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B OE: ARABRERAAR—F T @REIFHEEREAER, A RSHEFHRATWHX. RBMHE
(Bacteroides fragilis, BF) TTi#iLif% T mieeymiel FRARLKAER ., B AT LRI DATE A T 7408 7
BAR R IRE, P F AR AN AT BF839 AT4RJE sm #7497 2R . 45 2019 4 4 A £ 2019 4 10 A S M E A}
KFW R FH ERKL G 27T B4R EH, HFRGHTF AL, DRI WATH BF839 12 B, *frkig 7 T 5 4% /%
SR AR E ARG = E 42 45 4 (Psoriasis area and severity index, PASI) iﬁ"’\ Gitis sy 12 AEhvsiesd. 4R
R, 12 BiREe 7 AR E A 96.3% (26/27), 12 B PASI30 (PASIN & 3U4 746 77 /& PASI 34 T & > N%&) &4 1)) A
65.4%, PASI50 % 42.3%, PASI75 4 19.2%; 3477 AT PASI #F 5 4 9.145.9, 7457 12 J&J& PASI iF 4 4 5.8+4.9, £
HEFRITF LR (P<0.0L); 6577 12 Bl e Kk & FA2E A AE D& & (Visual analog scale, VAS) #4598 2%
A 42.3%, 557 FT VAS iE 44 2.942.2, 4657 12 B/ VAS iF 44 2.3+2.1, AR E%it¥ £5% (P>0.05). &4%
712 AR BRI E F 3.8% (1/26), P14k 1 4), 25445 % H 60.0%. A L4 RIR 7% 55 AT H BFE39 =T
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Treatment of psoriasis vulgaris using Bacteroides fragilis
BF839: a single-arm, open preliminary clinical study

Chuhui Lin*?, Ting Zeng™?, Yuhong Deng™?, Wenlin Yang*?, and Jinglin Xiong™?

1 The Second Affiliated Hospital of Guangzhou Medical University, Guangzhou 510260, Guangdong, China
2 Guangzhou Medical University, Guangzhou 510182, Guangdong, China

Abstract: Psoriasis is considered as an inflammatory disease driven by T cells, and its pathogenesis is closely related to the
imbalance of intestinal bacteria flora. It has been reported that Bacteroides fragilis could play an anti-inflammatory role by
regulating the expression of cytokines in T cells. To date, there is no report using B. fragilis to treat psoriasis. In this study, we
explored the therapeutic effect of B. fragilis BF839 on psoriasis. We selected 27 psoriasis patients who were treated in the
Second Affiliated Hospital of Guangzhou Medical University from April to October 2019. The patients were given B. fragilis
BF839 orally for 12 weeks while maintaining the original treatment. The psoriasis area and severity index (PASI) score was
evaluated before and after the treatment. The rate of drug withdrawal and reduction after 12 weeks of treatment were
calculated. Our results showed that the rate of 12-week trial completion was 96.3% (26/27). We used PASIN to define the
proportion of people whose PASI score decreased more than or equal to N% after treatment. At 12 weeks, PASI30, PASI50,
and PASI75 were 65.4%, 42.3%, and 19.2%, respectively. The PASI score was 9.1+5.9 and 5.8+4.9 before and after 12 weeks
of treatment respectively, and the difference was statistically significant (P<0.01). The effective rate of the visual analog scale
(VAS) score was 42.3% at 12 weeks, and the VAS score was 2.9+2.2 and 2.3+2.1 before and after 12 weeks of treatment,
respectively, which had no statistically significant difference (P>0.05). The adverse reaction rate of patients was 3.8% (1/26)
within 12 weeks of treatment, including 1 case of constipation, and the rate of drug withdrawal and reduction was 60.0%. The
above results suggest that B. fragilis BF839 may be functional on the treatment of psoriasis by reducing the PASI score and the
drug usage rate with few side effect, which deserves further study.

Keywords: probiotics, Bacteroides fragilis BF839, psoriasis, treatment, psoriasis area and severity index, adverse reaction
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Fig. 1 Experimental flowchart.
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R1 BFHBITERE PASIHESER (n=26 ], n%)
Table 1 PASI scores of patients before and after
treatment (n=26 cases, n%o)

Time PASI75 PASI50 PASI30
4 weeks 2(7.7) 6 (23.1) 11 (42.3)
8 weeks 2(7.7) 9 (34.6) 14 (53.8)
12 weeks 5 (19.2) 11 (42.3) 17 (65.4)

xR 2 BEBITHIGE PASI EATHIER (n=26 I,

X %)
Table 2 Changes of PASI score before and after
treatment (n=26 cases, X *s)
Time X s T value P value

Before therapy 9.145.9

4 weeks 6.91£5.0 3.4 0.002

8 weeks 5.8+4.6 5.3 0.000

12 weeks 5.8+4.9 4.2 0.000

2.4 GRITHEIRE VAS TS L

RIT 12 JiJE 27 flEE A 11 6 VAS 5
e, 9 BIEAEML, 6 N, BN 42.3%
(11/26) . JRIT RIS RRIERRIE VAS 1F4r 2 7 LR &
P25 (P>0.05) (5% 3).

F4 WMAZEBEEWMEZRDH (=26 5, n%/ X+s)

R3 BHEARTHR VASIESTLIER (n=2611, X +s)
Table 3 VAS scores of patients before and after

treatment (n=26 cases, X *S)
Time X S T value P value
Before therapy 2.9+2.2
4 weeks 2.7£2.3 0.7 0.517
8 weeks 2.3+x2.0 1.4 0.174
12 weeks 2.3%2.1 1.3 0.209

25 BRREWMEZRSH

26 il , L PASI30 1EMITsiordl, 43
IR AT T, PALRIET . AFEY .
. AIFZE . IBITET BML, VAT R KRB
IBITHT PASI P . JRYTHT VAS P91 22 o480
¥ X (P>0.05) (% 4).

26 AREMNIER

1 A RS, FE R A 5 4 W s G
WL, RS 2 A, AT AT AR, N RN RN 3.8%
(1/26).

Table 4  Analysis of the influencing factors between the two groups (n=26 cases, n%/ X £s)

Influencing factors Invalid group Effective group T value/x? P value
Gender (%)
Male 7 (70.0) 10 (62.5) 0.2 1.000
Female 3 (30.0) 6 (37.5)
Age (SD) 41.3+14.8 46.6+13.6 0.9 0.358
Period of disease (SD) 12.8+8.6 9.945.6 1.1 0.301
Combined medication (%)
Yes 4 (40.0) 12 (75.0) 1.9 0.171
No 6 (60.0) 4 (25.0)
BMI before treatment (%)
Obesity 2 (20.0) 2 (12.5) 1.3 0.736
Overweight 2 (20.0) 4 (25.0)
Normal 6 (60.0) 9 (56.3)
Thin 0 (0.0) 1(6.3)
Stool situation before treatment (%)
Constipation 2 (20.0) 4 (25.0) 2.3 0.320
Diarrhea 0 (0.0) 2 (12.5)
Normal 8 (80.0) 10 (62.5)
PASI score before treatment (SD) 8.3+5.8 9.6+6.0 0.5 0.605
VAS score before treatment (SD) 3.0+2.3 2.9+2.2 0.1 0.889
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27 HWRIEER

26 B, IGIT AT 12 FANGYE 12 AN
TG FIRME K Bz 28 . s iR . AR ln i
HAFIT IR FE R HIRIT . G HARF 0 4
(0%), Jmf K kA 12 83 15 i (57.7%), JoH
ZPAYT R 11 ] (42.3%). 75 IR TG 55 AT I
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(9/15), Hirh ki 33.3% (5/15), 1524 26.7% (4/15),
H:4x 40.0% (6/15) #Asfk, JNZh 0%,

3 Wi

fi 2B TR — S AT R YT B 2B A AT A 1 T
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SO g 5 5 YO T 7 o 2 7 1 IR BT 4 A\ G
BIRYT T R LAOBUBE R 1A DY IS T IRy 3 A
Ja, LKA AL SCE (PASI30)
T 20%, £33 Hh—Ilm R EH, Vicente 5 H
% 2B TRTR G ) 5 Jm) AR A% 1 e — R 4l B V6 97 4R S s
B, A B A MR (PASITS) 25
T 24.8%M. LI ESEREIR, 254 BRI XS
WA, (IR XSEER IR G Wbk, HEETES
B 250 3 mt F R RS INTGYY . H T R
— B HRIRTT AR B 5T .

FATRI SR R, KM R BFS39
1697 12 J& PASI30 Jy 65.4%. PASIS0 ly 42.3% .
PASI75 24 19.2%; JAYT T PASI P43 9.145.9,
IRYT 12 JilJ5 PASI 4>k 5.8+4.9, HA B &5 i1

% : 010-64807509

F2E5 (P<0.01), 1 WFEALBUE 4R 0 Bt
RPN G4 B 2 KOy LA 1GAN
FH 2y ()88 5 B 1697 12 85, PASIS0 4 11.8%,
PASI75 i 11.8%. TMiASHE 5 M 55 $UAT #6975
PASI50 & 42.3%, PASI75 & 19.2%, 75 T2/
TGN, 33 7S Jfa 55 AT B BF839 X 4R JE R IR YT
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153835 60.0%, TEHINESS HUAT I BF839 HA AT
ML FR E . RS 51 G259 K A= Wil
AL, f AR RIT RO RERE 22, H A R SO FR Gl

. cjb@im.ac.cn



3834 ISSN 1000-3061 CN 11-1998/Q =¥ T #2244k  Chin J Biotech

HA A%, XE— DRI, THNTH
RRIPEBEAREIRIT BB, Rl h
HE,

Zi BPrA, Wes4UAT i BF839 Xt A i if
7 — 5 IT AL, AT REAR PASI Y43 K 25 W 1 T 2%
ARV, SRR A S RRRIEIT T
%, AR . AT R R R
W, BEARREHB/N, TR IR BEPLNUE X
MRIE, 7 RREACE:, WA L 7 ROF AT
R, WEEGWAE K, &
[ERGE e RC

REFERENCES

(1] T, EERk, ek, 55 7S i E N

AT A E BRI A 2k, 2010, 24(7):
598-601.
Ding XL, Wang TL, Shen YW, et al. Prevalence of
psoriasis in China: an epidemiological survey in six
provinces. Chin J Dermatovenereol, 2010, 24(7):
598-601 (in Chinese).

[21 ek, 2ZARA, FBH, S 8RR 0 &AL K
HAFFE . BE2ELR, 2019, 25(2): 227-232.
Cheng LL, Jiang SK, Du Y, et al. Pathogenesis of
psoriasis and its research progress. Med Recapitul,
2019, 25(2): 227-232 (in Chinese).

[38]1 EmnH, PH¥%, EHEM, & WEEFSHRER
KRBT, e g kA28, 2019, 52(5):
357-360.

Wang LW, Luo LL, Cui PG, et al. Relationship
between intestinal flora and psoriasis. Chin J
Dermatol, 2019, 52(5): 357-360 (in Chinese).

[4] Scher JU, Ubeda C, Artacho A, et al. Decreased
bacterial diversity characterizes the altered gut

in patients with psoriatic arthritis,
resembling dysbiosis in inflammatory bowel disease.
Arthritis Rheumatol, 2015, 67(1): 128-139.

[5] Round JL, Mazmanian SK. Inducible Foxp3"
regulatory T-cell development by a commensal

microbiota

bacterium of the intestinal microbiota. Proc Natl
Acad Sci USA, 2010, 107(27): 12204-12209.

http://journals.im.ac.cn/cjbcn

(6]

[7]

(8]

[9]

[10]

[11]

[12]

[13]

[14]

SRR, TR, R, S —HRICEENGES AT
W% E. THESSE, 1991, 13(4):
216-218.

Zhang JJ, Yu LX, Xu LZ, et al. Isolation and
identification of a non-toxic Bacteroides fragilis.
Ningxia Med J, 1991, 13(4): 216-218 (in Chinese).
KB, kMg, SR, . e LT 1A (BF839)
BRI VR A I R L T 5. b AR R 2 2R R
1995, 8(2): 63-65.

Zhang JJ, Zhang HM, Zhang Y, et al. Clinical
application of Bacteroides fragilis (BF839) fluid.
Chin J Biol, 1995, 8(2): 63-65 (in Chinese).
Vijayashankar M, Raghunath N. Pustular psoriasis
responding to probiotics — a new insight. Our
Dermatol Online, 2012, 3(4): 326-329.

Groeger D, O’Mahony L, Murphy EF, et al.
infantis 35624 modulates host
Gut

Bifidobacterium
inflammatory processes beyond
Microbes, 2013, 4(4): 325-339.
FFAL fi A BIRYT SR EB R B . XU |
XTREAIEGE. AR R 24, 2017, 24(8): 47-49.

Lu XY. The randomized, double blind and control
study of probiotics in the treatment of psoriasis
vulgaris. China Mod Med, 2017, 24(8): 47-49 (in
Chinese).

Vicente Navarro Ldpez, Asuncién Martinez-Andres,

the gut.

Ana Ramirez-Bosca, et al. Efficacy and safety of
oral administration of a mixture of probiotic strains
in patients with psoriasis: a randomized controlled
clinical trial[EB/OL]. [2019-09-23] https://www.
researchgate.net/publication/335920830.

TAEAE R, 5 M. dba ARIDAEHR
#t, 2001.

Zhang XJ. Dermatology. Beijing: People’s Medical
Publishing House, 2001 (in Chinese).

WA, FEIFOY, SEE, L AW s
I 98 5w WS JE. BhRR 44, 2020, 41(15):
301-308.

Shi JL, Yan FF, Li HZ, et al. Recent advances in
understanding the potential impact of probiotic on
ulcerative colitis. Food Sci, 2020, 41(15): 301-308
(in Chinese).

Arck P, Handjiski B, Hagen E, et al. Is there a
‘gut-brain-skin axis’? Exp Dermatol, 2010, 19(5):



MBS Z/REIEINTE BFe3 AT SEREERK: —HRE. AL IEFRitR 3835

[15]

[16]

[17]

[18]

s

401-405.

Szanté M, Dozsa A, Antal D, et al. Targeting the
gut-skin axis—probiotics as new tools for skin
disorder management? Exp Dermatol, 2019, 28(11):
1210-1218.

Disphanurat W, Viarasilpa W, Chakkavittumrong P,
et al. The clinical effect of oral vitamin D2
psoriasis: a double-blind,
randomized, placebo-controlled study. Dermatol Res
Pract, 2019, 2019: 5237642.

Boehncke WH, Brembilla NC. Immunogenicity of

supplementation on

biologic therapies: causes and consequences. Expert
Rev Clin Immunol, 2018, 14(6): 513-523.
Deza G, Notario J, Lopez-Ferrer A, et al. Initial

010-64807509

[19]

[20]

results of ixekizumab efficacy and safety in
real-world plaque psoriasis patients: a multicentre
retrospective study. J Eur Acad Dermatol Venereol,
2019, 33(3): 553-559.

Yélamos O, Puig L. Systemic methotrexate for the
treatment of psoriasis. Expert Rev Clin Immunol,
2015, 11(5): 553-563.

FLE, skbl, B, S PEIRNE | AR5
A BRIGYT P E BRI ROR B RGN, P ER
LR, 2011, 11(1): 12-14.

Wang Y, Zhang Y, Cheng YF, et al. Efficacy and
safety of cyclosporine, methotrexate and etretinate
in  psoriasis:  systematic  review. Chin ]

Misdiagnostics, 2011, 11(1): 12-14 (in Chinese).

GRS M)

. cjb@im.ac.cn



