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[ Abstract] Objective The purpose of this study was to find a new method for the treatment of drug-resistant
epilepsy, and to study the efficacy and safety of Bacteroidesfragilis (BF839) in the adjunctive treatment of refractory
epilepsy, as well as the improvement of comorbidity. Methods A prospective, single-arm, open pilot clinical study was
designed for the additive treatment of drug-resistant epilepsy using BacteroidesFragilis 839 (BF839). 47 patients with
refractory epilepsy, who were admitted to the epilepsy outpatient clinic of the Second Affiliated Hospital of Guangzhou
Medical University from April 2019 to October 2019, were enrolled and treated with BF839 adjunct treatment. The
primary efficacy endpoint was median percent reduction from baseline in monthly (28-day) seizure frequency for the 16-
week treatment period. Other efficacy analysis included response rate(proportion of patients with = 50% seizure
reduction) in the 16 weeks period, the proportion of patients seizure free and the retention rate after12 months
intervention, and the observance of the side effects and comorbidities. Results The median reduction percent of all

seizure types was —53.5% (P=0.002). The response rate was 61.1% (22/36). 8.5% (4/47) patients seizure free at 12 months.
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The retention rate at 12 months was 57.4% (27/47). The side effects were diarrhea 4.3% (2/47) and constipation 4.3%

(2/47). 48.9% (23/47) of the patients reported improvement in comorbidities, with cognitive improvement of 21.2%

(10/47). Conclusion BF839 can be used as an effective additive therapy to treat drug-resistant epilepsy. It is safe and

beneficial to the improvement of comorbidities. This is the first time in the world that a single intestinal strain has been

reported to be effective in treating drug-resistant epilepsy. This research has important implications.
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Tab.l Baseline characteristics of the patients ( n=47 )

HEFHIE Characteristics n (%)

FAEEH (%) 24(51.1%)

SRS (£SD) 14.5(13.1)
EHRE (£SD) 5.52(6.12)
P 42k (9% )

etk 17 (36.2)

AN 20 (42.6)

gkt 5(10.6)

U e 5(10.6)
WRAE e H R AT 4 252 (+SD) 3.81(1.73)
WA EIRTT (%)

EN 1(2.1)

A= 4(8.5)

4 H BN R I L 18.6 (5.0 ~90.0)
Sk imE AR (%) 21(44.7)
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Tab.2 The median reduction percentage for seizures frequency
after Bacteroides Fragilis ( BF839 ) intervention of

drug-resistant epilepsy ( compared to baseline )

(n=36)
Eif ] Time EMﬁ.lS%{E&ﬁé}tt (%) 266 Pl
Median reduction percentage

1A REAE -27.8 210 0.016
AREAE -75.0 1.605 0.108
B KA -50.0 1.186 0.236
CHRIE -16.7 1185 0.236

24H BEAE -61.1" 332 0.001
A KK -75.0 1.635  0.102
B RAIE -734" 2423 0.015
CoREAME -100.0 1.682  0.092

3AHEELE -67.5" 3.65  0.000
AR -100.0" 2.538  0.011
B KAk -78.4" 2,139 0.032
CHEAME -100.0 1.838  0.066

4 H BRAE -67.2" 316  0.002
AR -100.0" 2.559  0.01
B KA -58.0 1.656 0.098
CHREAE -90.0 0.663  0.507

1~4aMHBERE 535 317 0.002
ARERAE -74.8" 2.369  0.018
B R EME -514 1.795 0.073
CoREME -45.8 0.764  0.445

i TR L, P<0.05 Ageit225
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Tab.3 The efficacy result were graded by the proportion of patients with total seizures and reduced frequency of three types of seizures in 1

to 4 months after intervention with BacteroidesFragilis ( BF839 )

BEAE n=36 (%)

A ERAE n=17 (%)

B A n=24 (%) C Z kA n=9 (%)

Total seizures A type B type C type
14 3(83) 6(35.3) 3(12.5) 2(22.2)
29 3(8.3) 1(5.9) 3(12.5) 1(11.1)
3 16 (44.4) 3(17.7) 10 (41.7) 1(11.1)
4% 14 (38.9) 7(41.2) 8(33.3) 5(55.6)
KA = 50% 22 (61.1) 10 (58.8) 16 (66.7) 4(44.4)

W 189 TCEME; 290 EVEDS90%; 39 KRN 50% ~ 90%; 4 4% KA/ <50%

Grade 1: no seizures; Grade 2: seizure reduction >90%; Grade 3: 50% ~ 90% seizure reduction; Grade 4: seizure reduction <50%
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(3/17), TZ5EH o, MZGEH 56, 124ArY
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2.3.2 REARBEFmM 20 F, FYE 10 6, &Pk 10

R4 AUMERFAENERFELER
Tab.4 Comparison of baseline characteristics between effective
and ineffective groups

A5 Variables FBY Effective JCHY Ineffective P {H
4% (SD) 1527 (16.16) 15.50 (7.86) 0.955
PE (%) 0.342
% 9(53) 8 (47)

7 13 (68) 6(32)

JpifE (SD) 5.12(6.41) 6.59 (6.06) 0.497
R HIZS (SD) 3.23(1.51)° 4.79 (2.04) 0.013
A LR AEL 40,5 (4.65-90.12)  8.5(4.0-1575)  0.101

T HS TR L, P<0.05 B SEH2E245, SD: frfE
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A, BEAE K Bl A 259 F- 4R (3.65+2.11)
A5 oA H SRR A, 18.5 (4.25 ~
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Tab.5 The median decrease percentage of monthly total seizure frequency of immune and unknow etiology drug-resistant epilepsy

( compared with baseline ) after intervention of Bacteroides Fragilis ( BF839 )

G REMEWIN (n=14) Immune epilepsy

B R (n=18) Unknown etiology epilepsy

RS BRI E 43 B (%) RS R E 43 B (%)

The median decrease Z 8 Pl The median decrease Z 18 Pl

percentage percentage
11H —-24.1 1.294 0.196 -24.8 1.449 0.147
24 H -53.0 1.664 0.096 -61.1" 2320 0.020
31MH —-67.5" 2419 0.016 -55.1" 2274 0.023
41H -57.3 1.852 0.064 -61.3" 2.060 0.039
1~47H -52.1 1.643 0.100 —51.4" 2.112 0.035

. *S5FWETNEL, P<0.05 A% #2ER

%6 BF839 THIREMEIMEAFHREERMN1~4 M ARRIERZRRIEMERRNBZTRERDRLILH

Tab.6 The efficacy result were graded by the total seizures and three types of seizure reduction frequency in 1 ~ 4 months for patients with

immune and unknow etiology drug-resistant epilepsy treated by Bacteroides Fragilis ( BF839 ) intervention

G RN Immune epilepsy

ASHAJE i Unknown etiology epilepsy

BEAE AKEAE B R KAE C KAk REAE A KRAE B R KAE C R EIE

Total seizures A type B type C type Total seizures A type B type C type

n=14 (%) n=11(%) n=10 (%) n=3 (%) n=18 (%) n=6 (%) n=12 (%) n=4(%)
1% 2(14.3) 4(36.4) 2(12.5) 1(22.2) 1(5.6) 2(33.3) 1(8.3) 0(0)
29 0(0) 0(5.9) 1(12.5) 0(11.1) 1(5.6) 1(16.7) 1(8.3) 0(0)
3% 6(42.9) 2(17.7) 4(41.7) 0(11.1) 8(44.4) 2(33.3) 6(50) 1(25)
495 6(42.9) 5(41.2) 3(33.3) 2(55.6) 8(44.4) 1(33.3) 4(33.3) 3(75)
RAVEW/>=50%  8(57.1) 6(58.8) 16 (66.7) 4(44.4) 10 (55.6) 4(66.7) 10 (66.7) 1(25)

W 19 TR ENE: 290 EVERA>90%; 39 BB/ 50% ~ 90%; 4 9. KAER/<50%

Grade 1: no seizures; Grade 2: seizure reduction >90%; Grade 3: 50% ~ 90% seizure reduction; Grade 4: seizure reduction <50%
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