I
AR D KPR SO B AR Bk B PTA 5 B LRSI T I
PRIT RL IR

I E R BR:

Y475 R B B 50 R 5 W] BB 4 S R VR T REME A% (Inflammatory bowel
disease, IBD) FIAAHIF] . SRTICH —3B 5> B30 BIF ARV RE YT A 8% 44
2 D A —MRREREMER, HA%RRREN. 4245 D KA gE& i IBD
B AERIFRIT RN, IBD BRI IT4EER D KPR SHE
IRBE R F-(Tumor Necrosis Factor, TNF)JRIT IHIU N LRI IG5, 44K D
A NN MK i e 4 b odBT BFRIE I T IL-23 2RI, I AR S 4
TR BR ST 5w AT A R FE A o PR AR FRVA T R AL G
AN AL, TR UM T TOO 4 A5 R Bk BB 5 ] WO IR T N AR T SO 1 K
KrR 2, DA YR TT RIGIALE], 1R M7 B E BRI, SRR A4t
FIZREHT. S A WURPUN IBD B IR TT B0UR

RS R K ITI%:

s 2021 4F 11 H & 2022 4 12 H SRR — B B I N R 2 itz
Pzt 4 (ulcerative colitis, UC) B0 %' B (Crohn’s disease, CD) 4 FH 445
FER BPTEL S =) DR Pria T 3t 85 I fs, X Ll PR BcHE 3E47 (o] B4 it 7 .

WAER:

1. Fig a4 ER D KPE/NTIERME, UC Bt R D Al
13.9ng/ml, CD HH4EAEK D FAECH 9.1ng/ml, CD H35 484 %K D /KPR
T UC . CD BE A YRR D MERZ (P=0.048). 2. I
FUITEIRTT 14 J& 5 X 5B 4L A0yt R% % Cerythrocyte sedimentation rate, ESR). C-
XMW EEH (C-reactive protein, CRP). HEH. ML HEH. 4% D. Harvey-

Bradshaw 6% (HBD) B¢ mayo ¥¥45. CD &4k 81T/ (simple endoscopic score
I



for Crohn’s disease, SES-CD) B mayo W& 7r & WA W& B (P<0.05). 3.
14 JE s R R 8 54 6] 63.53%, e CD30 11(62.5%), UC24 %1 (64.86%).
e R G g 53 1 7 62.35%, Hirp CD41 i (85.42%), UC3 il (6.25%). %
R B 26 615 30.59%, FHirb CD3 1(6.25%), UC23 #1(62.16%). 14 JIfFK
ZZR CD B&F =T UC (P=0.001), FEE&E%R UC BF =T CD (P<0.01).
B EIAPT 14 JE G K2 26 03 i TS RIRR i (P<<0.01), 4EFFHIBRH
P 14 FERE SR EES TS RDARPA (P<0.01). 4. HL4E4 K D KF
S5AEAKT. 14 FIRKNER2EBEIEHR. SIHEELEERDKTS 14 AN
R R &R F A (P=0.04, OR=1.09). 6. fEFEL4EA K D /KF<12.5ng/ml
B, $EE4EAER D KRS RS S R AR R IR R N 2 5 (ERERAEAE R
D /K F>12.5ng/ml I, $EE4E4E R D K, Sl R R E R (2 i S A K

iR

LA 1) IBD BHEBLFAEL4EAE TR D k=, CD BFH YA R D /KK T UC &
o, UL E D AKCFAER T AR B TR =, AR R D KPS
BEL s P EAE TG B AR SCHE 2. I A AR FRIVR ST 14 J IR 3 35 B ESR
CRP. HBI 5 mayo 4. SES-CD 5 mayo W&iiF5r, &3 m A E MK
FI. 4843 D K, XS0 IR/ e WA A AT B 3 S|l U 14 4
G PR AR 2 52 v T A Rk P, 4E1S AR 14 FIRR AR R E ST
YAl Er. CD B3 14 AR NZZ & T UC, UC B3 14 MRS EE ST
CD. WEFHEYHIFI/EREAL ESR. CRP. A B A MAEA. 44K D KT
TR RE R, REERATH PR, 4.2 ESR. CRP. HBI &
mayo P43+ SES-CD 8¢ mayo W 1F4 A& E - MALE A2 [ 5 EMK, PLEg.
FEEFONF . AR D KPP SRELAEAKT. 14 FIEKN 2 53 IE
MR EEARAKE. MAOEAKYEE 14 FIGREMREREEEMHER, 5. HELE
Y3 D AKFS 14 BIRKNZR 2 AR EHIE, It HISCRCRA IR MR8,
LB AN R G XM RBATI AL, 6. TEFELL4EE R D /KF<12.5ng/ml B, $2
i EAE R D KX e 14 F IR G 2R 5200 R FEFE 2k 4E/E K D /K~F>12.5ng/ml
B, LR R D AP T E, S 14 IR R 285m0 A K
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Abstract

The Effect of vitamin D level on the efficacy of Vedolizumab

and Ustekinumab in the treatment of inflammatory bowel disease

Background:

Vedolizumab and Ustekinumab are biological agents for the treatment of
inflammatory bowel disease. However, only some patients are effective in the treatment
of the two biological agents. Vitamin D, as a steroid hormone, has immunomodulatory
effect. The level of vitamin D may affect the response of IBD patients to treatment with
biological agents. The higher level of vitamin D before treatment in patients with IBD
is related to the increased probability of initial response to anti-tumor necrosis factor
treatment. Vitamin D can down-regulate the expression of a4f7 in peripheral blood and
intestinal immune cells, inhibit IL-23 receptor pathway, and may have a synergistic
effect with Vedolizumab and Ustekinumab biological agents. At present, the
mechanism of treatment failure of the two biological agents is not clear. It is necessary
to study and determine the changeable risk factors that predict the treatment response
of Vedolizumab and Ustekinumab, in order to clarify the mechanism of treatment
failure, improve the accuracy of treatment patients, and finally optimize the therapeutic

effect of Vedolizumab and Ustekinumab in patients with IBD.
Subjects and methods:

A total of 85 patients with ulcerative colitis or Crohn's disease diagnosed by the
Department of Gastroenterology of the first Hospital of Jilin University from November
2021 to December 2022 were treated with Vedolizumab or Ustekinumab. The clinical

data were studied retrospectively.

Results:



1. The median vitamin D level in UC patients was 13.9 ng/ml. The median vitamin
D level in patients with CD was 9.1 ng/ml. The average vitamin D level in patients with
CD was lower than that in patients with UC. Patients with CD are more likely to suffer
from severe vitamin D deficiency (P=0.048). 2. After 14 weeks of treatment, the two
biological agents significantly improved erythrocyte sedimentation rate, C-reactive
protein, albumin, hemoglobin, vitamin D, Harvey-Bradshaw index or mayo score,
simple endoscopic score for Crohn's disease or mayo endoscopy score. 3. In the 14th
week, 54 patients responded (63.53%), including 30 cases of CD (62.5%) and 24 cases
of UC (64.86%). 53 patients with clinical remission accounted for 62.35%, including
41 cases of CD (85.42%) and 3 cases of UC (6.25%). There were 26 cases of mucosal
healing (30.59%), including 3 cases of CD (6.25%) and 23 cases of UC (62.16%). After
14 weeks, the clinical remission rate of CD was significantly higher than that of UC (P
<0.01), and the mucosal healing rate of UC was significantly higher than that of CD (P
< 0.01). The 14-week clinical remission rate of Ustekinumab was significantly higher
than that of Vedolizumab (P < 0.01), and the mucosal healing rate of Vedolizumab was
significantly higher than that of Ustekinumab (P < 0.01). 4. There was a significant
positive correlation between baseline vitamin D level and albumin level and 14-week
clinical response rate. 5. There was a significant correlation between baseline vitamin
D level and clinical response rate at 14 weeks (P < 0.05). 6. When the baseline vitamin
D level was less than 12.5ng/ml, increasing the vitamin D level could significantly
increase the clinical response rate of the two biological agents, while when the baseline
vitamin D level was higher than 12.5ng/ml, the increase of vitamin D level had little

effect on the clinical response rate.

Conclusion:

1.Vitamin D deficiency existed in all IBD patients. Vitamin D levels in CD patients
were lower than those in UC patients. There was no significant difference in baseline
vitamin D levels between the two biological agents. There was no significant

correlation between baseline vitamin D levels and baseline disease severity. 2. After 14

\Y



weeks of treatment, the two biological agents significantly decreased ESR, CRP, HBI
or mayo scores, SES-CD or mayo endoscopic scores, and significantly increased the
levels of albumin, hemoglobin and vitamin D. Most of these conclusions were
established in the subgroup analysis. 3. The 14-week clinical remission rate of
Ustekinumab was significantly higher than that of Vedolizumab, and the mucosal
healing rate of Vedolizumab was significantly higher than that of Ustekinumab. The 14-
week clinical response rate of CD patients was higher than that of UC patients, and the
mucosal healing rate of 14 weeks was higher than that of CD. There was no significant
difference between the two biological agents in reducing ESR, CRP and increasing the
levels of albumin, hemoglobin and vitamin D. These conclusions were also valid in the
subgroup analysis. 4. There was a significant correlation between baseline ESR, CRP,
HBI or mayo scores, SES-CD or mayo endoscopic scores, albumin and hemoglobin,
mainly weak and moderate correlation. The baseline vitamin D level was positively
correlated with baseline albumin level and 14-week clinical response rate. The baseline
albumin level and hemoglobin level were positively correlated with the 14-week
clinical remission rate. 5. There is a significant correlation between baseline vitamin D
level and 14-week clinical response rate, and this association has a non-linear effect,
which is still valid after removing confounding factors. 6. When the baseline vitamin D
level was less than 12.5ng/ml, the increase of vitamin D level had a great effect on the
14-week clinical remission rate, while the baseline vitamin D level > 12.5ng/ml, the
increase of baseline vitamin D level had little effect on the 14-week clinical response

rate.
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RIEMER% (Inflammatory bowel disease,IBD) F& — 58 M 4 1 i 1 5075
BFETED B (Crohn’s disease, CD). ki % (ulcerative colitis, UC).
H AT R, IBD (R HLH] SR R SR ET . MRS 5 b S Py
AR WP DIRERERS . B AR R SR A K. IBD BRI IR
TR, WAL E AR AR, H TR A Rk B R SRR R R,
ToIR A RE . HEAS R BRELHTAN S W LA ST A2 VA YT IBD AR, ] I
By —M 1gGl BrafEpiis, #EREH T B/ & 12(interleukin-12, IL-12)/EH 4>
% 23(interleukin-23,IL-23)[¥] P40 Y&, 0| IL-12/1L-23 5 T 4. HIAR 4
AR 2340 (Antigen presenting cells, APC) RZALE A, MR %
RES . AEASFIER TR BA NI 1gGl TPk, HRthibit adp7 B A
=, FHWT 0dp7 G35 08 A P R 40 I 22 0 ARSI Bl 25 40 i B 43 1 1

(Mucosal address cell adhesion molecule-1, MAdCAM-1) [J&54, MifmFEIE T ik
L2 B AL AT A R R, ek i T R 30 RE S R o LR, CD B35 Y
FH 12 A A0 5 B 2 3R IR 40% ", i 4EAS R BR B PTAR B I R A2 560 47.9%,
UC H i P45 R BR AP E R B RN 39.8% o W RIA IR TT I L H
B ANTE 2, FTRE S B iE . UM A SER 7 o (Tumor Necrosis Factor o, TNF-
o) ARG, T2 T € 445 R 2R P15 5 =] DU B ia 7 RS 1 7T
BRI R 2, DA BIE T RIS, S @i yT B e n e, Jhm s
RACHEAF AR g0, 5w AHINT IBD B VR IT RCR .

LB R D & PSRRI R, HAIE AR, B4R R Dy (AR
MYEAR Dy (LR, 25 FE4E4 3R D (25(0H)D) Z4E4E3R D 1EAANH)
FEEHY) Y. IBD BFmAEL LR DAL, WHFERM, 4845 D KPS
WEIPESORE . SRR E M ARTE R E RIS RGPS AT M AR,
YeE R D W REE AT BB R RE . B e MBI AL S R RE R
B RGUKM IBDY . 4E4E R D 24K (Vitamin D receptor, VDR) HJisifE £ 4
M5 UC 1 CD [ 5 A k™. Jeni ipLsI iR, 1BD 4L % D

TP AR SR B 4> 2 d /% 11 (interleukin, IL-11) FIHTE AR
1
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(antimicrobial peptides, AMP)RIHFII™. FHAMIFEFIRITAT4EAE R D AKFr]
Re2x 5 IBD 8 FH AR AT I R B, IBD B IRYT iT4E4E R D /K1
#E 5 TNF JR9T BRI RS LRI 55, VaIT AT R4 £ K15 IBD B
RARLERFIBRBHRIT RICA K" HHARIGEE R 047 £ _ER L
% i R A 2 RIR A 540l (Dendritic cell, DC) MR, 4i4ER D O
IES R RIS AL FEE R 0dB7 RBMFENR T, £, E4ER R
MfEOL T, 4E2E R D RIS 7 = R AAIHE T 40/ E adp7 IRIE™, #£5
—IE L, fE4ERRERAI A E 2 NN 1, 25(0H)Ds RG4S A HAR %
2111t K] -1~ R 2 Rk B R 21 i (innate lymphoid cells, ILCs) F¥& 2 04p7 HIEIE™,
—I5%F 48 4 IBD & MIMIELEA 3 D /K, M35 K i iE g i faie 2 AL o by 45
REIR, 25(0H)D /KF5 odB7+41E M G AT adB7+ S 4 A 2 5k O
41 ZIGBhH UC B L 45 I s A 41 4L A SE IR A1 3R TA 43 A R a] L (Vitamin
D receptor, VDR) HIRIE G R WA o4 F B7 FRIXEMAHR, 44FE D
BAEERE N RIE S A RN a4 M p7 HERERIX L IEMK. FIRHZHE T
FiTAT IBD J835 1 AR BE U5 I 445 R Bk St 2 U8 1 A TR0 8] 2% 11 S A o b 22 AR
Logistic [A[JH 734, &I 25(OH)D<25 ng/mL S54EGFIZRAHTIAST 1 FRMM AT
K, SFRYEER D /KPS IBD B RAE IR IR BUS A RAHDE, 4iE
2 D AN HREANNL b adp7 MIFRIL, BLK IBD B adB7 G4 I 2k R i
IMAEAS TR AP, FATEEIR 25(0H)D T RS 5 4645 FIBK 5T R 55 . H
Hi M TCVRITRTAEAE R D /K5 5 R BT ROHCERT AL, ARG A4 SR 8GR
WH4E2E & D BEINHI T TL-23 2l . R BATET T — SRR 7T, WF 7 4k
43 D K5 B w R UA4ETS R R ST AT R R R



2.1 RAEHE IR
2.1.1 SRR B BRI«

IBD & — 18 SO ME e o, &4 CD. UC. HHTHFTRM, IBD MK
AL 5 5 R RN 0 A% R 3% 2 (AT (A ELVE ) S S T 52400 i o I Th RE B i
B I BRI SR A . BRI TR IBD A6 12 R s B IA
) 163 A, Hr 110 NEHFEBAE S, 30 A~ CD FriEfl 23 4~ UC i
PE, B35 5 & FE R NOD2. IL23R. IL12B. JAK2. STAT3. CARD9. IL1R2. REL.
SMAD3 Al PRDMI1Z 45", IBD i i) S Jgechk BRI m 250 AN W n 25 I a4
SR 2 503 T AL 14 DR EL R 8 4, FL L T B0 T AR 1) S IS A o B ik
WP R I 20%-25%, BRI AR SR 35k PR -k ERTAH ELAE L 2k DR -l et A LA AT
BER-FABEAH BAEFH PR R T RES LA TS IBD AIBHLEIAT 5 2 (0 1 i, A2
TFHOFHIFE WAL R ICEEN, MK RAE IBD HIAIR AL i EEAEH] .
WEZIERRHIANRE IBD Kak R, GfFBUH. Ra. 2. i, e
JE IR R, Horb, WSR2 IBD fie) V2 BIFFE A il (3R B R IR &K
WEFTIESE | EEZRMEN UC KA Ry 1 R R FREUR, S5HX UC #ys2
B WS CD X, I 550 AR G HIR R AR A IR R R W
WAIEY] 5 IBD R A K, & & WA R D7 Ain LSRR & 5 IBD R e 1K
e LR CAOE W AT BRI CD IR o Pl BRI (I =
RS AR 2 2. BEZAZG AT R 259 O UE W] 340 IBD 1 U™ . (R4
4% D T3 IBD KRG, fE/NRBAT, i3 D Bz S5 SRR N
SIEE I 2 5 EERE AT 5%, hFE 1,25(0H) 2 Ds A 2038 il 48 i ) ™ SRR P
A IR R AMA R I8 S AR, 1852 e 70 B IG 26 1 gy AL FE AT AR
FIRELEITS IBD AUEAL H RS BB E o Sl IR AR 35 22 RNRAT I 2 LR e 1
TARIGYATRESIIN CD A UC MR KEHEZ CD M UC AmFEM L
THS DA R R FE . ml B — A BRI A5 CD 1 UC B
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BN, ISEHERUS RS CD M UC BHERERGINA %= LR kI
S{gRext MALAH L, IBD BE ISERMAEMA AN Z R E R HEARE
e, FEAR R TE Y, JEBE B T IAIAOAT B T] 5 S AL, IR BT B B AR R
Fr=A. MHELZ R, CD AR VURE IR s 2SS RE TR [ TR R T TAR X SR =,
Mot 2, R Ermkb e . JEikiE, UC KA wsg e . A IERERMA, %
TR AHE R I 9 G 2 B (R Th R R i 3 IBD AR R DL 57 6 1 I T % R R
CD KLY N 1 BU4HBh % T 410 (Thelper-1, Th1) JMNIREHH, i
UC 5 Th2 k=, EHHFTEERM Th17 41835 IBD KIMFIE SAE &M
G I R B T B R RN B 5 R Sy SR b, 9 n b Rz o s 5 A A A IR R
I MR AR B 28 2 1 S

2.1.2 FATIR %

IBD 7E 74 75 B K o L, Je oAb Ib 3 E 5% JbiR 2838 250 75
% 300 Jj IBD %, Jb3£% 220 Jj IBD &% . ARmfEit &+, IBD £
MFIZR IR DS, SUCRIN, IBD AR R INE TG 77 F O & TP, 7R
P77 2 [B) iR ZE R IEAEAR /N o CD i) T s ma R 42 NBE, PN 15 £ 25 %,
I UC A AT RERAAE 25 2 35 B2 M NBE . BEAEAT 5380 IBD & K A4E
EEF N, UHRERIRAN 287, EdE s, WRMEIET® A D
FFE—HAE BT AR, MRIRATH X F BB @i AT e X i A & IBD 1Y
XU BB o B [ 2K Tl A, IBD AR ES ARG . [FIRE, AVELEm T O A
LG AR TS AR AR N SEAT W] RS B

2.1.3 I RFI.:

CD & —FiZBEVE R SORETE, 7T LS K B BB AR AT Az, A s R AT
17, R WHIEALN IR R . CD W SRR AR B . KRR IRVE AR . 1T
FRPORIE R R L0, fECWTATE F RS2 . ClE SHMEA G, HHERREIRSE
fift. T 5 RRERE, PORERRTA TR XA AT RE2 SR ™ &
Mo B R B . PR P R EMHSE . Z2iA=7r2 M CD &%
AINLEZ 8, W, HR, RMAELE. CD BHE WA B4 SRR,
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FRELIR SORE AR R P B T7 . ARBESF . UC Y SRAE R R T 45 fphlifie, £ 2
RIS RBUILAE . BRI RS E . RS . RPN B AR AR
FIREH L TR, BT RS MG R, 4 5% - 10%10 B = L
PRAE, NI 3 SO B ATAR

2.1.4 LW R VBT

IBD & Tl 2, 75 B8 S VEanmm e, AR, M E. R ER
&, WE MR B AOREE, &2 S AR . B S R B % S )
BTT TR SRR AR IR R AEWHIR . S RaE .

2.2 4R D KR AEER

YER D & PSRRI, AR, B4E4E R Dy 44 Ds.
YR Ds & R IRNIRIE S EGER UG, S44ER D S4aEAasaRikics
FERE. fERFREA, 44 % D-4E4 % D 46 AEGMEAT 25254k, W 25-
BRI R D (25(0H)D)). 25(0H)D E4EAER D EARN EEREAE,
FTHE 4R D FIKF. BE)E, 25(0H)D 72 it — b 3tth, Eded:
# D HAEMEMEER 1,25(0H):D; . 44 3% D {EH ML G0 & 3 B4 P E e
FAUFFI B AR T . 404, AATERKEBIRBI4EAE 2 D i Sz il ER ™,
B R D R EH O B Sl 5 MR 2, FEREA—
SERIE TR L B R 4R R D BRI R R IR . 4R D B
G PUR . BUANAPL A ER], BRI, BAFESS T B RO
F A SR 2SR5 1) 22 R 5 4% o o E 5 S s MR sh A R O F 9 6
bR D 2 H B s N AP M A . TR 98 A S5 4 1 P AR TR T R
Yk D A ThEEEZH VDR A%, VDR RIATEZFAMRERRE+, @
G ERNURGEG R . fERYEE R D IR/, VDR RAEMREHE,
R SRMBEE X 2R G, WM ZEEMITREMZ, HESRERDT
FAlged % D Moot (Vitamin D response element, VDRE) 454 )5, 740
BRI . VDR E& PP e 4ifil B30k, G4E T W40, B SR, B

RAGIAM. APC™, 4423 D 5 VDR 454, B2 EEE AN p3s
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25 T @2k (T-cell receptor, TCR) {554 S T 4HMHIS(E Si@E",
B OMAE AT LN T 35400 (T regulatory cell , Tregs)H/=4 Ml IL-4. IL-
10 AL A KK 7 B (Transforming growth factor B, TGF-p) Ak, [HIFHI4H]
JEHIHE T SHEVAHAR AL Thl SRR, AITHE] 5 RN D) Re ™. 1,25(OH)2Ds-
VDR EEWEHAEIX DC K HEMHIEH . BORBZ KRR R Y], ERg
FRATRLZE ML VDR 234 1tk 25 7T e 22 38 sORE B b {12 28 20 M PR 7 IR R0, 31Xk
WH4E2E % D/VDR {55 nTREAEE ] IBD AR I Gds 5 B o R FEAE FH o s AN
SIGHIRR I, dEAER D EEN SR RIE R G e B R S B E . 4
A3 D CHUE A P LA AR 52 44 . AMP RIS FRAE IR 7 (7 2E . 4EAE 3R
D &R DL B E AR, Bk ARG, MRl iE BERE T RE, SR et T
20t 53 ARG AE T R T RE

23.44E D5 IBD HRFBILEINXRER

2.3.11BD HiEE#ELER D/VDR YN TR BB ReblH|

B R Y B 4E R g bR A B R B AR LR R S R
(antimicrobial peptidescathelicidin, CAMP)"“*  FI#EFR A B 2 115 £ By ik, £
IORD 45 £ i 3 B s ) 2 . 1,25(0H)Ds il it CAMP 3K 8 3 1 X 2 A1)
VDRE #FEWRAMF CAMP KRiL™, U442 D KK, CAMP KT
PEAR, BE— SRR R D TEARBE S R s I R A E = o TR, UC 35 R
HEfl s 44 %= D3 2B MM CAMP AKFF& . m4i4ER D
KFPEH UC B ME CAMP B4R SAE /D A7 OC . AR, 4E4E R D Al d 58 AMP
FEARSIOT KIGAFR BOFE R, FEAR P o0S SEBar v 25 Mz 96 B ORI E R

Claudin-2 & —Fhoe B BE N, FERA Timp%E bR, @idE b
I3 240 ) 55 5 T P W /I B S 1 R K R D 55 S T R R T B B D e . AR R
D/VDR 15 5% 2 [#{K Claudin-2 ik, MRS b R 4i i 55 ddE v, 4 8 T-4E
Rl b R A R ARG B R AL IBD B WL iE A% 5 iR BE TR 2 NOD2, 4i4E % D &
5 NOD2 FEHMIAT, JF7EY NOD2 RIAMMK Fit(E 55 T BIER- . 4
423 D 55t NOD2. CAMP [3KiA, XEH 5 Je R R AT K, #£ IBD
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RS CR R

HSRER 2 MTEE R 4R R D 7E A WSS I B 2R . Rl A TR
FEREVR TN H W A7 AE SR MAH EAE A, R B T5 RF A2 IBD
TEMRITHE S, RIS, TR VDR 8IS ARHE E WA T 00 9 AMA IR T
W7IE RAE™ . fE UC BEHUERL VDR RIAMZHHI4EA R D/VDR
B9, 4i4:3 D/VDR {5 5 1E4ERFFIIR S W8 A MRk i s ke 5 R AR
o HIERDE 16 BEEE A 1 3K (Autophagy-associated 16-like protein ,ATG16L1)
T2 500 NAR I3 s A 1 Wk e 7 (1 B B [, ZE AR5 Ml T AR U I kR B SGBEAE
JeHRTE CD F%, ATGI6L1 £ DC. T Zififl B 4if bl ke fig b Rz dif &
i, AT R RGN . ATGI6L1 K O E %2 VDR LK
GRSk BRI PESE I R HAE LB, K VDR K518 1% 5 AE AN
BUKRH ATG16L1 R FIEAH R,

IBD I RAFIKES ILCs MIEH DIReE K. ST MBI LY, ILC3 X4k
AFEK D KRN VDR, SEIL-23 2@ i, ek 1LC3 =AM
AR T e R A0 R AR, 1XFREH VDR AIREFE IBD W EARITIE 1.
FEERZ 4R D /MR RIVE ) TLC3 AEBAR ) TL-22 /KT, iX R ILC3
YR D RKEEI G, AR A IL-22 ORI . Fl i8R &
B, 1,25(0H).Ds Al 0G24 1L-22 1) ILC3 A=A IL-13 (1) ILC2 ™. ENE4H i
FUkLgefd T VDR Z3A 1R 5% S IR B 2 19 s0Rs 5 o 42 9 4 M DX i) 30, 3R
4425 D/VDR A5 S7E3RH] IBD  H (R I 6 028 s 7 o 5 446 i

i bPTR, 4EER D BT RE RN RS EEEN. AR
D/VDR JEI (21 AMP HUBETE, FEN 5 90 BFBE D Re A H WA SC ) JUAN B
FEVR T 56 R G S S RSB E ]

2.3.2IBD Hi@Eid 44K D-VDR HEE&UN BN 5L

Yz D I B T 40N (a5 3 3E IL-10 1 Treg i3 4y,
SCHRPHAE PSR SOAE A5 i 32 M7 T ITEM . 48E3% D-VDR E&8MZ5 T 4
WPURZ RS ST T A0S A5 2 S ML 5™ o 1,25(0H)2Ds Rt IR 534
A ST A0S 2 B 0 SR BRAR ™, T S PRI AR, AT PR 1) 8 R S 2 1)
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PO . HULFEE, DC 40y st i3 ik VDR, VDR 5 1,25(0H).Ds &4 7 i
55 IL-10 (7 A A IL-12 f0)77 A R A R0 e e FHEEA 3R D 57k
J ) DC AR E /A Bl — Rl 2 PR R, B sz DC Refeidt T M4
(RTTRICRT G 5 o i VR R S B A PR e S B S5 48 M S ARG, 9140 IBD
FURFE RS I TE AL AR 2 A0 3 o 3 A A e S I H 5 B P S AR A S At
AFE T M RE, S SZ Thl. Th2 5% Thl17. Treg™. 4422 D ] T 4HM0E
HANIGSE, BEEH0E Thl BUARMEE 7. @i XA, VDR EEhAik i
ST BE Thl SRS SE SR, I 40 AT L0HESH B IE T A MR R R AL T
AT Bl ER, B SRR T 00 DLBOE Y 52 1 Treg™ ™. FEAEHE
ZAE R H A 140,000 IU 48425 D, 2 NHTEEWEIN Tregs™™ . [FHY,
1,25(0H).D; 540 A7 T3t & -y Cinterferon,IFN). TNF-a. IL-17 Al IL-2 f31
HE<. thoh, BIFFLERA 1,250H,D; AlES IL-4 K4, 65 IL-2 HhiHE
€1t FoxP3 +CTLA-4+ Tregs IR B ™. B4R, CD H Thl /" FHI%E RN
Xz IFN-y K& B IL-12 #ERik, IL-12 & FZA Thl 5S4
wo, fE CD BT, 48k 1,25(0H)Ds BaE, EiF Th i A i3k
MR IL-10, 4874E 3 D & W] LU R S B3 BUE R 40T TNF-a. IFN-
y B AR s FE TN UC S HIBEFL T, 4E4RIEME4EER D
KT e 5 33 P A A A IR 540 % 400 DL 1 B A B g ok R =
FEHE 7Rk H UC B3 1AM M AZ% 40l (Peripheral blood mononuclear cells,
PBMC)2 S8 IL-10 0k IFN-y BO7=2E, Ml a e =75 kE CD
BEN PBMC MR SER T o (TNF-a) 774, 1,25(0H)Ds F&% T
SERIER AL TNF-o AHOGEE R ) RIE ™ . 6Ah, BRTHL TNF-a 0776, 1M
YeE R Ds BER IBD BEHM TNF-a KFFFEA PBMC 458 52 905
YiE R DS SH2 BB T 4000 (Th2) 3k, BB AMMRE 774,
i IL-4. IL-10 1 TGF-B. XLe/ER#IH 1 IBD 18V 580E 1R A RIFREE . £
/NECFIHER VDR J5, WEE|S KN CDACDSoo Al H R AGAIME . T 414k
SO A RIS M SO A R e 44 ER D k2B VDR ZERE ( knockout,
KO) /NRTE B i f iR v R B/ ) CDSaa 1A Treg , IXRIHEL R D X
CD8ooTreg K HELY)RE R CHEE ™, 5KH VDR KO #{ CYP27B1 KO /M)
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CD4+ i n] ;=4 K& IFN-y F1 IL-17 , MEER BN R 2524 K
s YEAEZ DR T AR BT A AR A AR SRR SO AN 3 B2 A T
TR FEVEH .

R 2 BRI, 1,25(0H):Ds X Th17 4ifi LA HRIER, A4 hm
Reraa . Th17 & &R B R R I TGF-B %4, 1 1L-23 5 Th17 4/
(R SEFNAERF A DG JORE SN (W R A ™ A IL-17 1) Th17 4HARRIE . $L
PER I, 1,25(0H).D; @it i TGF-p1 K] Th17 0K E ™. £ 2,4,6-
ZREHEIRRE IR T (W 45 1 2/ AR AL, B A =R BT A S BURE Y TGF-BL
FHSAFERE TL-10 43, {23t Foxp3+ Treg Thig, #Em#né] Th17 ThAg™. 5
—IUt SR, ] TGF-B1 fn IL-6 $537KH T 4HMEREE/NEE T A
RS AE; SR1f0, B0 5 IL-23 —EEREaESHERE, W T 4
SRFE /N B RAEHO T IL-23; 7EIZBHH, 1,25(0H).Ds #li] 1 IL-23 sl 1
J3E S RE 6

2.3.3 ZE4E K D/VDR {5 5 E ST IBD shE R m fRf 2

1,25(0H)2Ds 484 1IE B wT 115 B 1V 18 AR 0 B T RE O 51 R Bt 48 S50 52 1 e
PEIRRL. SRZAEER DI IL-10KO /NIRER RNE R, TYEER D IRIT
RAEMUEE T I A b 45 5 1 EFE R . b4,  VDR-IL-10 SR/ BRAE B 7 iE
O TR R I AORE s Sy — TR ALER B, X VDR/IL-10 KO /M R R L H
CD8ao - 57 A bk EL A Ak TL-10 FRIA LA SR T 5 J6 55 A3 A B 7 B sk ) 4%
RESSL, FB] VDR 3 T 40 SR figiE . thsh, fE bk Sesesi iy da g 3l
YE R D JRIT RN 2 TNF-o #HOCHEDR . 4E4 3 D #hsniilcicss 1R a g
A D BRZ AR BRI G T AR . X e g B TE R SRR R R A 5 5
IL-10 KO /NR &9 AR BINESE . TESLIG 45 R, 72 b K 4
FIEN VDR HYFEIED/IN RO 2 i 9 BAT S BEAR BT, Sl R vP5r L S5 I 2H 2340
5 R 45 B 9 E B FRARAIE B 73X — p5. TL-10 KO /N L e 4iffef VDR [3€
B IR g, RWI4EAER D (E 54 S/ IBD AR ER .
A, VDR {5 S FHET NF-xB W0&, 38 7R TR E B ES, S5
E AR TR e Sy — TR AR, W B A Y) VDR 5 S A b
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B 20 B TSR TR IR A o /N BRI b R A B i b R 4R VDR R
RAPECEEMIGIRE K, FAHERTEMREN Thl A Th17 KR, BLACGER
) IFN-v . IL-17 ™. #HMREHRZ4E4EER D KRER/N RS st sz 6,
SRR SR AN S B TR, 1,25(0H).Ds [HkZ e W £l it i 45
2 A RT3 T 4 A 1 i R RS EEL 45 0 % A7 R4 55 /0 BRI T8 ol A e o AR
UTPIR A R s IX— R EE R, 4EE 3 D Sz S 17 45 okt i Bt B
MNTITASE B 22 (R AE 49 2 A B0 W R FE 475 R 46 P 8 R o

2.3.4IBD 4R D 1 VDR SRS M

25 FIYEA K D3-1-0 BALEE (CYP27B1) /2484 D iIL ISR Il 2
—, MPURTIEYL, VDR Hl CYP27B1 K LMK 3Rk . HLAARAZ Bl G,
LR 240 T 5 R S 2 200 MR S RIS, IX S A R 567 A4 1,25(0OH)2Dse Sk G
JG 5 B 7 K, T MHZBREOGEE 2-3 KJF%RE VDR Ml CYP27B1 %A,
At VDR 7RSS 7-10 R T #fRis. Ik, 1,25(0H).Ds /21 IL-
17 1 IFN-vy BOGE 2 24 AE4EAE TR D SR, T EUIR ARG BRI G,
HF )5 EIR . 4R D RN REEEISRITERA S, (ALL4ER D
ARRVNREEE . £E IBD H1, PURASBINER, T i KIIBeE. £205H
) T 4HiE, 1,25(0H).D;s T4 IL-17 A1 IFN-vy 43ib. T ZHfBG5E DL A 17
F4r W IL-10 [ Tregs ZORHE T, XEEThEER G| 7K IARE) Thl F1 Th17
SR, #0HIT IBD SEAR, FRAIHI T KA.

derbm D n[RTIIEMA YA, B 1,25(0H):Ds B, VDR [k = £ 35
BRI, WTTTER S22 Ess . SRR TERE, A3 VDR %
38 5 5 I E A R R AR A %, T/ EUBIES VDR Bz 2 S 8UAES
A, VDR ANFEM WA 0k, R Sz 4 i A 1 R 4 i) VDR
EEESN SRR D WBERBERREN . /£ CYP27B1 KO /M F1 VDRKO
/N R FEAE T ORI T 38 BORONT B T IR AT B 1], 1 5 A /N B L, st )
R JELBE TR [ DRI BRAT 1 [T 40 B 0. BT 1,25(0H)2Ds AbEE CYP27BIKO /MR
] AR 45 1 7% 1) 7™ B R AN A v T o ) B
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2.3.5IBD H44E D/VDR FMAMBEERE

HAl AR VDR ZERB4EA R D AHCEERH 1) LR L 2 A b
IBD [ys2m, RHEATAET IBD #£3 MG 25(0H)D K- #7846, VDR fE
12 SHk EALE S IBD K BVEAESG, IF H SR AEEL, 1BD &3
[¥] VDR WUE ARG, XA LA S oA 4 A 2 D IR O &
HRIERR, 4E4EFR D 456 H E IR S AR 7 AT e 52 IBD KU
BT T FE 2 B IA T 4E4= K D/VDR 75 SRR ) BEFI e NS 5 R 5
IBD AHKRHHZHE T II/EM. C &M VDR RIETE UC il CD H¥Fi™.
VDR FIEHK FIFEHE AT F miRNA-346, KA DAERH TNF- o @ik #iG
miRNA-346 &IA N VDR mRNA ", VDR ffFii#id miRNA-23. miRNA-124.
miRNA-125. miRNA-302. miRNA-372. miRNA-373 . miRNA-506 K4, 1t
XS, A miRNA-124 5 IBD AHC™ . TEEE I — T 50 H, miRNA-
142-3p HIFR4EAER D S MBEWRZI B ERR. Bk, 44% D
= 2R /N IBD B B 2 T miR-142-3p [FRIA™ SR,
— DRUAR 9f5 5% [ AR WD RE A ) AR BE AL SR B, A SCRR4EAE R D B AE
IBD & Hp i) 2 EEAE

2.3.6 &4E D KPS IBD iR = ERE R

BT ISCHRR Y], 4R D BMMEMZZ TR, JFH 565 IBD f£NK
LRI K Leslie F NRIEA R D SRZAEAEHHIZH IBD BFH IR
W, HfHR4EA R D 35 IBD KBS, £/ NRBER S, 445K D fizh
R BERLIR I T 45 B K 5 IR INAT 9%, 4h78 1,25(0H)2 Dy W] B35 il 48
RERIEEREE . T 2FER, B IBD WAREER D S REM KT R
B, A B IR IRANAEYT SR B IR RZBR L $06 T B i
Enerr, —UBET R, CD BEMI4EAR D shZAEE s T UC, 1 HiEH
T N (RS R, 0 R R R I PR IR Al
e, —BERF SRR MIYEE R D SR S PORIE S I RAE AR G
IBD FRAURAEZEZR D KR RERE HI T U0 IR A B 58 AR RS, (BRI AR

HRENRB B K R B S BUEH 4L R D M. 445K D REHD
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) BA K% T R 22 25 P (Single nucleotide polymorphism,SNP) CL#iE A BT IBD
FHIyE 25(0H) D K FRIARL ™, SR, SNP X} IBD 3 My 25-OH-D /K
I DTIRAE S /N, BB S I d R BEN LA 2 BT R R 4EAE 3K D IRZS g A% g
75 IBD MR EAEEATFTIR R H AT AN 21X e A 5 2 B 15 SCHpgE AR
% D REE IBD KEZMMERK R, —WEX 72,719 %tk (FE 40-73
GOMIRTAEYEABIBE TR I, BUm I gE A D RS HFIKE CD MRS AR,
WARmAEER D FEHEA S IBD AKIRE RN AN, 44K D
B ERE TR R E—TEH6F UC F CD B ISR 7L, ik

B R D ARIEFE YEE R D 7o R R A BRI FAR 0 KR B . X IR 5T
WM& THAER D AKFRAE R R, FEfE T ACE A R IEE AP, Hh
REBNIEFEMAF A, S 8HE K AR ZE T RS, [F CRP
A PR

YR D BRZCWEW & IBD BE RAESHE TR IAK. BR
Ananthakrishnan %8 N[ FL A EAT4E4E 2 D BIRbRIGTT, EAATTR 2809 44
Rl 742 D ORERE R SR B FH TR R, EER D B e KUK 1Y
A xR, 44% D KRG 1 ng/mL, KK 8%,

SRT, AR FEAT ORI, R B E 1 — T S E CD s e
THHEE D KFH CRP ZIAIRFAHIHE:, #h7FI% CRP A HE £ A 5
Wi fE UC &, 4E423 D /K. CRP MR FEEO A I

2.3.7 4 D Xt IBD FAEYHIFIT W

Yz D AR IE A TS A A R AZ AN TNF-o #0177, ot
5 TNF-o #7198 KR H APUBEA N2 . W21 TNF-a 25903697 1) 173
L AE ISR RN, S4AER D IKFRIRIZIAF AL, 44% D KFIEHR
W2 IREAE 3 A IEBIZ MR LLBIR N 2 s X — RIAE 55— I Bl W
ST AR RN, ZWT R, T RPT TNF-o 6T I 4E4E R D K PFAL
(] IBD 38 A A REDR R B R 1YR YT, FHRERBRb RdEA R D A &
PER™ o 53— T 7 4EAS ARG TT /) IBD SR HEAT 7 41 IR i 18 G 28 L f)
FRAN S R AL, RILE 25(0H)D 54MNE ML, Wil odB7+3 AL G 2 iy
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MM, 25(0H) D <25 ng/mL 545 ER .41 1 FEREVHETT RIBAHRK . Fik
R4E4 R D /KPR T IBD 38 A R4ES A Bk B fiia )7 e,

2.3.8 #h TR D 18T IBD BT

AWFCRE, BZ4E4E R D I IL-10KO /NRURER B NS4, MgeE R
D BT B T g I 2 (R AR EAh, TR IR SRIR A bR I
YRR D T AT R TNF- o MOCEER ™. 48423 D hnsflckat 1 e gt
A D OBRZ AN RGO . X el L 7 R RN R R B 5 5 1
IL-10KO /MNRZ5 I R PG EHESR . KREIERRH, HIR4EAEER D #haim+
Tl 2 4 AL 52 M R AP k2 iEdE R IBD E& 1) 25(0H)D ik
SFIEH AT IBD B TS A a, 645 FRIK CD B R AR K 2 REbR &
Pl L BRI RS L KT TNF-o0 A7 S SE 503 ) el 435 T F R 1) X
oy, b RIGE R Gy b s — TR BRI 2 A6 T LI IBD IURFFIRE, HIK
K& D RYEA & DRI AR %4 Hhify7 IBD BILIM4EAER D =, &
JA#MFE 40,0001U 442 K Dy BFHAR ETEaPE UC &3 ULARE ST UC MEE
UC BEM4EEFR D /KP, CRP MIZEMEE DEAMEE TR . 5H — it
LW CD HRAEANTE T 120010 4E4: 3 Ds (B AR H .

HFFNEF SEZMEEE (EER D SHELEE (4EER Ds); B
KRMZEER D WHEAFAE RSN 25(0H)D. 4R1, BIRAEY, 46465 Dy 4
] 25(OH)D flF /b T 4eAE K Ds, M4EAEZR Dy 78825 A
25(OH)D /K HTHEA R ™. Fik, W EANR4EER Ds.

TR ZAE T 4EA 2 D ANFRFIE R SO . WOM B A
ROk N RN R4 R D RN AZ ERRBE N 4,000 TU . HRAE S5 E 240
oA, MRTEUE RN 40010 44 R Do 3 E KT RN
600 1U, PA4EFF>50 nmol/L [¥] 25-OH-D 7KF". WM ad il i N8 RIEA
15001U-20001U" ¢ SR, 3X LE45 Fg H AR MO EA RAEPER A RZR (40 1BD)
NG o S ) — T 7R B, {F IBD o, ®RWREFZE 1800 TU-
10,000 TU f#77) &
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3.1 BFAX S

AR 2021 4 11 A %2022 4F 12 A S5 MORE8 — B B A RS2 8 UC B
CD F{ F 4EA5F) Bk B P el 2 =) QR PUIG T 3L 85 Bl g, o HLilm PR &R #E47 0]
JA LR 9T o

3.2 I NI

B IRRARTL, PoBs TR, WS DL 930 S AR A P R EE 3 22
LRI 40 2 1BD Y 5357 SEBRAE RS 9 UC BT CD OGN (RIS 7E 18-75
FA% . IR A AR B RN 5 S TR o I R (8 o K B
AL O SRR, SR B B 206 SR e B e R R S 7
LB LA T I o 5P R B B R 2 VLB BT 0 S T VP R
FI S-ASA 240, 45 H B A8 BRI B A2 /N T 40me. Fos 71 ) S o
AT

3.3 HEBRARHE

HEs AR ES . BRI AR . TSRS A% BRI R ER B
GBEORIE . REEATYHEAE R D ACTHRRI . AR T AR 14 B R
FEFR IR 5 R AR ST I B

34 4EE D KWNE

A MG REA, K 25(0H)D W& & H (VDBP) HRE K, HH @i
A 5 e & L v 25 (OH) D. 25 (OH) D Y IE#{l7E 30-100ng/mL,
20-30ng/mL A4EE R D AL, <20ng/mL N4EAE D =, <10ng/mL NEREF
PR DHRZ,
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3.5 A

YEISFIER AP 1% A TE 04 20 6 Y2y, LUGH 4-8 A4ERHAIT .
BER 300mg FRIKIE (B—k 2 /M, 25 30 4081, JRyT IR T iR AR IR R
ROLPE R IT TN

By R U F i T SR 1 B I R KR R R (260-
520mg, %) 6mg/kg), 8 JiJ5 90mg B ik . 4ERFHARE 8-12 il —1Kk 90mg K T
RS ERFIGYT, T IR Al AR I ARR B e e TR T L

3.6 IR VA

3.6.1 mayo VF43

AHEF UC B R Mayo 1P/ 1AL B 0 A 52 14 AR IR 2.
War<2 4y, BEBRASTWS>1 5, RIEREM: 3-5 2SS 6-10 70
FEWESh; 11-12 EEES).

I R 25 5 SRV 53 ARG T FE 2 1R PR =30% LA S =3 43, T HLAE LAY 43
TRPE FEE =1 73 BAZ 2 B 9 0 B0 1 20 IRIRZER & NP7y <2 4» B3
AMFBRFA>1 5. (W 3. D

N

%< 3.1 744 UC B9 mayo 745

07 175 29 349
ok B FEIEH G 12 ELIERIIN 3-4 &/ CIEH XN 5 ik
H IR PN AE/R
i 1. K OH A B — R ORE S A E R — BRI

i e VR If 1fiL
WA R IE® B BRERL (4 PERAE:. PR HERE: B
) T g B0 B, MR B, mESGEMK, Bk, BAMH

YA W, RIS RSN, BER: 1fiL.

iR,
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3 FART ik

gk % 3.1 ¥ UC B9 mayo £
B s IEw BT R AR H R AR
PRVEAR

Ee <24y, HEBEADTEES>1 5, NGRS, 3-5 0REES; 6-
10 4TS 11-12 HEEVES) .
B E SUATES M T 2R A IR B IR =30% UL )2 =3 43, T ELARE I ) 49 T 1P 45

FemE =1 8z W 0 55 1 49

3.6.2 HBI ¥4

CD K% X F HBI ¥F CEPfaifb i) CDAIL 43 5 HE 0 B 5 14 &)
HIGIRTT 2. PEr <4 20 NEERM; 5-8 0 N VG, =9 9 N EEESI.
I PRI 78 SONVEAr AT I 2R I FRIR =3 7o IRIRZEMR 2 SUNTEr <4 77

(£3.2)

% 3. 2 14 CD B9 HBI 14> ({%1LBY CDAI 3ESY)

IRAREIL 073 15 29 39 49
RO 4F 2% # AR e
fE p5 LE i = -
fEHR e A&k ti e P fioh e -

J5gis FefEaEH 1 U6e 19

FHRAE  ERERIE 1 5

F: <4 TAEWRER; 5-8 P ATEEME; =9 mAEEEA

CDAI: CD iEshie%

HRAEBFE ARG MR . 5T LB SRR % . B bt . 229
HTHE R e 45

3.6.3 mayo W4 F R4

AW UC HBE W T RIERM mayo WHL N VFor, PP 0 5 14 AR

WEE TR M &S E XN mayo WSS 0-1 73 (3£3.3)
16



3 FART ik

% 3.3 mayo RS TS

Py N R

07 1 H Bz

17} ZLBE. M SN, KRR S et
29y MR ZLPE, MESCEIER, KRS, BEEE
39y R, BRI

e KBS O8N mayo WEEPE) 0-1 77

3.6.4SES-CD VE45

AWFFEH CD [ 35 R B4k 85 (SES-CD) ¥4y, vEAY 0 A5 14 W
Wi R FEIEA & 12 N SES-CD ¥4y 0-1 73 (K 3.4)

%< 3.4 SES-CD 4

Wi H 045 1

29

39

W oK kL B (H&
4N 0.1cm-0.5¢m)
mEm R L <10%

T vt

W B2 & <50%

s ko KR, ABREE

B RKivtz (0.5cm-
2.0cm)
10%-30%

50%-75%

£, WA IEE

K (H&E>
2.0cm)
>30%

>T75%

e REE A B XN SES-CD 143 0-1 47

3.7 HBEHE

A5 FH A= F00 R 17) 58 o K@ 78 70 5 A IE RO« ZERE L TR
A5 FH 5 5 < RS AT 1) Ox L AR 2 W 77 K i3 25 RO D B, T BERIAS RSN,
IR, SRS R AR A R AT E , (AR S e R R 2 2 TS

A&,
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3.8 GitF¥

FESRST ARG S v, ASBI T AR AN [R] 0 2804 2R A AN B8 70 A K U R ) S 1t 7
K9 7% SR T, FFE IR 5 7 ZF R BEE 3T ¢ ki si)y %=
b, AR LN T t ke, ZREARLLAN T Z 00 AT E RS AT
577 ZF B E AT AR S, b AR AR wilcoxon FRAIRGS, ZFEAN
H kruskal-wallis £r 49 5% fridman 050 . 7E70 K8 H, FEAERLKNHELT (&
FEART>40, BEAME T REAR TSSO N R I7 k46, 715 I B2 FH AR I 1)~ 5 A 36 58X fisher
VMR . IRIBBO R LHANE . N2, £ 29V, AR5
AT T WH

FEAB SRR M of, AR SRR 77 & 1B A 515, 20 E A T pearson
2R A AN kendall BRAH IS4

TEHMEWT 2R 4EAE R D K 5IRIT BRI RIS, RATLURIR N Z 23 ImKSE
. FEE SR IR, N BRAMERAR AR D AT AR
HIR AR LI RN o JeAh, 9 7R FHARL MG &R, A Fiik B BRAIPESL 7
FERIE T ARV . FEFEATT B2 — B O, B8 REREA B
mUFIESIEH el T, X AT DUGRAIE 2R B P PR o BRETE n XL FEARI E
PG — kA E M IEE Mt 2. KEdE v ntl B SKREPIBCH EZENH
G, PAEBRH n RIEAIE, REs— SRR, g E X A%
AR Bl 9 2 G A2k o A AT DA G- 52 5 ) (1) AR B 1 A«
Wr R B AU BRI RN FE SR B S A, T AR S B AT BT B8 . RIS R
HEN] CAIC) PP AIG I 4EhrR, AL AIC BN, BRI GBRR . 72 R
PESL T RESRART R, NN ALY AIC AR AR kb sk, 5Tk
BIE— R R B AE AR MO R . Ak, 78 BRI R, 30 g N T 4E
A2 D MBI R (HE . e, M. BRI AISE), DURIEZS AR .
BJa, N TAEEIETTAL, AR H] T AR EAEHELR AR EE .

AR A WG o e BN H T S SPSS(iiA 25)80 R(RA
4.1.2).
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$A4FLER

FA4E HER
4.1 TR ZHRE R

AN NI S 1) R ST 7 o FH A5 R B R0 5 =) SR Y IBD SR 3L 85 4.
RIEPIF WL 72, CD48 7], UC37 fil.

fEUC i, 534 15 9, Ltk 22 Bl SRt rh r 4 43 %5 i s A4 4
oy KWL T B (ED 1N, A4 (E2) 8 N, J7iz4i% (E3) 28 A
FERRAE S, W IR e A B R A I B 2 N, BEAE MR B 6 N (it
LA, B 1N, FUIE 2 N, MR 1 N, FURLF4ER 1 N, BRAE R
B ise B 23 No FREKF ) ESR tAi s (DU A #laleh) Jy 24 (23). £
Z87KF1) CRP Wi (DU L ELRIEE D 2 6.7 (29.8) KIRFEL/KFH A A+
B VYL BRI FED A 34.5 (7)o FEZR /KT 1 1 2088 (1 P 7 550 (D 43 S e 6D
121 (36). FEZAKPAEAER D g (DY 3eeE) A 13.9 (11.1). HEZk
(¥ mayo VP4 A E (PO RrELIRIEE) A 10 (5) 4. F:Zk mayo WERITAS 47
B (U REURIEE) A 3 (1) 4y BEEIKVF R IR SR, P
WEIAEE 15 N, HEEESIIHES 22 N, UC BET AR D A EE 6 N (4
FRZRESAE 6 N, SREIBUAHIA 0 N, 5 16%: 4E4EZR D BRZHE 19 A,
i 51% (HEASRIBRAPIA 17 N, SalBURhid 2 N); M™E4EAER D sz BE
12 N, /32% (4EfSFIEkshid 11 A, SaEBspid 1 . GR4. 1.

fE CD h, 531 35 6, 2otk 13 0l RIRFRE AL EL 24.5 % i P AL
4.5 %, KREAA T ARmE (LD 6 N, &5l (L2) 5 A, [4gils (L3) 37
N, BB & BIHEAE (L4) WEFE . ERWREI T, TRELFEEE 23
N (B, UmiEsk4a B 18 N (B2), (NFEEE 0N (B3, MELGIFE
B 7 N (B2+B3), HALERIE (P) B 39 N. RS, ool wh@gess
BRI S 11N, BRAEMREE 2 A G amE 1 A, FREA
W 1N, BEAE TR R R s 22 N FE28/KF ESR % (M40 %
[HFED h 35.3 (43.2), F:4KF CRP WAk (DU i EimlEE) SN 11.2(50), H:Zk
AR AP (WA EUREE) A 36.4 (6.3), FELI/KTFIMLE AR AL
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$A4FLER

e (DU RLELANEED 2 121 (31.2), BREKP4EAEE D A (VU5 i) )
9.1 (8.5), FHELEN HBI VP44 (DUsr % mE) A8 (4.2). SES-CD F
Gy (DU Ar BRI RED R 7 (3). ISR 12 N, PRSI 25 A,
HEVESIM 1N EERD AL 4N, fHEXDHZ 17 A, TEAEAER DGR
Z 27T N (K42,

BT BE 4R 2 D KPR/ T IEHAE, UC B 44 3R D A7 30CH 13.9ng/ml,
CD HE 44 % D A HUN 9. 1ng/ml, CD Hg P44 & D /KK T UC s
H g% D AZ 10 A (CD: 4; UC: 6), 5 11.7%; 4E4E % D = 36 A (CD:
17; UC: 19), i 42.4%; /" EH4E4E % D = 39 A (CD: 27; UC: 12), 4 45.9%,
CD BH AR D HZ HHHER, UC BE P44 R DB HIE K. AFH
AR D 7RG AFGR AR 2 [A 2 7 B S L (P=0.048), (£4.3)

F 4.1UC BEMIRKREZEIRE

FZj2k7R WHEED ek
MR S| BUR dtER  HERDH 4AEERD PIE?
JSRTN Hg Pt D A& = P =
A N =37! N = 34! N=3"  Pfi? N=6 N=19! N=12!
51 ,n(%) 0.30 0.2
5 15(41%)  15(44%)  0(0%) 4(67%) 8 (42%) 3 (25%)
5’8 22(59%)  19(56%)  3(100%) 2(33%) 11 (58%) 9 (75%)
R TR AL 59.0
43.0(25.0) 47.0(24.5) 33.0(7.0) 0.11 42.0 (17.0) 39.0 (31.5) 0.11
(IQR) 9.5)
I S /4E HAL
4.0(5.0)  4.5(5.8) 2.0(1.2)  0.20 5.0(5.8) 3.0(6.5) 4049 07
(IQR)
-G >0.9
0.088
7,n(%)
El 12.7%)  0(0%) 1(33%) 0(0%) 1(5.3%) 0 (0%)
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$A4FLER

e # 4.1 UC HHE M IE PRI L H P
E2 8(22%) 8(24%) 0(0%) 1 (17%) 5 (26%) 2 (17%)
E3 28(76%)  26(76%) 2(67%) 5(83%) 13 (68%) 10 (83%)
M & 4 >
2(5.4%)  2(5.9%) 0(0%) 0 (0%) 1 (5.3%) 1(83%) >09
#.,n(%) 0.90
B & 0.2
6(16%) 5(15%) 1(33%) 040 1(17%)  5(26%) 0 (0%)
I8 (%)
e 4+ H > 0.6
23(62%)  21(62%) 2(67%) 5(83%) 11 (58%) 7 (58%)
#=.n(%) 0.90
ESR, {7 %1  24.0 37.0 29.0 31.0
23.5(22.2) 0.5 23.0 (23.5) >0.9
(IQR) (23.0) (47.0) (25.8) (16.8)
CRP, 1 37 % 31.8
6.7 (29.8) 6.1 (20.0) 0.3 4.1(9.3) 8.7(30.2) 53(34.5) 04
(IQR) (22.7)
H 8 1, H A7
345(7.0) 34.7(6.7) 30.6(0.9) 0.048 33.8(4.9) 36.8(7.8) 32.3(6.4) 0.016
H(IQR)
MmasEA,F 1210 121.5 101.0 138.5 114.0
0.4 122.0 (29.0) 0.14
K HIQR) (36.0) (34.2) (24.0) (55.2) (37.2)
& D, 139
13.8(11.2) 16.0(5.7) 0.9 21.0(2.1) 15.5(4.7) 6.7 (1.9)
R HIQR) (11.1)
Mayo V¥ 47, 7.5 10 (5) 9.5(425) 0.67
8.0(4.2) 8.0(4.0) 8.0(4.0)  0.60
*F R H(IQR) (4.75)
Mayo W %%
TR, AL 3 (1) 3 (1) 305 070 3 (075 3 (D 3 (D 0.72
#(IQR)
PRI IE Bl >0.9 0.4
SR A 0 0 0 0 0 0
BRI 0 0 0 0 0 0
VRS 15@1%)  14(41%) 1 (33%) 4(67%) 6 (32%) 5 (42%)
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$A4FLER

S F 4.1 UC B3 WG IR IE L E AR
EEVEZIH 22(59%) 20 (59%) 2 (67%) 2(33%) 13 (68%) 7 (58%)
443 D 4y

>0.9

%, n(%)
4% D A

6(16%)  6(18%)  0(0%)
/2
43 D ik

19(51%) 17(50%) 2 (67%)
=
443k D ™

12(32%) 11 (32%)  1(33%)
HiRZ

1 BH (bt 22 yor H ALK (DY 73 7 5[] B Yor A1 (%)
2 MRAEA R BE RS B T Fisher's FAIHER . Wilcoxon ARSI 5 77 K56
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4.2 CD BEMImREL R

#2575 PR D Dk
Yt 13 B Bk AERD AR dAERDERZ 4i4ER D ™
JSYIN FLT 5w A N=4! N=17" HiRZ
A N=48! N=15' N=33! P14 ? N=27" Pia?
P£ 531 ,n(%) 0.50 0.9
5 35(73%) 10(67%)  25(76%) 3 (75%) 13 (76%) 19 (70%)
g’e 13(27%) 5(33%) 8(24%) 1 (25%) 4 (24%) 8 (30%)
RS, AL EL(IQR) 24.5(17.0)  26.0(15.0) 23.0(10.0)  0.20 35.0 (15.0) 24.0 (18.0) 24.0 (8.0) 0.4
3 /4, P EI(IQR)  4.5(6.2) 7.0(6.0)  4.0(5.0) 0.30 7.5 (5.6) 5.0 (7.0) 4.0 (4.5) 0.7
I e 0.8 0.3
Al (<16 %) 2 (4.2%) 1(6.7%)  1(3.0%) 0 (0%) 2 (12%) 0 (0%)
A2 (16-40 %) 39 (81%) 12 (80%) 27 (82%) 3 (75%) 12 (71%) 24 (89%)
A3 (>40 %) 7 (15%) 2(13%)  5(15%) 1 (25%) 3 (18%) 3 (11%)
RIR AL n(%) 0.70 0.7

L1 6(12%) 16.7%)  5(15%) 0 (0%) 3 (18%) 3 (11%)



$A4FLER

ik R 4.2 CD B MG R K dfa

L2 5(10%) 1(6.7%)  4(12%) 1 (25%) 2 (12%) 2 (7.4%)

L3 37(77%) 13(87%)  24(73%) 3 (75%) 12 (71%) 22 (81%)

A FE 0.4 0.4
EREAFE (B,

23 (48%)  5(33%) 18 (55%) 1 (25%) 9 (53%) 13 (48%)

n(%)

¥ (B2) n(%) 18 (38%) 7 (47%) 11 (33%) 1 (25%) 7 (41%) 10 (37%)

7% (B3) ,n(%) 0 0 0 0 0 0

B2+B3,n(%) 7 (15%) 3(20%) 4 (12%) 2 (50%) 1(5.9%) 4 (15%)

HLREER (P n(%)  39(83%) 10(67%)  29(91%) 0.09 2 (50%) 13 (76.47%) 24 (88.89%) 0.10
BEAE 254 ,n(%) 11(23%) 2(13%) 9(27%) 0.50 1 (25%) 7 (41%) 3 (11%) 0.08
BEAT: I8 ,n(%) 2(4.2%) 1(6.7%) 1(3.0%) 0.50 1 (25%) 1 (5.9%) 0 (0%) 0.066
BEA 3 ER n(%) 22(46%) 7(47%) 15(45%) 0.90 2 (50%) 4 (24%) 16 (59%) 0.062
ESR, Hf7#(IQR) 35.5(43.2)  48.0(65.0) 35.0(40.0) 0.3 36.0 (36.8) 17.0 (59.0) 38.0 (36.0) 0.8
CRP, F{7#(IQR) 11.2(50.0)  9.0(23.9) 13.6(53.1) 0.3 20.9 (53.4) 9.2 (50.5) 17.6 (39.2) 0.5
HEH, FAEAQR) 36.4 (6.3) 38.4(7.4) 36.4(5.4) 0.6 40.0 (3.1) 37.6 (6.4) 36.2 (7.0) 0.13
M2 & A, AL E 121.031.2) 1140 125.0 (29.0) 0.6 139.5(20.5) 131.0(28.0) 115.032.0) 0.2
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$A4FLER

5k R 4.2 CD B e Rk 2 B3
(IQR) (32.5)
44k %& D, FAK

9.1 (8.5) 8.0(9.4)  9.8(7.9) 0.6 23.7 (1.8) 14.9 (1.6) 6.9 (2.0) <0.001

(IQR)
HBI ¥4 8.0(4.2) 8.0(6.0) 8.0(4.0) 0.60 9.5 (3.8) 6.0 (4.0) 8.0 (3.5) 0.4
SES-CD W 5i1F4> 7 (3) 7 (2) 6 (2) 0.2 6.5 (1.75) 6 (2) 7 (2.5 0.30
PRI i B 0.2 0.2
2 A 12 (25%) 6 (40%) 6 (18%) 1 (25%) 7 (41%) 4 (15%)

W R B A 25 (52%) 5 (33%) 20 (61%) 1 (25%) 7 (41%) 17 (63%)
A E B 11 (23%) 4 (27%) 7 (21%) 2 (50%) 3 (18%) 6 (22%)
PR DG, n(%) >0.9
YR D AR 4 (8.3%) 1(6.7%)  3(9.1%)
HAEZRD = 17 (35%) 5(33%) 12 (36%)
AR D EHRZ 27 (56%) 9 (60%) 18 (55%)

1 50 (bt 22)or H AL E(PY 43457 F) or A3 (%)
2 IRPEAF G R T Fisher's B UIBEA % Wilcoxon AN 56 5 77 4656



PLEAB AR SRR TS, AW RSB —FEHNE.
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