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Therapy in Patients with Perianal Fistulizing
Crohn’s Disease: Individual Patient Data Meta-
Analysis of 323 patients from 12 studies
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Background: The risk of relapse after anti-tumour necrosis factor
[TNF] therapy cessation in Crohn’s disease [CD] patients with peri-
anal fistulas is unclear. We aimed to assess the risk of relapse after
anti-TNF cessation in a large cohort and to identify risk factors.
Methods: A systemic literature search was conducted to identify
cohort studies reporting on the incidence of relapse after cessation
of anti-TNF therapy in CD patients. Individual patient data [IPD]
were requested from the original study cohorts. Inclusion criteria
for IPD-meta-analysis (IPD-MA) included age 3 18 years, perianal
fistulizing CD as indication for start of anti-TNF therapy, minimal
treatment duration 33 doses, and remission of luminal and perianal
CD at cessation of anti-TNF therapy. Primary outcome was CD re-
lapse [either perianal or luminal]. Perianal fistula relapse was defined
as recurrence of draining perianal fistula related to previous or new
fistula tracks, or abscess. Luminal relapse was defined as a clinical,
biochemical, endoscopic, or radiological relapse requiring treatment
or dose optimization of IBD medication or surgery. In a secondary
analysis, risk factors associated with relapse were assessed using
multivariate logistic regression analysis.

Results: A total of 307 patients from 12 studies in 9 countries were
included in this IPD-MA. The median duration of anti-TNF treat-
ment prior to therapy cessation was 14 months [IQR 6.1 —29.9]. In
272/307 patients [89%] anti-TNF therapy was started for active
perianal fistula and in 34 [11%] for both active perianal fistula and
luminal CD. 169 patients [55%] developed a relapse [either perianal
or luminal] after a median follow-up after cessation of 25 months
[IQR 12 - 54]. Overall cumulative incidence of relapse was 31%
and 43% at 1 and 2 years after anti-TNF cessation. Risk factor for
CD relapse include upper GI involvement (L4) [HR 1.9], whereas
older age [A3 vs A1, HR 0.48] and continuation of concomitant

immunomodulators [HR 0.62] were protective factors. For a sub-
group of patients with active perianal fistula and in luminal remis-
sion at start of anti-TNF, the cumulative incidence relapse rates were
25% and 43% at 1 and 2 years. No considerable differences in risk
factors were found within this subgroup regarding risk of recur-
rence. Of the 179 patients who relapsed, 104 were retreated with
anti-TNF with a response rate of 85%.

Conclusion: According to this IPD-MA, approximately two-thirds
of CD patients with perianal fistula remain in remission with regard
to fistulizing and luminal disease during 2 years after cessation of
anti-TNF therapy. Further risk stratification based on perianal fistula
characteristics is required.
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Background: Biologic agents are widely used in immune mediated
inflammatory diseases (IMID). The risk and consequences of hepa-
titis B reactivation in hepatitis B surface antigen (HBsAg) negative
phase of hepatitis B virus (HBV) exposed patients is not clear. We
aim to investigate the reactivation rate in biologic exposed patients
within surface antigen negative phase of HBV infection.

Methods: We identified patients followed up at gastroenterology,
rheumatology and dermatology out-patient clinics with a diagnosis
of IMID from clinical charts. Patients exposed to biologic agents
with a negative HBsAg and positive Anti-HBc IgG were included.
Primary outcome was HBV reactivation, which was defined as re-
verse seroconversion of HBsAg.

Figure 1: Patients included the study

8266 patients screened

» 5782 patients were
not exposed to
biologics

2484 patients were
exposed to biologics

* 1257 were anti-hbc 1gG negative

* 979 had missing data

* 24 were HbsAg positive

* 3 had an anti-hbc IgG positivity
during the biologic treatment

221 patients were
exposed to biologics
with a positive Anti-
Hbc IgG

Results: We screened 8266 IMID patients and 2484 of them were
exposed to biologic agents. A total of 221 patients were included in
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the study. The mean age was 54.08 = 11.69 years and 115 (52.0%)
patients were female. The median number of different biologic sub-
type use was 1 (range: 1 — 6). The mean biologic agent exposure time
was 55 (range: 2 —179) months. One hundred and fifty-two (68.8%)
patients were using concomitant immunomodulatory agents and
84 (38.0%) patients were exposed to corticosteroids during bio-
logic use. No hepatitis B reactivation with a reverse seroconversion
of HBsAg positivity was observed in the whole cohort. Antiviral
prophylaxis for hepatitis B was given to 48 (21.7%) patients with
entecavir, tenofovir or lamivudine. HBV-DNA was screened in 56
(25.3%) patients prior to the biologic exposure. Two patients had
HBV-DNA reactivation with a negative HBsAg during exposure to
the biologic agent.

Table 1: Clinical characteristics of the patients.

Diagnosis (n)

Rheumatoid arthritis 55 (24.9%)
Spondylarthritis 76 (34.4%)
Inflammatory Bowel Disease 20 (9.0%)
Psoriasis 57 (25.8%)
Behget’s disease 7 (3.2%)
Takayasu arteritis 4 (1.8%)
Still disease 1(0.5%)
Temporal arteritis 1(0.5%)
Exposed biological agents n (%)

Infliximab 41 (18.6%)
Adalimumab 67 (30.3%)
Etanercept 38 (17.2%)
Certolizumab 13 (5.9%)
Golimumab 14 (6.3%)
Ustekinumab 17 (7.7%)
Secukinumab 5(2.3%)
Abatacept 11 (5.0%)
Ixekizumab 1(0.5%)
Tocilizumab 4 (1.8%)
Tofacitinib 10 (4.5%)

Hepatitis B DNA screening prior

to biologic exposure n (%)

Screened 56 (25.3%)
Not Screened 165 (74.7%)

Conclusion: Though only 21.7% of our patients used prophylaxis,
we found only two reactivations (1%) and no HBsAg seroconver-
sion in our cohort. Our results suggest a re-assessment of antiviral
prophylaxis for anti-HBc Ag (+) patients exposed to biologic agents.
Current guidelines would be updated in the light of future studies.
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Background: Few reports of the real-world efficacy and safety of
tofacitinib (TFB) in Asians are available, and potential predictors
of the response to therapy are unclear. We investigated the efficacy

and safety profiles of TFB treatment for one year in patients with
active Ulcerative Colitis (UC) in our specialized Inflammatory Bowel
Disease center.

Methods: This study included 111 patients who received TFB be-
tween May 2018 and February 2020. We assessed disease activity
using the partial Mayo Score (pMS). Clinical remission was defined
as pMS <2, with no subscore >1 and a rectal bleeding subscore of
0. Clinical response was defined as a decrease in pMS of 22 points
from baseline with an accompanying decrease in the rectal bleeding
subscore of >1 point or an absolute rectal bleeding subscore of <1
point.

Results: Mean patient age was 35 years (interquartile range [IQR]:
28-47), 60 (59.4%) were men, and mean disease duration was
4.8 years (IQR:1.5-10). The pMS was 6 (IQR:4-7) and C-reactive
protein was 0.30 mg/dl (IQR: 0.1-1.0). At baseline, 63 (62.4%)
patients received an anti-TNFa agent, 11 (10.9%) received vedoli-
zumab, and 7 (6.9%) received both. Clinical response and clinical
remission were, respectively, 66.3% (67/101) and 50.5% (51/101) at
week 8, and 47.1% (40/85) and 43.5% (37/85) at week 48. The cu-
mulative remission rate was 61.7% at 1 year and 51.7% at 2 years,
and tended to be better in the >2 anti-TNFa agents failure group
than in the 1 anti-TNFo, agent failure and bio-naive groups (P=0.10).
Cumulative colectomy-free survival was 91.9% at 1 year and 89.1%
at 2 years. Cumulative drug-free survival in the non-remission group
at week 8 was 30.9% at 1 year and 30.9% at 2 years, significantly
lower than in the remission-achieving group at week 8 (P<0.01).
Baseline pMS was significantly lower in responders vs non-respond-
ers at week 8 (odds ratio, 0.61; 95% confidence interval, 0.45-
0.82). Relapse occurred in 45.7% of patients after tapering TFB,
and 85.7% of patients with re-increased TFB responded by week
4. Herpes zoster occurred in 6 unvaccinated patients (46+16 years
old). There were no specific features regarding age, TFB dosage, dur-
ation of administration, or lymphocyte count in these patients. No
thrombotic adverse events occurred, even though 54.1% patients
continued treatment with 10 mg twice daily at week 48.
Conclusion: TFB was more effective in low-activity UC patients and
its efficacy was not affected by previous treatment with anti-TNF
agents. Most patients in the remission groups at week 8 could con-
tinue TFB for one year without severe adverse events, although care-
ful monitoring for herpes zoster is necessary. The risk of thrombotic
adverse events might be lower in Japanese UC patients.
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Background: Clinical trial data has demonstrated the efficacy of
ustekinumab (UST) for the treatment of ulcerative colitis (UC),
however real-world clinical outcomes data are limited. We therefore
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