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Bioinformatics analysis of the genetic difference spectrum of

rheumatoid arthritis

Xintian Cai

the People’s Hospital of Xinjiang Uygur Autonomous Region

Objective To explore the differentially expressed genes, associated signaling pathways in
synovial fibroblasts of patients with rheumatoid arthritis(RA) and to identify potential RA-specific
molecular markers by using bioinformatics methods. Methods The gene microarray dataset
explored in this study was retrieved from the NCBI-GEO database. The GSE21959 chip uses
synovial fibroblasts as the research sample. A total of 36 investigators were included, including 18
healthy controls and 18 patients with RA. Use the R language limma package and other program
methods to complete the missing values of the acquired chip data, perform background correction
and normalization on the completed data, and draw a box diagram of the chip data value
distribution effect before and after processing. The principal component analysis was used to
reduce the dimensionality and analyze whether there was a significant difference between the
disease group and the control group. Finally, a linear regression model was fitted to construct a
comparative model and screen differentially expressed genes (DEGs). The DEGs were analyzed
by the DAVID database to obtain the results of GO enrichment analysis and KEGG signal
pathway analysis. The protein interaction network was constructed using the STRING database,
and the results were imported into the modular core genes in Cytoscape software and the protein
interaction network was plotted. Results A total of 123 differential genes were obtained, of which
38 genes were up-regulated and 85 gene was down-regulated. The GO enrichment analysis
indicated that DEGs mainly participated in biological processes such as chemokine regulation of
CXCR chemokine receptor binding and positive regulation of angiogenesis. The enrichment
analysis of KEGG signaling pathways mainly included the chemokine signaling pathway Rapl
signaling pathway and vascular smooth muscle contraction and other signaling pathways. Finally,
seven hub genes were screened for CXCL1, CXCL8, CXCL6, ADRA2A, ADCY8, S1PR1, and
SAAL. Conclusions To sum up, this study uses a variety of bioinformatics methods to explore the
genesis and development mechanism of RA through different viewpoints. The seven core genes
discovered include the CXC chemokine family and SAAL. Extensively studied genes, as well as
ADRAZ2A, ADCY8, and S1PR1 are rarely or not yet reported in RA. the study. At the same time,
the above-mentioned core genes can be verified through subsequent animal experiments and
clinical large-scale samples to further clarify whether they can become highly sensitive, highly
replaceable diagnostic markers, and provide a powerful alternative to RA and its related diseases.
Evidence supports that this is an important early basis for the research of early diagnosis of RA
and drug treatment of subsequent complications.



Monocytic MDSCs skew Th17 cells toward a pro-
osteoclastogenic phenotype and potentiate bone erosion in

rheumatoid arthritis
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Objective While myeloid-derived suppressor cells (MDSCs) were previously shown to
promote a proinflammatory T helper (Th) 17 response in autoimmune conditions, a potential
impact of the MDSC-Th17 immune axis on abnormal bone destruction in rheumatoid arthritis
(RA) remains largely unknown. Methods We investigated the correlation between the frequency
of MDSC:s or its subsets and joint destruction in RA patients. The reciprocal actions of patient-
derived MDSCs and Th17 cells were studied using osteoclast (OC) differentiation and bone
resorption assays in vitro, which were further validated using mouse models of RA. Contribution
of MDSC:s to osteoclastogenesis and bone erosion in vivo was determined by depletion or transfer
of MDSCs. Results Human MDSCs, particularly monocytic MDSCs (M-MDSCs), exhibit
inherent OC-differentiating capacity and positively correlate with clinical bone erosion in RA
patients. Strikingly, patient-derived M-MDSCs can program Th17 cells toward a pro-
osteoclastogenic phenotype, which in return potentiates OC differentiation via the receptor
activator of nuclear factor kB ligand (RANK-L)-RANK signaling. This enhanced osteolysis
driven by the reciprocal actions of M-MDSCs and Th17 cells is further confirmed using mouse
models of RA. Selective depletion of M-MDSCs significantly ameliorates osteoclastogenesis and
disease severity in arthritic mice, whereas transfer of M-MDSCs aggravates bone erosion
associated with increased OCs in recipient mice. Conclusions Our findings highlight the
functional plasticity of MDSCs and identify a novel pro-osteoclastogenic pathway governed by
interplay between myeloid cells and T lymphocytes in autoimmune RA.

Myeloid-derived suppressor cells depend on IL-1p promote

Th17 cell differentiation in autoimmune arthritis

Suyun Cheng

Guangzhou Women and Children’s Medical Center

Objective To elucidate the pathogenesis of autoimmune arthritis and find new therapeutic
targets, We would use collagen induced arthritis (CIA) to investigate the role and mechanism of
Myeloid-derived suppressor cellstMDSCs )on Th17 cell differentiation. Methods SPF grade male



DBA1/J mices were randomly divided into CIA group (n=10) and control group(n=10),and An
autoimmune arthritis mouse model was prepared by CIA method. The frequency of MDSCs and
Th17 cells were examined in each group by flow cytometry, The level of plasma IL-1 8 . IL-10
and IL-17A were detected by ELISA ;The relative expression of related to Th17 differentiation
factor:STAT3 mRNA, retinoic acid associated orphine receptor (ROR) alpha mRNA and ROR
gamma t mMRNA by Real-time fluorescence quantitative PCR. The effect of MDSCs on the
differentiation of Th17 cells in CIA mice was assessed by the co-culture method of MDSCs and
mouse naive CD4+T cells in the condition of Th17 cell differentiation(IL-6+TGF-B),And in some
studies,IL-1B mAb or IL-1ra was added when coculturing MDSCs with CD4+T cells to observe
the effect of MDSCs on the differentiation of Th17 cells. Results Compared with control group,
the frequency of MDSCs, the level of the cytokines IL-18 . IL-17. 1L-10,the mRNA relative
expression of ROR v t were increased significantly (P < 0.01);and the frequency of MDSCs
positive correlation with the Th17 cells numbers in CIA mice. MDSCs displaying T cell
suppressive proliferation and secretion of gamma interferon (IFN-y) in CIA, but MDSCs
promoted Th17 cells differentiation in vitro under Th17 cells differentiation conditions, followed
by significantly increased of IL-17A. IL-1B ,and upregulation of STAT3 and ROR v t. When
blocking IL-1 B signal can reduce the role of MDSCs in differentiation of Th17 cells.
Conclusions Our studies show that MDSCs have the capacity to promote inflammatory by driving
Th17 cell differentiation dependent on IL-1f in autoimmune arthritis. Therefore, MDSCs may be
a target for autoimmune arthritis.

MiR-98 modulates cytokines production from human
PBMCs in systemic lupus erythematosus by targeting 1L-6
MRNA

Shiwen Yuan, Xiaoyan Cai
Department of Rheumatology, Guangzhou First People's Hospital, School of Medicine, South China
University of Technology, Guangzhou, Guangdong, China

Objective There is evidence that Interleukin-6 (IL-6) upregulation plays a critical role in
immunopathology of systemic lupus erythematosus (SLE). MicroRNA (miRNA)-98 was predicted
to bind with the 3’-untranslated region (3’-UTR) of IL-6 gene. We hypothesized miR-98 through
its regulation of IL-6 gene expression to influence cytokines production from peripheral blood
mononuclear cells (PBMC) in SLE. Methods The expression of miR-98 and IL-6 mRNA in the
PBMCs of 41 SLE patients and 20 healthy controls (HC) was detected by quantitative reverse
transcription PCR (qRT-PCR). The correlations between miR-98 expression and clinical features
were evaluated. Luciferase reporter assay was performed to identify miR-98 targets. MiR-98
mimics. miR-98 inhibitor and 1L-6 overexpression vector were generated. Cell viability of
PBMCs was assessed using MTT assay. Gene expression and protein level were determined by



gRT-PCR and Western blotting. TNF-a, IL-8, IL-1p and IL-10 levels in cultured supernatants
were quantified using ELISA. Results The expression of miR-98 was downregulated in PBMCs
of SLE patients and its expression is negatively associated with I1L-6 levels. MiR-98 expression
was correlated with disease activity, lupus nephritis and anti-dsDNA antibody. 1L-6 mRNA was a
target gene of miR-98. IL-6 overexpression promoted the proliferation of PBMCs and increased
the levels of TNF-a, IL-8, IL-1B and IL-10. Those effects were further enhanced by miR-98-
inhibitor, while were suppressed by miR-98-mimics. MiR-98 regulated the levels of STAT3
phosphorylation via its target gene IL-6. Conclusions The current study revealed that miR-98
could ameliorate STAT3-mediated cell proliferation and inflammatory cytokines production via
its target gene IL-6 in patients with SLE. These results suggest that miR-98 might serve as a
potential target for SLE treatment and other IL-6-mediated diseases.

Screening of systemic lupus erythematosus hub genes and
pathways based on high-throughput chips and

bioinformatics
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Objective To explore the differentially expressed genes, associated signaling pathways in
peripheral blood cells of patients with systemic lupus erythematosus (SLE) and to identify
potential SLE-specific molecular markers by using bioinformatics methods. Methods The gene
expression data set analyzed in this study was obtained from the GEO database. The chips
retrieved from the GEO database were screened according to the following four criteria :(1) the
research object could only be human, not an animal model;(2) appropriate control samples must
be set in the study;(3) the original data of high-throughput genomics chips were provided in the
study;(4) the number of samples in the experimental group and control group should be no less
than 50. The chip retrieval was carried out by two researchers alone, and finally, the GSE65391
chip data submitted by Banchereau R et al. based on the GPL10558 chip analysis platform
(IMumina humanht-12 V4.0 expression beadchip) was obtained. GSE65391 chip samples were
taken from peripheral blood samples.GSE65391 included 72 healthy controls and 924 SLE
patients. Gene chip GSE65391 was analyzed using the GEOZ2R analysis tool of the GEO database
to screen differentially expressed genes (DEGSs), and the results of GO enrichment analysis and
KEGG signaling pathway analysis were obtained by using DAVID database to analyze DEGs.
The STRING database was used to construct the protein interaction network, and the results were
imported into Cytoscape software to screen the core genes and map the protein interaction
network. Results A total of 47 differential genes were obtained, of which 46 genes were up-
regulated and 1 gene was down-regulated. The GO enrichment analysis indicated that DEGs were
mainly involved in the biological processes of viral defense response, type | interferon signaling



pathway and negative regulation of viral genome replication. The enrichment analysis of the
KEGG signaling pathway indicated that DEGs were mainly involved in influenza A virus
infection. Signaling pathways such as measles virus infection and EB herpes virus infection.
Finally, three core genes were screened for IFI44L, IFIT3, and RSAD2. Conclusions This study
used multiple bioinformatics methods to explore the possible development mechanism of SLE
from different perspectives. The three core genes discovered include IFI44L and IFIT3, genes that
are widely studied in SLE, and RSAD2, Genes that are widely involved in multiple viral
infections but have not been reported in SLE. The functional enrichment analysis and signal
pathway analysis of the above genes are helpful for the in-depth study of the pathogenesis and
progression of SLE. At the same time, the above-mentioned core genes can be further verified by
subsequent large samples to further clarify the highly sensitive and specific diagnostic markers of
SLE and provide strong support for the targeted treatment of SLE-related diseases, which will
provide early diagnosis and follow-up of SLE. The study of targeted drug therapy provides a
preliminary basis.

Proteomic Analysis for Identification of Novel Urinary
Biomarkers in Juvenile Systemic Lupus Erythematosus
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Objectives Our aim was to analyze the alterations of urinary proteins expression and to
identify some new potential valuable biomarkers of juvenile systemic lupus erythematosus (JSLE)
that facilitate patient stratification and prognosis. Methods The urine samples from JSLE patients
with lupus nephritis (LN) (inactive JSLE, n=9; active JSLE, n=10) and normal controls (n=9)
were used for proteomics assay. The differential proteins were identified by bioinformatics
analysis including Go ontology (GO), KEGG and String. The correlations between LN clinical
characteristics and the identified proteins were analyzed. Results We identified 105 significant
differentially expressed proteins between JSLE-LN patients and normal controls. Functional
enrichment analysis revealed that these proteins are involved in several enriched biological
processes including cell adhesion, ECM-receptor interaction, focal adhesion, human
papillomavirus infection and PI3K-Akt signaling pathways between inactive JSLE-LN and normal



control, as well as enriched PI3K-Akt signaling pathway, complement, coagulation cascades, focal
adhesion and human papillomavirus infection between active JSLE-LN and normal control.
Compared with active and inactive JSLE-LN, the cell adhesion, focal adhesion, PI3K-Akt
signaling pathway, endocytosis, human papillomavirus infection and necroptosis were
significantly enriched. The molecular function analysis revealed that the proteins PDGFRB and
EPHB4 were the key functional proteins in inactive JSLE-LN. In addition, LAIR1, EPHAA4,
EPHB4, PLAU, PLAUR and PDGFRB were verified to involve in the PI3K/Akt pathway and
progression of JSLE-LN. LAIR1 was significantly linearly correlated with disease parameters like
serum IgG, triglyceride and erythrocyte sedimentation rate in active JSLE-LN. PDGFRB showed
a significant negative linear correlation with white blood cells and neutrophils in inactive JSLE-
LN. Conclusions Our study provided a reference proteome map for JSLE-LN and elucidated a
proof that LAIR1 may interact with PLAU-PLAUR-PDGFRB to regulate PI3K/Akt signaling
pathway in the progression of JSLE-LN. These differential proteins in active and inactive JSLE-
LN urine could be new biomarkers to warrant further prospective study.

Prevent Action of Magnoflorine With Hyaluronic
Acid Gel From Cartilage Degeneration in Anterior
Cruciate Ligament Transection Induced

Osteoarthritis

Zhe Cai, Huasong Zeng
Guangzhou Women and Children's Medical Center

Objective According to the Chinese medicine, magnoflorine exerted significant anti-
inflammatory effects and potentially promoted synthesis of proteoglycans in chondrocytes to
reverse the progression of rheumatoid arthritis. However, the latent beneficial effect of
magnoflorine for the treatment of traumatic osteoarthritis (OA) is still unknown. Methods
Therefore, we aim to demonstrate the efficacy of magnoflorine combined with HA-gel in
attenuating cartilage degeneration in anterior cruciate ligament transection (ACLT) induced OA
rat model. Results We found that the histological results showed the elevated cartilage matrix,
chondrogenic signals and chondroprogenitor cells in HA-gel + magnoflorine treatment. HA-gel +
magnoflorine treatment resulted in a decreased modified Mankin's score, and a higher volume
ratio of hyaline cartilage (HC)/calcified cartilage (CC) and HC/Sum (whole cartilage), compared
to ACLT and HA-gel groups. Furthermore, both the volume ratios of HC/Sum and HC/CC were
negatively correlated with modified Mankin's scores. Finally, HA-gel + magnoflorine could
significantly increase the BV/TV, Th.Th, and decrease the Th.Pf, Po(tot), Conn.Dn and Th.Sp. In
vitro, 50 pg/ml magnoflorine treatment could significantly increase the viability, S-phase,
migration rate and chondrogenesis of chondroprogenitor cells. There were significant



downregulations of MAPK/NF-kB signaling, and upregulations of chondrogenic signals in 50
pg/ml magnoflorine treatment. There were significant downregulations of proinflammatory
cytokines and upregulation of IL-10 in HA-gel + magnoflorine treated group. Conclusions
Therefore, our study elucidated a protective effect of HA-gel + magnoflorine on attenuating
cartilage degradation and maintaining SCB stabilization in ACLT induced OA.

Leflunomide Inhibition of proliferation and apoptosis
of human cytomegalovirus infection in human

embryonic lung fibroblasts

Qi Ren, Huasong Zeng

Guangzhou Women and Children’s Medical Center

Objective To explore the mechanism of Leflunomide(LEF) protecting human embryonic lung
fibroblast injury, to provide the theory in LEF antiviral function to human cytomegalovirus
(HCMV). Methods Control group, HCMV group, GCV+HCMYV group, and LEF+HCMV group.
Control group, containing 0.02% DMSO in RPMI 1640 culture medium, HCMYV stimulation in
cell culture medium by adding HCMV, GCV+HCMV treated group both in cell culture medium
added GCV and HCMV, LEF+HCMV treated group both in cell culture medium added LEF and
HCMV, after 24h, 48h and 72h and cell morphology was observed perturbation. Test proliferation
and apoptosis of human cytomegalovirus infection in human embryonic lung fibroblasts by using
MTT and flow cytometry. Results Add HCMV, cell proliferation happen significant inhibitory
effect, compared with controls has obvious statistical significance (P < 0.05). Add GCV, along
with the increase of concentration, cell proliferation inhibition effect significantly reduce,
apoptosis rate to decrease, and HCMV group compared with obvious statistical significance (P <
0.01). Add LEF, cell proliferation inhibition effect reduced, and HCMV group compared with the
statistical significance (P < 0.05). Different doses of LEF to human embryonic lung fibroblast
proliferation has dose-response inhibition effect, the more obvious differences between groups of
statistics (P < 0.05). In addition, HCMV infected human embryonic lung fibroblast apoptosis rate
significantly increased, and with the passage of time, apoptosis rate increase obviously. Compared
with controls with significant statistically significant (P < 0.01).Add LEF, apoptosis rate
decreased, and compared with HCMV infection group statistical significance (P < 0.05).
Conclusions Leflunomide protected the injury of human embryonic lung fibroblast with human
cytomegalovirus infection, and significant inhibitted proliferation and apoptosis by HCMV
infection, which to clarify the mechanism of LEF antiviral infection, and to provide
experimental evidence to a new way to treat the immune disfunction patients with HCMV
infection.



W E BRI T YIS 52 4 v TSR T 18 FERRIER
TR HIRE R KR X

HHET, W, BRI, B, FRM, S8 SO0k BT, HRE, m
F Ly i 2 B SRR S

HR BRI RGOS 28 (RA) M LI A WU BR AR B A0S 3244 v Fli0E R 7 (PGC)- 1B
FIE SR A A DM B LI R . i BRI FE 4N 2010 4 5 H %5 2016 4
10 A7E P L K AN L S E AL B 2 RA B8 IR IRIRBORN, KB R Sharp
SVERETEIERL X 2 SRATIRRRE o RO R A IR B FLAH ZRHE S s TR
PR T R B U, G A Y EURG I PGC-1B 2k J 4 RE 40 AR L8 Py B 4 At
k. AHOE N 2 EAVERA 0T RA MBI PGC-1B RiA SR HEM IR A . I I 153 5h K 5
BRI R SR LN 83 5 RA &, F 20 ] (24.1%) , *t 63 3
(75.9%), “Fi# (54+14) %, PGC-1P 7F RA 84T HLZ KAt B 2 2 M i iz vh 2=
ik, IR PGC-1p+4H 1 Lus) 5 B B R 170 S BN 2 CD3+ T 4 il . CD20+ B ZHi g
CD38+¥ 4l CD68+ 5 W 4 4 & 5 57 % 1FAH 24 (r=0.332. 0.259. 0.320. 0.342. 0.309,
¥) P<0.05). W/ PGC-1B Rk 5L 4HMulibF3. C M EH LM R Sharp 175 & 73 (mTSS)
i3 IEA2C(r=0.219~0.301, 3 P<0.05). % HZEPEREIH 0 HrRid i PGC-1B RKik5 mTSS &
FIEAHK(B=0.312, P=0.004). #£5i& RA 1B PGC-1p ik 5 IR f 4= & R hE K-
RATHIRFEE RIEAHOG, $ORFIRES S RA W O SO iR I 72

REVR LI 40 AE SKG /BB F BIE BT

PREEWE L E2R L, RAIAED KRR ErRFH2 ZEE!
1 MABERKEETER 2 EE SR IEHKIBRF

B ConsEiE a4 40 (myeloid-derived suppressor cells, MDSC) 7 g3 1% Ji2 J5i 5
ST 2/ BRI i A% 38 3 S AL A R A PR 3 PR i A R TR R . AT TR
5F MDSC 7828 X 515 %6 F R M/ SRR —SKG /N R P IRIE e e 2B . ik ik
K MDSC K HPFETE SKG K35 /MR IRAL I FRIE s Sy IHR I TN SKG 2675 4
/NSRS MDSC (1 S e ik Dhag: oM i 4 i 734 58 VP MDSC 20 A6 i - 41 i
IRE 1. BER MR T RKEFRNTRMK/NR, MDSC (CD11b+Gr-1+) K H i # M-MDSC
(CD11b+Ly6-ChighLy6-G-)H! G-MDSC(CD11b+Ly6-ClowLy6-G+)7E SKG 35 4 /) BT
FORNFH KRS 1, MDSC R4 gETS HIH anti CD3/CD28 i S/ T 41 it 4 & IFN-y 7=



Azs SKG KAT/NRCRIR N MDSC #4734k TRAP BHPEI - 4i i,  H =R IA g
HEAH L (trap. cathepsin ke mmp9) , FFEAGHWUThAE. H SKG J&75 4 /N kI
[ MDSC 7344 9l i 4H B 1 RE 71 55 3% & T nawe /M MDSC; ;5 M-MDSC, i3k G-
MDSC, 1&AMERS 74k AT 4H M 1 M-MDSC 21k M-CSF )52k CD115 LA}z RANKL
52k RANK. Z5i8 SKG 5715 48/ B IR MDSC B A 56 (1) /0 A AR 1 20 R 7 g
ARE2 5T SKG /MR E B B RE

PR H AR S RNBRFTR: “RPECEL"?
BRBER BRI 200
AP T

B ESRBEURPE G 40 M5 28 AR 5T 2 AT T RN, (ELBE 51 4 1) 4 o 28 X
TR IR A 1) JEE e S LA (e gk B i /R B E BTG AR B o ASBI Fm s PR B Y 0 o 4 A
FER KRR R AP BIVER, DU 28 AR DG T 28 S5 AH 50 XGRS 2 PR o PR VR 97 B2 o R i
AW JFEE CL “REIEPEIIHI A “CRRIBIRTTR 7 CRAER P SRR, M
PubMed. Web of Science. CNKI T2 CHHE FEfe R R4, faw B % 2020 4 02 H K
FHIESCHR . FEAG R BN SCCHR 63 55, HHOCSCHR 34 55, HEBRR & SARA G STk, AL
SCHR 30 F o T EEVRPEINEI NP AONE S . B S PN L) K AR SRR DT 28 A A A
BTG EZE . G55 BEURIESN 40 M2 — B S 0 DI Re 0 e A0 AE,  SeIAE MR
ORI, TEME . B EE R  WICRE . B SERELEOL R, MDSC SR . AR
I B A0 o 2 PR P e S S B S 22 M B B B MR () RORE IOV AT G o SRR R 2
— i DL B S e, 1 YR AR S 1) CIA /N BB AL B ST Y RA B
YIRETY o A 253 R R VR VR 14 R e AR 2R G T R B ORE RS, A 223 R
Ak Al SRR P N 40P 5 AT CAZE AR CIA /NS SORE . H A5 T BEJE M4 1 41 i (i 3k sl
1) 288 KR D19 98 JEE I SR O% [ R v A — DA 7E o G5 BB R I S0 40 B AE S IR OG5 48
HEE ORTF7 B DT MAEMAASU, VIR T RE TR 4
B RPN TIEE, FRIEKGBIRTT RN, HAh KGR BB I R R PRIE . s E S
FE 98 5 HE YR I F0 R A0 B 1 o8 RUMEARTRAT B — PR .

RO RN RBER BRI EDE B FE0i

HrsEE SR B XN REERE

B @ AEYE B2 NIRRT R G ML BOE 5 38 10 A A0 Pl 22 S 3R S ) R HAH 9%
B, FIEBENRGMEAPORIER S TR EY . ik FIH RIBSHARIE.
Iy MRS Fr GSE61635 J1: ik 22 S 4 [H] (differentially expressed genes, DEGs), #JfH— %%



AW B2 K BE 2 40 M DEGs 3315 3L GO B0 M il KEGG {5 5l I/ M 45 .
F STRING #0# FE 2 2 1 HAEM 2%, B4 IR 5 O\ Cytoscape B/ H i it S B 3 [K 42
HilEE A HAEM 2% ], R GSET2754 5 X R BEEE AT IO . Z55R THiIEIRTE 7 626 4
72 SRR LRI BRI 429 AN FRIA NI 197 4. GO E 40 I B DEGs
B 5 TN | BT IR RN R R R SO R AR | BT RS S
LAEYEISRE, KEGG 55 MM E £ EEAHE T RIG-I A2 45 5@ . i DNA

A TR % R B A R 5 0 EE IR YL . Degree BVEZMTHRAE T 10 D CEEIE R 23 5N

OASL. OAS1. OAS2. OAS3. IFIT1. IFIT3. MX1. DDX58. RSAD2 il IRF7. ZiF
FRRUESE B B IE RI/E GSET72754 i frih ik 2 2 . & did EE B0t
PR RGO PIRIEN DEGs. KB, EMAINRAE S EBESEE, MRA RS
CLBEARIE O AR R THLE . ORI CE S Wibs A DL T A6 7 B 4 s 3 e B (4 55 58
(77 1] o

ETEWE BESITHE ANCA MMM & B F k4
2353

LA
HrsEE R H A XN REERE

HE B AEYE B T4R 0 ANCA FHOCIE A 2 F 400 K A K R I s LR, 5
RIBERR R TH8 8, NIEIT ANCA MIeME I K B P i e sihrJ2 At 7 HS 1K
. i M GEO ¥l K £ 3515 GSE108109 1 GSE108113 i i ¥idi, A R i& 5 A0
FEF A B, AT REPRLE Fr GSE108109 Jf: ik % 5+ 3 Kl . F| A Cytoscape ##FH (1)
MCODE i1 H S BEIE R, JF) ] GSEL108113 i Bl xif Je i Ik (Rl AT B VR B0 IE . 45
R it GSE108109 &5 142 T 187 NERFEER, Ho KA FRMEERFEA 354, KIATNH
[IFERA 152 4. B A -5 A BAEM SR T3R5 T 9 MO FER 2051 R«

CD53. C1QC. TYROBP. CSF1R. CYBB. LAPTM5. FCER1G. CTSS Al C3AR1. ifiit
GSE108113 & ;v i ik 9 AN AT E & 3 CD53. C1QC. TYROBP. CSFIR.
CYBB. LAPTM5. FCER1G Al CTSS 7E ANCA AHS&ME I & B v A b ik B3
VA, i C3ARL ZEKTE ANCA AH IS M 48 B 4 5 A8 2 A 5 48 B A o N B i AL
REIMRIEIFLEE 25 G0 B EDEBH0NRE 8 MZOEHAE ANCA
M5 9 B E R AR B R IEEEAER, RTT ANCA FHICIE A 28 5 45135 B R AL
il RISWbR VAR B G TT BT AL s SR AR AR S 5 37 1K 7 )

B0 88 B Lot RIS B AMH B 5B D R R 4T

BRI, FHEE



AERCR R YIEE B

H B I ARSI & 6 30 o M R B TR s B i A K (AMHD 0BTt is 4

925 DRI 2800 Lo DN SELAE 2 D RE IS . ik I HL 2017 425 H —2020 4 4 HIEJLRUK 2R
PNEEBERIZ (10 E WA LoV IR B 74 9], S dl ME R R MR = % 99 4], 4 IAIAH B
ST AR E AMH. ANA. dsDNA. ENA. RF. HiOBEEVUA. $i B 2-GP1 #i
iy JRIETUEEYD . SRR SR E AREMAIK T . BRSPS T
¥, AMH 1E R M T BRI (p=0.0008) JEXIEIETT 4 (p=0.0325) IR AL KA, B Git2%
5t; E ANA BHT(p=0.0168). T dsDNA A FH % (p=0.0002). nRNP/Sm BH14:(p=0.0167).
AHA [H1E(p=0.0022). $i Sm FHtE (p=0.0200). i SSA BHE(p=0.0040). i Ro-52 A
(p=0.0095). HiAZHEA P 85 A HTAARBH 74 (p=0.0333). AnuA FH{E (p<0.0001). RF Pk

(p=0.0002) 4 &# AMH B RFE%; BEfEdtiA ACL-IgM FHYEAH AMH Ft 15 (p=0.0400),
Pt B 2-GP1 JUAAFIRIE LAY AMH o 520 NK 40 iE P FEK (p=0.0016) F1 B itk
41 3 2 (p=0.0269) 5 AMH [EAICA & KM CIK 4 (p<0.0001) 5 AMH Ft i &
FAE, SIEEREA IgA THE4H(p=0.0017). FMA C3 B&{K4H (p=0.0012)F1 C4 [AAK4H.
(p<0.0001)AMH 1B . P, G518 WUIBH 20 2o O 5L AMH 1R 531 RGP SL4% £ Thie, v
et AR N HEL B SY AR S B 40 B ) S i A R

8 2R SIRUE 1 51 40 HRO FE S SR A7 P SR1T 2 o ISR IB K Bk
Th17 g 7L LB T

BAZ, 8k

J NI 2 LE R T R

BHE HRTHT7T O 2R W 5E R RIEHHI 400 (Myeloid-derived suppressor cells, MDSCs) 5 T
AR ) e 32 0%, AHHAEYFER RIERTT % QIA) T RIS KD REERPIES, 7EH
B G B R OAT R HO0T Th7 4 o34k sz ma O S0w 7 FE AR i B . Rtk ASHFFi ) H i) 2
ik ) FH 28 R M D 2 AR R i Ji 5 5 0% 1T R /N (Collange induced arthritis, CIA) SRR T
MDSCs * Th17 454k sz AL, AT A e BE 1 B G g8 11 215 28 A pL IR AN 4R 5T
BTG ITEE R AL R E G . JFEE E5T CIA NRERL, CIA ALEH /N EBE+ MDSCs
M Thi7 4EMrsi=e, Mg 1L-B . IL-17. IL-10 F7KF43 5 i SR gu o AR AT ELISA v
5E , MDSCs 7E CIA /N EUH /E AN Thi7 4 b s i@k 78 Th17 40 s 1b s 77 244
TILH:FR MDSCs AV R ANHE CDA+T AffoRfE, IFAER TR AR A IL-1 B oAl A
FUAI B 5 BT 1L-1 B A5 SAE R M EE0) Th17 e biens. S8 S5iE%/PRELE, 7
CIA /N H MDSCs (& & BT &, RIEFF IL-B + IL-17 Fh&, #RFF IL-10 BRI,
J£ H MDSCs &85 Thi7 4iie$a s EM 5%, R4 CIA /N H MDSCs REREFNHI] CDA+T 41
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1k, TTHEESE B G RS BRI R R — AN B R K

ShEERE RS K SN E B8 R RIFEMHF M-S STAT3. IL-
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MDSCs)5 T 4 S yiiit 52 A ¢, (HHAEL R RPERATR DAY FRIBIKFF T Feit A
BEUESE, 16 H B RS 2 X Th17 40 A r s A Eom /E e AR B B . Rk, A
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The deceased expression of MicroRNA-98 predicts
progression of carotid intima-media thickness in patients

with systemic lupus erythematosus

Shiwen Yuan, Xiaoyan Cai
Department of Rheumatology, Guangzhou First People’s Hospital, School of Medicine, South China University of
Technology, Guangzhou, Guangdong, China

Objective Our previous study found that the expression of MicroRNA (miRNA)-98 was
downregulated in peripheral blood mononuclear cells (PBMCs) of systemic lupus erythematosus
(SLE) patients and its expression was negatively associated with disease activity. This study
aimed to determine whether miRNA-98 is predictive of accelerated atherosclerosis associated with
SLE. Methods Eighty SLE patients and 80 age- and gender-matched healthy controls (HCs) were
recruited. The expression of miR-98 in the PBMCs was detected by quantitative reverse
transcription PCR (qRT-PCR). Patients with at least one traditional atherosclerotic risk factor
were selected for screening of atherosclerosis at the carotid arteries. The general information
including blood pressure, smoking history, family history, body mass index (BMI), high-
sensitivity C-reactive protein (hs-CRP) and lipid levels were collected. The correlations between
miR-98 expression and the extent of carotid subclinical atherosclerosis were evaluated. Results
The mean carotid intima-media thickness (IMT) of SLE patients was 0.442.10 mm, which was
higher than that of HCs (0.3140.08mm, p=0.012). In addition, carotid plaques were more frequent
and the plaque index was higher in SLE patients than in HCs (0.7140.99 vs. 0.36+1.07, p= 0.014).
The logistic regression multivariate analysis indicated that miR-98 low-expression [miR-98
expression, odds ratio (OR)=0.54, 95% confidence interval (Cl): 0.37-0.76, p=0.009], total
cholesterol (OR=1.54, 95% CI: 2.37-1.16, p=0.037), menopause (OR=3.54, 95% CI: 5.37-2.02,
p=0.002), hypertension (OR=1.15, 95% CI: 1.79-1.06, p=0.004) were positively associated with
carotid atherosclerosis in SLE patients. Conclusions In SLE, the risk of cardiovascular disease is
higher than that in HCs, which may be derived from systemic inflammation. It may be suitable to
assess miR-98 as a marker of subclinical atherosclerosis in SLE patients.

Abnormal blood lipid metabolism in premenopausal female
systemic lupus erythematosus patients was related to

hyperuricemia and proteinuria



Nemin Liu

Guangzhou Panyu Central Hosptial

Objective To investigate the correlation between blood lipid levels and their influencing
factors in women with SLE in childbearing age. Methods A cross-sectional study was done in 123
premenopausal female SLE patients were in the SLE group which divided into normal cholesterol
group (n=93) and high cholesterol group (n=30, CH>5.17mmol /), and 40 healthy females of the
same age rang served as the control group. Clinical biomarkers and  clinical characteristics were
collected. The Mann-Whitney rank sum test. Chi-square analysis . bivariate linear regression
(BLR) or multivariate linear regression (MLR) were performed. Results The median ages of the
SLE group were similar to those of the control group (28.9247.38 vs. 30.3845.83, P>0.05). The
median BMI of the two groups were comparable (20.501.15 vs.20.52+1.19,P=0.936), as were
those between both SLE subgroups (P = 0.273). The median disease course was akin between the
two SLE subgroups (Z=-0.550, P = 0.121), while there was no significant difference in SLEDAI
between the two lupus subgroups (Z= -1.859, P = 0.043). Of the 123 SLE patients, 43 had
hyperuricemia (34.96%), and their mean blood CH level was 5.57 +2.44mmol/l, which was
significantly higher than that of patients with normal UA level (3.98 ££1.30mmol / I, P <0.001).
The age, serum UA, CRE, TG, LDL, and 24-hour urinary protein quantification (24h UPRO) in
the high CH subgroup were significantly higher than those in the normal CH subgroup (t=all with
P <0.05). And the positive rate of urine blood of the high CH subgroup were significantly higher
than that of the normal CH subgroup. While the SLEDAI score of the two groups were
comparable. Spearman correlation analysis showed that cholesterol was significantly positively
correlated with 24h urine protein quantification (r=0.405, P<0.001), uric acid (r=0.339, P<0.001),
creatinine (r=0.322, P<0.001), cystatin (r=0.363, (r=0.322, P<0.001), TG (r=0.414, (r=0.322,
P<0.001), LDL (r=0.946, (r=0.322, P<0.001), urinary occult blood (r=0.382, (r=0.322, P<0.001),
and CRP (r=0.254, (r=0.322, P=0.005). Linear regression showed that serum UA and 24h UPRO
were the dangerous effects of elevated blood cholesterol in the premenopausal female SLE
patients. ROC curve showed that, when CH predicted the renal damage ( 24h UPRO over 0.25g),
the AUC was 0.801. The cut-off point derived from the ROC curve was 4.58mmol/l ~ (sensibility
81.5%, specificity 70.8%). Conclusions In the premenopausal female SLE patients, Cholesterol
was significantly positively correlated with 24h urine protein quantification. uric acid. uric
acid. cystatin. TG. LDL. urinary occult blood and CRP. Serum UA and 24h UPRO were
the dangerous effects of elevated blood cholesterol. CH over 4.58mmol/L was predicted the
renal damage.

Risk factors associated with adverse pregnancy outcomes
In patients with new-onset systemic lupus erythematosus

dur-ing pregnancy



Jian Chen
The Third Affiliated Hospital of Guangzhou Medical University

Objective To investigate the risk factors for APOs in patients with new-onset SLE during
pregnancy. Methods Eighty-five patients with new-onset SLE during pregnancy were analyzed
retrospectively. Univariate and multivariate logistic regression were used to identify risk factors
for different APOs (pregnancy loss, preterm birth, fetal growth restriction, and
eclampsia/preeclampsia). A two-sided p-value below 0.05 was considered significant, and two-
sided 95% confidence intervals (Cls) are reported. Results Multivariate analysis indicated that
renal involvement (aOR: 6.308; 95%Cl: 1.224, 32.497) and greater SLE disease activity index
(SLEDAI) grade (aOR: 6.446; 95%CI: 1.543, 26.939) increased the risk for composite APO, and
that use of heparin therapy (aOR: 0.081; 95%CI: 0.012, 0.532) was a protective factor. Advanced
gestational age at disease onset (aOR: 0.763; 95%CI: 0.519, 0.807) and high serum albumin level
(aOR: 0.891, 95%CIl: 0.683,0.962) protected against pregnancy loss. Renal involvement increased
the risk for preterm birth (aOR: 6.794; 95%CI: 1.891, 24.411) and fetal growth restriction (aOR:
13.642; 95%CIl: 1.273, 146.230). Hypertension (aOR: 181.481; 95%CI: 8.360, 3939.581), renal
involvement (aOR: 34.537, 95%Cl: 1.427,836.080), and positivity for anticardiolipin antibody
(aOR: 4.500; 95%CIl: 1.484,13.462) increased the risk for eclampsia/preeclampsia. Conclusions
New onset SLE during pregnancy increased the risk for multiple APOs. Timely management of
the risk factors identified here may help to improve pregnancy outcomes in these patients.

A randomized double-blind controlled trial of Adalimumab

in Juvenile idiopathic arthritis

Ying Tang
Guangzhou Women and Children's Medical Center

Objective Discusses the effectiveness and safety on Adalimumab for Juvenile idiopathic
arthritis. Methods 20 JIA cases from August 2011 to December 2011 in our hospital were divided
into two groups with random control principle. These cases were applied with slow-acting
antirheumatic, nonsteroidal drugs or adrenocortical hormone as basic drugs. The treatment group
was applied with Adalimumab, while the control group with placebo. The dose of Adalimumab
was according to the weight: weight < 30 kg, 20 mg / 2 weeks; weight > 30 kg, 40 mg / 2 weeks.
Collected and analyzed the cases’ baseline age, sex, duration, and clinical material such as
erythrocyte sedimentation rate (ESR), C - reactive protein, the DAS28 score, before and after
treatment with Adalimumab.The adverse reactions were recorded at the same time. Results 9 of
the selected 20 cases were assigned to treatment group the others were assigned to control group.
There was no significant difference (P > 0.05) of age, gender, clinical subtype, duration of disease,
erythrocyte sedimentation rate, C-reactive protein and DAS28 before groups were divided. The
treatment group included 1 oligoarticular case, two polyarticular cases and 6 so - JIA cases with



an observation period of 13.8 £5.5 weeks on average. There were significant differences (P
<0.05) after the treatment with Adalimumab compared with the control group. The erythrocyte
sedimentation rate, C reactive protein and DAS28 were significantly decreased . After the
treatment of Adalimumab , the 1 oligoarticular case( 100% ) dealt with mild disease activity

( DAS28 was 1.85) , the 2 polyarticular cases (100 %)with progression-free activity ( DAS28 was
=1.03,0.97 ) , while only 1 So —JIA cases( 16.7% ) up to the condition of inactivity , two cases
(133.3% ) up to mild disease activity , the remaining 3 ( 50% ) cases of SOJIA were still active .
The total remission rate of the treatment group was significantly higher than that of the control
group (P <0.05). Monitoring of adverse reactions: There were 3 so- JIA cases in the treatment
group merged with mild infection (2 cases with upper respiratory tract infection, 1 case with acute
tonsillitis), and all of them cured by oral medication treatment .No cases merged with serious life-
threatening infection. The infection rates of the two groups were similar (P > 0.05), and no other
adverse reactions were found. Conclusions Adalimumab is of good safety and efficacy in JIA
patients who mainly are suffering from articular lesions such as oligoarticular type and
polyarticular type ,and the So-JIA cases can also achieve clinical remission. We should pay
attention to the prevention and treatment of infection and other adverse reactions. What’s more,
a further observation with a larger sample is needed to make certain of long-term efficacy and
adverse effects of Adalimumab.
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Logistic [a1 953 #7. Z55R 236 Z4 ¥ (41.4%) PRI 2R, Hb 146 4% (25.6%)
A FIHmEOCT 32 R 90 4 ¥ (15.8%) AMUAMI ST % R, £ Z K% Ordinal logistic 5]
VA3 AT S5 7~ 5 L B R 28 RSP SRS B (OR=0.80, 95%CI: 0.72-0.90, P<0.01) . HZf
BASMI 3£/ (OR=3.06, 95% ClI: 2.14-4.13, P<0.01) FHEEHK <1 4 i 48 0 o A% B 1% B
(OR=1.13, 95% CI: 1.07-1.18, P<0.01) #[lH77fE#4N, A XHHKE R, SKk4E
FHAMESCT 2 B, G50 WIILIRTT R I X ZA0 25 A 1 1) i B A R A R O A2



B M TH R KA RERE RN S, WOHRIE N T E R
P

S EMER R AT AR T
BN L, W
1SR BERE R IREERE (DI 2 ISR RIS — R B

B R E AR B IR MR, TR RmIGRIAAR AR 2. HEE AT
FILINKIARE T AS B 326 19, PEAHIC IR RIEESIRIKTEPr, ESR.
CRP. HLA-B27, s %kl, HotHBmiEsE s (ASDAS-CRP. ASDAS-ESR.
BASDAD HITjfedads (BASFID o AHfFi5 5K H ASDAS-CRP. ASDAS-ESR 115 AS
BEWPIRTEBNEE, € L ASDAS<2.1 NlmRikshr. ff1H SPSS26 Siit 3t 73, FHIRIES
HTRH Logistic 15, Z55F AS BEMIGIKIEIREN: Ofk ASDAS-CRP V¥4l J7i%, fEif
JTEE 3. 6. 12, 18, 24 N H N AS BEIEFRZ5 7108 36.1%. 43.3%. 49.8%. 54.7%.
64.6%. @% ASDAS-ESR PFHiliJii%, fE1GITHE 3. 6. 12, 18, 24 M H N AS B 1ibshr
EAy N 39.7%. 52.4%. 57.2%. 64.2%. 71.1%. Logistic A/ HT45 B Bor: FELH =
ASDAS-CRP[OR (95%CI) =6.262 (1.55, 25.30) , p=0.01], ##%i= ASDAS-ESR[OR
(95%CI) =3.61 (2.49, 5.24) , p=0.000]/2 AS BHEFR KGRI E. LHE[OR
(95%Cl1) =0.13 (0.03, 0.58) , p=0.008]/E AS HE LRI H K. Gk LIMESHIX
RZNEIT AR AS BF G RIS T ERA I (] B YT I, I ARR AR R
BT Sk IR S EE I AS R AT BETE A 5 SIS R GE R -

A1 E BB 4L PD-1 mRNA Rk B 75 B & 8 Kk %
R 5B Bl R S

PN

J M R B 2K 5 = e B e

HEJ ¥R PD-1 mRNA ik &7 J5 A M KUPE ST 2 70 B B0 IR S ANME . Tk
gRT-PCR £l PBMC H' PD-1 mRNA [1JZRiA/KF, 75 %53 #T PD-1 mRNA 7E£%-4H 2 [8] 2 7
ik, FIRFRAHAE T PD-1 mRNA S1GR 5 R A AL 3EAR B, ROC 734 PD-1
MRNA TEA [F] 7 BA S5 R M R SG T R . G55 77 2253 #r, APPG 411 PD-1
mRNA Lt NAPPG. N. NC HE#HLFEL, ZRAGITFEN (P<0.01) o XS,
PD-1 mRNA Fix & 5 T-score £, ZRAGIT¥#E X (r=-0.209, P<0.01) . ROC
oM, SIEE TR LR B S EIHEUR MR KU SGTT &b, UA (AUC: 0.947,

P<0.05) , PD-1mRNA (AUC: 0.910, P<0.05) , MMEHREES (AUC: 0.972,



P<0.05) . HICER E PRIR MUGELH LU 78 SR B R PER XU SG5 8 H, UA (AUC:
0.749, P>0.05) , PD-1 mRNA (AUC: 0.967, P<0.05) , #/MEHrEcE (AUC: 0.923,
P<0.05) o AN RA LR 2SR AR PER AT 264, UA (AUC:
0.880, P<0.05) , PD-1 mRNA (AUC: 0.930, P<0.05) , #/MEHrEc4S (AUC: 0.955,
P<0.05) . £ PD-1 mRNA 1] DUE Ay autt B i M AU 515 28 Il RS B iz Wi Fa b
i H. PD-1 mRNA 5 UA B4 F b saall UA 78 Sk TR & 1 i R 5 5 28 I PR 4 Bh 2
WP REEE AL .

RSB ERIT R 5 LRGSR
KT I2, KL, B, PRV, HER 2 WA
L MRS BB 2 BN AR

B A0S BN X R, ad e A m AR A FE R AR VR T R I PR T
B, 22 AR DA RO B o BRI 52, R 0 T UR 3 BRI R O BIR LA 5%
P, AHIGRIGTT RATE R 2 EGE RS T ) . g s o NRER]E
2018 4 6 J1 %2 2019 4F 6 JI 200 15612 i KUK BB AR AR Font G, BRVEA0 R AT = A
PG FEREAIRTT 20 G, JRITRTE VRN B IR T RORTE bR, 32 B KU R IR AR
SVEAG S BIEMREKE . C RFEH (CRP) . EAMASCETbs, Wl 1)
RETRAR B PPAL 2 2 e, RO BERR GV, BRFUI R IR YT SR 5 O BRI (811
ek, SR WITHIEIE S REEN (ALT) « BEEEN (AST) KFPMALSRER
TREZEGIFERE Y (P>0.05) ; HITERER (BUND  WLEF. IMRERAKT. T8 SR DL
FAEREER (SAS) W4y fAHSEIEE (SDS) WA B TR, EREAEE
GuitE R L (P<0.05) 5 JRI7 ol 45 R RS FEAR TIRYTIT, MRS 5 M B8 FH ) Fa %k
(RD HHENEE, ZRHA%F%= YL (P<0.05) ; JAJ7)5, SAS. SDS ¥4 BUN.
JULEF . I pRER KT PA S I S FE 3 B IAEAR G, HIFE A E S RI 2IMAAES, ZRIHA
HBRFZFSIIEE L (P<0.05) . G KA IEM MBS ZEREMIGIT G, BH RIGARAE
R RIEFRFR . MURERIK T DAL 75 5218 45 3 H B B 0 s 0 KB O BRAS T
i, HAERE. MRBEEARENELER, KAYIMTIRITEA@FEAE . LT, &
FHIERE . IECIRSIE DA HE TR, OEUIREA I 5475 .

# Tl RR I AL R 7 DU IR T e A R SO PR 20
SR I PRATE ST

RRYR, BRUEYE, AR, B, Bk, RERW, 2 @A
P 7 R R R S U5 R B



BB N SR EIR G 3T I RR DRV 2 R S DU AR e R M 2O RE YR (VD
BB 2. Jrik [R5 4T 2015-2019 A=A 2 T/ 77 B BE A & N SRR bRt 1)
IM &3, WERMIENIEREEG (CKD « MMM (ILD) « &M WLRR Rtk
FIRPRTORE, 8T Y RIEIAT N 42K, FE T A EIERSRARIIGIRFAE. R AR
SRIE S FE BN Z M RS, A2 M SR B E AT R . X B B AT R A LAE
J LAY/ 5825 U 1 B >R B2, 3 DS [T HES AT 2 s A I B Az e tE . 18
i L Akaike (5 SAEN CAIC) BZNHERMRIERANE . ER L 71 6] IM BE PN
7T, HPhZRENL (PM) 30 %1 (42.3%) , £z (DM) 20 1 (28.2%) , TAL
W LZE (CADM) 16 5] (22.5%) , HEEA FIIRFEENE (IMNMD 54 (7.0%) ; —
B ERIEKE IM 2308 335 28 1 R E MUY PRFIE A K22 HT MDAS HiA4 B PEAMICE (A i
fE (P<<0.05) , CK IEHENG S, FEXIN CADMI L 15 4 (51.7%) 15 25 2 2K CK
8 229t SRP HiiRPHPER B2 m (P<0.001) , XN IMNM[/& 4 ] (57.1%) ]; 2 3 2K
TR PM B3, Dbt a BRI Mo EZRR A (P =0.022) , HHiE mMBEpiiALE &1E
(ASS) HYIFHK[E 17 4] (48.6%) 1. G5 AT T IR IR AN MG FHFE CREAZ LA
FEF DU BIRESHTRA UM 1T 5328 3 AN, HAdi & PR LE & 102 B A MR
I AREFAERT UM B A, B TR T8 1M 4p S8 L

AR T B X PRk UBE AR £ A1 8 R L D) BE T2 W E

fili 5
N BERE RS B 27 = BB

HHE HolkNE 2 &1 (anti-phospholipid syndrome, APS)J&—#h LAZAK &k LA T %
93 B R I/ NS kD> SRR R 2 BER I AR SOE 1 B e o DA B AR g I IR
FRER o= RBHU B R 28 & 1E (OAPS) . Ii#e# /7 B ( throm-belastograph, TEG)/&—f3l
5 ) R ] A AR R 2R 1, Gl I SR AR D AT BRAA P A AR A, ARAMERI AR A
BEMRGL 2R Thee, TREXTELMLE T 4O, MR EED R DL I 247 4 8
SR FRMATATVEAS o AR TR A% 3077 B P BB IR 5 G Ak T3 Bk I T e A 1 o
Mo TiE WERAEREH 112 BAE B2 = FHUBE IR 25 G AL B 5 48 1, [RIT i R B
SERE L PRI VUHEC 0 f BE R T 40 BAE AT E L . kR 2E S R AT I A 5 g PR I L R R gt
MFRFRAEI . e P2 R AP AR . LR sEIG A 50 IR & MR II3ME, 2] TEG
FARPR ROC fidk, HEMIZE N S8R W4 APTT. PT. INR. /MR, D-—
RIKE S IRAN TG 25 (P $>0.05) , Fbg ¥{E KT XIEA (P<<0.05) , 5
¥4 TEG 280 K /N T4 (P<<0.05) , Angle . MA i3 K FxFIBAL(P $1<
0.05),R [ 5XHRAT ST ER (P>0.05) . R1H ROC ik ih4k Fife N 0.552, K {H
ROC Hh £ ith4: FIHifH )y 0.683, MA {8 ROC i il 2k T 1A 4 0.689, Angle {i ROC
izt 2k F A A 0.698,R 1. K. Angle f. MA B4 ROC I 2R Hh 2 R Ny
0.733. S5 AR 7 I L H BB I b 58 BUsR RS DU HH =B i NG 25 5 Ak S5 3 1R i A
o MR S BT P RHUBE IR 25 G AE R IZ A — e B3R TEH .



AR BB & W A AT OB LR RT3
fMﬁ;%fE@%

HHE P AL EE 16 7 RGN 22 WL (polymyalgia rheumatic, PMR) Il PR T 7 200 22 42
Mo e ¥ 68 51 RIEE 22 UL (polymyalgia rheumatic, PMR) i 15 1% 51 He 2 BEHL 2 ik e i
BT A, BANK FE+Tk e AR TT 4 LA S 2 158 (methotrexate, MTX) IR JEFaiRIT 4 . T HEYY
N 12 . VEIT TS S VAT 1R 2 SRS YT (erythrocyte sedimentation rate, ESR). C [z
& [ (C-reactive protein, CRP). 415 [F(Hemoglobin, HGB). Ifilj& 14 [ (albumin,
ALB), 0 B W E R KGRI 2 WU S S 15 50E 70 (PMR-AS), U R 2 IR $R A5, [F] I EE 4L
12 ARGHIKRCIMHE. &R BAKTEHR B 16T 4 DL FH 28 (methotrexate, MTX)+
IR JEAVETT 4L R 1 £ LR (polymyalgia rheumatic, PMR)TE BhH8 £ P-4 LT, C e
HEEFEbR & 12 IR BRI RS BB KT IR G YT 4 (P <0.05). 3 AR FfFRERER
TG 2 L. Gk BAIERLA IR JEFAXT IR I 2 U (polymyalgia rheumatic,PMR)
TEE S EF PIEIR . RAE R 98 RETR AR IR f AR T 5 P IR, TR D R e
(methotrexate, MTX) LA~ 42 il X 14 2 LI (polymyalgia rheumatic, PMR)Ji 17 175 2 1) 5. 75
7 o

KERBHITNFERRERT RS R TEEH B LN
BRI

Moo, &4k
J NI 2 LE R T AR

B WS AR RPURTT SRR RS R 2 G (I A) R 5 I MM 3897
BOR Zipat. ik ARSI - SUR N 24 8. EREARRGTAIT pIA BE
b SPERE L. T 2R AT 5577 10 P 24530 1] 4 S B 7R B b v 7 B X 100%. VRS
RV AS TR AR LS R A B B AR TR (PGA) « BRE XTI R IEME (PIGA) .
IDAS28 1F4345 . 252 e VE VP L EARAE YA ML (AE) - G55 JENAL 12 ] plIA
BIL, ik (82%45) B, L1l T 56l AYrFEFIEKMES. (88+15) %.
PGA. PtGA. HH MBI (VAS VP43 o FRImAUI K OGS B by 7 FEigfi
We. 5512 JRS, JDA28<2.6. ANRIRMIL 3 GIR, RIAKE RS G 1 WA L&
BRI, FURGA—E RART F WA ELHAR RN, Hrh A R 0 Bl 45k REA
HHNT pIIA HBLIGTT R, A, 2R -



gheE R R AL WLIEASRE R S BOR S AT
RERL A
P LB BT s, A L B B

H I 0% B L% (dermatomyositis,  DM) I AR S LG R4 AE K V697 AT Ja itk B4
MOERE I REm o F7y8 [ 2B 27 GRS B G RAFAE . WU X MRI &5 5% 4
AR LI HEAT A R BE A DY S UL TG A, 81k (HE. COX. SDH) #efi )5 t4%
IMENAALEIE . BB & e AL a5 AR 4E s 5 WE2IRYT 12 JHT S PLT. CRP.
WBC. HfZEREE 1gG. IgA. IgM. IgE Itk EL4ua A (148 4. G55 JRI7 12 S
CD19+B 4 ffu ) Eb i 5 FE 28 [ (P<0.05) , CD8. CD3+T 4 bl I e T+ = J6I7 A
J5 CD16+56-NK 41 fu i F 4 AL AN i P>0.05, A ERE [ 19G. IgM. IgA R4 T4
(P<0.05) , 27 Bl )LEEAT T MRI CAUCRRED Rl AL eR 35 S om B LR AT 1L
VEPERE . 25 WIUUEE IR &, 6B I B INA4ER5E, R W A 245, K Wi
HN AR SORE R 2, R WL R e sl i 26, WUSRSERI L P T4 g iy 4 238 R A
W, JOEHEARIE, COX MEiEtEIL", Dystrophin J27RLEF4ERE 2 FITERIE, FikTy
5] sk, WBT UMK/ IS, RIEGE. B, s, Kb 2 6 (7.4%) Wi
1IEH, WLZF4E Dystrophin RIA R EE0ES, 141 (3.7%) COX Fetin/bHUILLF 4 B 5 1 05
ik, H. SDH/COX W/b¥UiEerds, 141 (3.7%) Jebs NAR W M Aol o 245, B4s BRI
W, G FLERHYU KR K A ESEAr (CRP. ESR. FER) , X ALT/AST. IfER
WA S, BHBT 1L-6 7] 18755 7Ok AR S ST CD4+T. CD19+B 4, iz oS i
o FORRHHUA A 245 4] DMARDS J7 203 SIA I3 1 K& & .

KA BRI G R B LR B8 LT B PR
S B SCERE >

Wrdroo, @4t
J NI 2 ) LE BT AR

H B BRI A M B R L 98 B8 LR SRR By I Gk . Tk U 14901
T 4 ) LE B 7 O B e 1 RGB RS I 4D AE R L4 58 LRI R WL, 20T e 45 8k
ITCHRE ) R AUIE)LE—6L 7 5 KRB ILE, Watkim, WiEiTeE, DI
2. ik Z R WA T RERR RS Oy 2 BRI, B4 LA PR )L Gottron 3%, Gower fiEfH
P, DRSOV, @iml IV, R IR S HEaRE, St =R a8 ik
2B 36 U/L, AEEZ N 115 U/L, P ERERR RS 69 U/L, FLIR i 28 941 U/L VIR 974
U/L B8 C e MR H 26.0mg/L ZLANYTI% R 52mm/h, HildifAil CEIED Mi Jiik ki
JO-1) RIS, WIHEHERUEMER S, KRR G DU R R R R OS5
THEWT WU VLTI BR A o] oI v AR w5 55, B LIS SRR s, T
FR e B FAIRAN . FRIKiEST B BRER . RGNS . MR EE F MR T e, Bl
oL, DS smL ol s, A nzRi, JEHRILERIS, EENNEZEN 24U/, 45



AN 32U/ BV RR R 56U/L, FLIR I AU 216u/L, WIEREEE 527u/L, Hf C [k MR
8.0mg/L, L4 yiF#2 15mm/h, JiTEH EENMEEYE, @5 FBNEHFHEERE, TRAAR
Pt 50 mg B H — R NS, BEWHTIRE, FRmEREE T, RN OR, &
2 WRFIARBIURITIE, /NLVY BT S G VL BE AT R s . 7E58 IR % T
WS E, WBEsNLIV-V &, v ETRERS, RTRER MR, TEWERE, SR
JRITRITEME %, B J A ir s, EETAMITRER. DRSS E 1B, KRR
PRAGSE R A WL R 20 . G50 ARG IR M E R LR B LRIT B &L T
Bk BILINLS, W25 RO IR PEDAE RS LA B —Fhif T 3% .

JUE R S B B 1% 7 B 2 K A MBI 70 7E H [R19 b 7P )
M. HY 445 Bl oAt

Wriroc, Bk
J N A 2 ) LE BT AR

B PRI LB A S B 1803 5 BASE S AR Pl 71U I T D5 (RS - D 70
Hr LS H IR0 b Mo B BRI, WO 2016 £F 4 H & 2020 £F 4 H A8 JLEE H 8 53 AT )
HFEITT RO R BRI AT 70, AW s i . 45 R )L H 189 b5 120 i B N
HRANGIF R BRI, AN BT I A NS, &R A R IR REDEA
&, #ERT Hbs. HAMELGTIT0 IHMTRER, 68 OV REEHN B
B, QWEH: ORI @LERMEREL T EEHAITEELEH. A 445 &
H 3L 3689 KAEMMIFIEIT T WA MEE, J) 234 B, & 211 41, “PHYEERSN 9671412 %, I
ML 43 K (1.17%) Z9WIHIRAN RN o Bl I RS L 6 51 R S FH 24 3 S A S 21 e
9. REEE 361, SLE ML E A0S 15 B, TEAREEZIERG 7 B R R Dh R 4
o A H O U N 6 B T, o IL-6 SZARKS B 3 41, P TNF a JR97 2 B, 1E
6975 30 Bl A MBI B OB 2T I BEE S ARG R K VI 9 J1 R L, 45 L B2y
i, T EBRENGERSEM . RSNV, BTSSR A,
B I HER L. AN M AR R R B R I AR SRR E , BRAkE: O RSia )T
By RIHEAR Ay ] 70 A5 P 18] B ) F L% A Al AR e 5, BRE B AT IR R & I H K
A7 BIEFEMAPTTNF a 307 BV RomiEs, RERIRREES TG, P e
PIIFIIFAT DUEAZ BT o N AR SCAE R T IR VRS . AR R BRI 7
%, A 78 (17.53%) HFH PIATT BORA AR Al FH HABAE 7). 258 ) LE KGR
GNP E BAEAWIRR BT, FEZEMZRERANGILAS T, BEEm A
JE BT LA RR R o AR A5 D LS KGR B i R AR, 2R A RSB
b LRI MR T R IE S5 .
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Refractory IgA vasculitis treated with Tofacitinib: a case

report

Guangming Han

Dermatology Hospital of Southern Medical University

Objective We describe a case of refractory IgA vasculitis successfully treated with
tofacitinib. Methods The patient was a 15-year-old girl diagnosed with IgA vasculitis. She was
treated with oral corticosteroids (30mg/day), thalidomide (100mg/day) or dapsone (2mg/kg/day)
for 6 weeks. Unfortunately, she did not respond to these therapeutic options, thus, the case was
considered as that of refractory IgA vasculitis. After obtaining informed consent from the patient,
we initiated tofacitinib therapy. Results Two weeks later after the initiation of tofacitinib therapy
(5 mg twice daily), the symptom of purpura disappeared. The patient is currently under tofacitinib
therapy 5 mg once daily for 1 month and is in a state of remission with no adverse events.
Conclusions Thus, tofacitinib may be considered a therapy option for refractory IgA vasculitis.

1 451 UL Bl e e 2R I R R M TR R SR & 9F NKUT 48
ok, N

M=, G2, WEL it
1 FJTBRRER R T BR e IR S Bt 2 R U5 DR ARHR 27w s R e e 4 A

E BRI 2B 145 L] 6l o 03 A 60 s P D R 1 TR 2R B AIE (pSS) &9 NKIT 4
itk BB ) R F IR R IZ 6 R . T Uk 1 0 DU B i ARk, f 128 pSs &
I NK/T 41k LR () B3 IR R BT k), GLHEE S8 IRAS R BRI G R A 45 R . &
R BESMW, 47%, EW “WHTHEXCNELE L AR iz, BE LADHRICHEER
W ETC Sy, R ISR . KRG . AN RS, WLHREER g sz
H R R, XU A KL S Mg i s 7, 7 “ N sRE e+ 1g g
577 J5, SEREH BT . AN NSRS LR R . BN SUREAUIGR,
o, FESNRE ) , REME (+) , RERHME. ABREEDUZPUARE: ANA
(+) , PLSSA P (+++) , PIEKAATUA (+++) o WP EB i E & 1.24E+5
copies/mL. HEMEAGTE: WHBRSMHAEEHE, BN AREREME. MR ECT &
e XU RARHEA ThRE B A 2 P . HREMG A FHRAE . Skt i MRIHMRA R LA 5 574 .
B pSSIZWrAH, W LUE B AR, H R H B S IEZENEE, JFA6 e
2, Wi, WV EB iR E IR, TECEIURT. BERIBIT R ESGE,



— 47 PET-CT #&7r: AMIBRKER 1 MRAZ LA, ARl e, HRBmE oke
T3 5 UL 2 O 2 A F 2 A AR A8 S A AR L 1 SR AL, 5B (R
D IR g A (AR HE AL S5 BREAS a2 NKIT QR ELSR IV 3, PINK
P 3930, YT B4 T PMD JrSALST . 4518 pSS MM ELR AT I ACEL, B Ak L
PSS &3 NKI/T 4tk 2= WL Hedhid, BREFSMASHRATA, fRAMAMGESF AR, pSS
BEGIFNA ARSI ERERERN R —, FESRIRKREAE.

TIRG AL AT £ B8 2 PR B 3 W Bl L ST >

AREAE, fTERE, T3, EWE, £
Al AR BB

HE &a3CE S, S FERLAIE (SS) PR BERIE R (NMOSD) W
il 58 (R R 0 i I 2 B IR BE . AR = D18 e REIR 1 SS £ NMOSD
H, JEUL CTRLGEAAE” K WAL EBERTE RPN KR, X SEEE K AEVMEARG
Bl CNKI A7 8 s B TR 2R, ikt SS HF NMOSD 38 Il PR B 78 AT
gho GR FPIN5T B, BOCRBREE 10 4, AR 2 H, FHEZH1R” AN
Bi. H3 10 FERTRBUS BRBE, i/ R TR, 8 “RpR MM S,
T WEkePd s MR, YIRS LR M BE, 2 ST IR IR EE, & ANA. Bt
SSA FATE, Bz WERMd, HBEEKEI O MR 2 6, 2 BET A IRAME, WA
FF, IRABFEE ARG ALRA” , BERAREd, 1 R IUE AR =
71, B, A RE MR s E8E LR~ 1 MEAAOKS A RE AR ESRAL, Il AQP4 Hifk 1. 32
PR, PR AL A EIEEZ R, JERER e 42, %18 SS I
NMOSD, Tz (120mg/d) . HBEFENGSEIRYT, BEMURE . Bk = 71068 5 b
5508 37 B Ak, FCPUREZ JIRK 10 SRR AFE. B3 10 AR HT H BT BN Fritk =
H1, ATFEAEE, ERREERERRAR, T, Yok, FREXME, FREERMIRT,
T, BN, i MR R IEFETS 0. T12 /KPS B sE 8942, s 7 AQP4 Fitfk
1: 1FHYE, ANA. $1 SSA BHTE, Bt TIRE, SRS Rk AR, =%
& SS I NMOSD, T BRMEIERS S, S Bk = 0GaE I b, 12 Skt e
45, SS I NMOSD ##H B KAREINZFE, FJLMEHAL N E KRN, WAl kAT SS 2
W5 404, NMOSD 5 SS ¥ H & s th i, —HKREY). &g SS & if
NMOSD, Wi I . AR FRACRE R 75 8 B B BE #5022, 2 Wi RN AT MRI A1 AQP4
EIR N

S5 PERE B 1

ENGE D, XN Y, R 2, i
1 RNHNREERE 2 75 AR R 5 B2 e AR Ge e Bt



B BIUBE 7B 14502515 PR B ) S IR IR #E . ik WA 1 451 PR 17
WA MG IR B R, HE S RSB A S I A 4 R . R B Lotk, 23
%, FR BRI 4 4, KT R Z R ST 287 iz, BET 4TI
AR HIGER . MES. DU R R, PR R YUE, 12W R, 2 ERTERE
MR aa H IR 2 K B T 257, A, R, VR S, R EE R, Bl
OB MR EERAL, R TRIRIGST, 1 AT R AR IRz o 2 [R5 5 28
45, AREMPE, W32, IR ER . WSS E ARSNGB IS R R R
O “RJERS . WS R, BOKAILBR. RS S2580ih)T, BRI
B GE . BRN: BGUH R, TR T B 5 OB I vt 5k R
K. OREE, W RRORIE, BEWE ERERTR; WFRRIBERM R, v WIMFE
PEROR, mun R e e 2R, BRIk, dECMEED; DR, dkOZR; 48
ZORBE NG, MIgEEZ, A, THEM. ABEEESE: ANA (+++) , $i Scl-
70 fifk  (+++) , PUTh/To Ptk (+) 5 JBThREALE: P REIR G @ S I RERERG; VREEh
ReH EEA 2 (DLCOSB=55.7%) o ZeAMl/NR Bz IR A& B T 451 BOE R Bl R . ZERE (0
RUUE, BEEAKERRE LRI 4G4, SRR, 60 ERRN. 097 14k
SRYEFRRIR JE A B 10mg qd, EE RS . BKOKADER, oloR W B 2 e K DL 8 2N,
HAETH T ZOUEIT LA, MATREVI . G50 451 PERE B2 2 i R A I — Fh 2 L2
B, SRR T DU S5 Ak 5 BR 2 R PRI KON 2 %8 B K/ () 245 1 BRI Z I
Fe¥%, e B NHGEAL 5 B SRR B TR T AR R AR, BEAE AR IE B R AL RS T
AR, ABAR] B KIAROKANER, B R TE Bk .

1 B2 H MYD88-L265P 525 FH 4 ) P 2 i 4k 2 I %87 48 9 451

RANKY, w2, w5, it
1 FJTBRRER AR T BR e IR S et 2 R U5 DR ARHR 57w s R e e 4 A

B [ o4 15135 MY D88-L265P Z874% FH A [ A ZE il 4 22 I 6 (GPA) &
HIRRIZIEE R Tk R LI DS, a2l GPA HIEE IR T RE, A
WL RS A A G A A . R BE T, 518, FH SR, hnE 2
H7 iz, BEPFEALHEER B, RICVDBERIKE, SE#E3, 2K
P, BRRERSE 2-3 /NN, EIHLEIEEYIER. s T M ERE, AL MRV R ZE R
FEE AR AE ATRE, Skl MRI$E7R 58 BE W 20 R A, U FLIE 48 . AN BRI s
TRk, BRI SRR H, EREGEEAMFE, REERPAE. ABER ANA #E(-);
IgG4 3.140g/L; ANCA (=) ; MRtsdEY () o MiEFRIEEEBk: Af W5 R mbE s
W, AN IgG+Lambda 2. XS M35 HAFAEAR A 19G BUSEFLEIX AT . B 5 R R
TIEAA ARG . PET-CT . XUMTEME. MUK, Fiiss. SIS S s . 2ol
RASE. 5 5-10 MUMEMEMR . XU 32 SCAE AR I =, B IR R AL AT R R . TR
A% FHE /bR E AN, TERIMEEEN SRR RETE AR . IR PRI A
1. FISH i &L FH: 2. MYDB88-L265P S/ BHYE; 3. MLy e 5L R Ak M &5 2R . 3 A
FEPR EAETEBRAL RS S AN BORRN RO 4y T RE PR DR ARG W 5 T Bk — 38



. (ETFEH. ERER. EEm RZFEMERERIEEAIE, TR GPA S E. if
J7 EHEEE 1.0g*3 RKifiliifyT, Ja oSO ok 60mgl K+l 0.49/)8, ki HRZLAE
WM. 5w ZBIE ISR REY,  HELIE a5 e b 27, @ =N i
o MEEERRE . BT, A2 GPA. %53 MYDB88-L265P RAFRAM:, J&
St U R AT S O I H B

Dysferlinopathy B-BHiREAE RIELK —FI
FESCM, AR
B R AR — IR = B

Dysferlinopathy & —#4 & & i bE, & e RBa st o, R4 ez 2R
HIANIE], AT N2 P IR _bdse i WL DAR I 3 o LA i LG 0 o 32 i Ji e
W& FEA K 2B A (Limb-girdle muscular dystrophy type2B, LGMD 2B) . LU/NBEJEEENLIA
6118 E K Miyoshi izt BUALE 724 B (Miyoshi Myopathy, MM)#35. £ 1L THH4EN,
Hep Ll 2 WL, LGMD2B J2 dysferlin Ji HH# WG IRE R, 2 WTEHEHFEN, Hpblik
P2 W, FELGEmE ZENLRACRBEE UL TE I oE &w, 2 RN 3 E 90 ki, &
AL RS L. RISVl MEAEAL. HEZH 2005 B 2SI fe W A A0l T
dysferlin &t = 512 SZ 82 UL B IR FE . (E R IR BL, 120500 ] RE R BN LA 41 4
R, BEAEPIRIHERE, EZ 50 B LA T DO S2 BN 21 2 () AR HEFIIRGE, AR
R . WU BT SRR, T 2H 230 B 2% = R dysferlin 2% 1 RSk 2R A0
I RFEAE: XU B v ILJE AT PN, 136 CK BB T, WL B R LR 3515,
WIRWEERL RIS, 2WA PM. TIEECS CTX IRYT 5 WG P RE R R i 22,
CK TR (HEHT RIENITC R R ME, FRTEERMTEIT SRR, FRERIT
WIER I T B e BRI, #6124 dysferlinopathy. ¥4 1 4 Dysferlinopathy #i%12
B R, RS AL, B S LR W, NI IR AR D R 12 FR R — L
I

DL O JEEBRP AR AL 22 B BB A E R IER 45 4 NKT 4 bk
98 1 5]

RSO, AR
R K — M R R

g4 NKIT gH bk R 2 —Fh S W ARZBIEN, R4 T 454N AR E & & e
SR, 29 5IEE DTSRI 2%-10%. 4540 NK/T k98 (extranodal NK/T cell
lymphoma, ENKL) #KJEREBAHIAF A o BfER, WS FEE RFEnElE, &



$E. B, mbkiR. TUEEESE PGS AL, BAED WL, FORAAL T K. B
. P RGS, BMREER. HIRE e lMaRREER: ()FBKT
60 %, (20 N B IV HIPBIw, (3) mAbikEgE2 2/ (4) JEEAIPIR T ENKL B
AR (CEfERFZER) « PR (—FEREER ), simfa (FFreipifi L EkFE 2

NEE, SR 3 AR AAE R 5 81%. 62%F1 25%. H Ri5=T ENKL ) A& ALEE i A
B, AREFCR I, ENKL 5 I 405 A% 2 5 1 2 A% AL i 60(60-) 4L gk sk 2k,

HAME R RE S JAK/STAT JEE.  NK-«xB Al aurora kinase A i & 383k PL & HACEL.

PRMD1. FOXO03. PTPPK 54 AL RIfIH A k. ENKL H&4iky7 8 CHOP (PRt

e Z2FRWE. KEI. REHR) TR EHME BRGNS, HlT P-FEE
AN SMZEZ (MDR) [MAE1E, SFECES KA M7 80AME. Hlrx T 828 ENKL
FIRTT, K& AE el 1 & BB (AL T BUAREOT 7 %€ . B AT PD-1 3057, B 5w ik
KA. SIS 5L FEBE /N T RS 224, EBV R r It 20 2514
T A0 ik S BUESZARBRE) T 40 59697 IR HT IR PR AT A DA G PR TPk aG, 2T
FUFIIHT St ASCHRAS 14 LA VS50 K Ak 28 32 M A B AR IR I 454 NKIT 4 itk 2
o, HIERRIL. AR AL BT TR



