chinese medicine re-
covered. Compared to the Normal group,the serum content of ACTH, KYN, TRP and 5-HT was significantly higher (P<0.05 or P<0.01)
and CRH content was significantly lower in UC group (P<0.001). Compared to the UC group, the serum content of CORT, ACTH, KYN
and TRP was significantly decreased in HKL group(P<0.05 or P<0.01), while the CRH content was significantly increased (P<0.01). The
mRNA expression level of TPH1 in the colon tissue of the UC group was significantly higher than Normal group (P<0.01). Compared to
the UC group, the mRNA expression level of TPH-1 was significantly decreased (P<0.05), and SERT was significantly increased (P<0.01)
in HKL group. Conclusion: In UC mice, HPA axis is hyperactivated, 5-HT signaling pathway is abnormal, and intestinal inflammation is

obvious. The HKL has regulatory effects on the excessive activation of HPA axis, and has impacts on the expression of molecules related

to 5-HT signaling pathway.
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Table 1 Primer sequence
Oligo Name Sequence (5 to 3) Length
mouse B -actin-F AGA GGG AAA TCG TGC GTG ACA TCA AAG AG 29
mouse B -actin-R GAT GCC ACA GGA TTC CAT ACC CAA GAA GG 29
TPH-1-F CAT CCG TCC TGT GGC TGG TTAC 22
TPH-1-R AGG TGT CTG GCT CTG GAG TGT AG 23
SERT-F CGT CGT CGT GTC TTG GTT CTA TGG 24
SERT-R ACA GGA GAA ACA GAG GGC TGA TGG 24
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94°C5 5 .60°C30 #b;0 Mf kB 95°C15 #6.60°C1 43
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T BERHEE 2 1] GraphPad Prism 8.0.2 #4748 1127 73
BT, 24 R R R 5 225007, P2 LA R RIS REA Y
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HA1(P<0.05),CORT A FA FH s #adh, {H UC 4/ G $
CRH /KK T IE# 41 (P<0.001),, HKL /Mg ACTH,
CORT /KA F UC 4 (P<0.05 =% P<0.01), i CRH K& F
UC 4(P<0.01), WKl 4,
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5-HT /KA T FFATE B E 2R (P>0.05), WHE 5,
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Fig.1 Comparison of Colon Length in Different Groups of Mice
KR P<0.05
Note: *P<<0.05 compared each two groups.
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Fig.2 Comparison of liver and spleen weights in each group of mice
e Rk P<0.01,
Note: **P<<0.01compared each two groups.
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3 Pig

VARSI - FA il A Ao R ER ST UC G703 A
W R B, F I IERRE S UC A% UIAE 2, I LA 5%
me , BA PR EIVE Y, HPA Bl A LA 852 0 8 S
I BRI 28 PR T A o, g S R B i RS 15 10 . CORT
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HKL &% E T e AT T Fh 24500 20 )y &2 7
254, BTER ST E A IZ 25X UC AR, B s R/
STAILAR R L N A3 I R B — 2 16 R A RrilE— 2B 9T, A
SCiE T HKL X% HPA Rl 5-HT {5538 HAH 5G4 09 52 i 46t
T HKLIB¥7 UC 53Tl . PR e s, SIEw 4,
UC /MBS 1 ACTH & 4t i 2 J+ 5 ,CORT & it LT+
e, U UC 4N Y HPA SliabFas iR as, HorTagh
UC /)N U #5005 B 4 A0 M 1 SR R 2 — . wh 2 HKL 471
s, /MU T ACTH Al CORT & .35 T [, i HKLT
Titfg i)/ CORT ACFIE# , HPA i3 BEE G2l . WFSRRIE W
L FERCEOR R, T il = 554% 40 ) CRH DLIE B 772
ffi [/ B4, CRH Eik{i)5 , 5 CRFR1 454, IR
TR R GRS , ACTH 9433 A I, ACTH 3Z {59 ACTH
BB IR A N, AfFgEH , UC 4H/MNEL ACTH FICORT &
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3 BANRERFALR HE fBLEFR(x20)
Fig.3 HE staining results of colon tissue in each group of mice

A. Normal group; B. UC group; C. HKL group; D. 5-ASA group.
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