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Abstract

Background Since our last publication of algorithms for the management of perianal fistulas in patients with Crohn’s disease,
researchers have proposed a treat to target strategy systematic combotherapy for anal lesions, and indications for stem cell
injection. In the absence robust publications, the Société Nationale Francaise de Coloproctologie (French National Society
of Coloproctology [SNFCP]) wished to establish a group consensus using the Delphi method.

Methods From October 2020 to January 2021, a scientific committee and panel of gastroenterologists and surgeons estab-
lished answers which were submitted to the members of the SNFCP during a national conference in November 2020. Three
questions were clarified and reformulated, and then submitted during a third and final round of consultation of members of
the SNFCP.

Results The target was defined as being the response obtained in every domain (symptoms, physical and radiological evalu-
ation) which could be considered satisfactory, without the need to intensify therapeutic management. By consensus, the
time required for clinical evaluation of the efficacy of treatment was 6 months. A response on magnetic resonance imaging
(MRI) should include the absence of a collection of 10 mm or more in size at 6 months, and a frank decrease or complete
disappearance of hyperintensity in T1 and T2 sequences of the main tract at 12 months. Systematic association of an immu-
nosuppressant with tumor necrosis factor inhibitors did not reach the consensus level for adalimumab (50%), but just did for
infliximab (70%). The majority of the respondents considered failure of one, or even two lines of different biotherapies to
be potential indications for injection of stem cells.

Conclusions These findings reinforce the importance of composite targets including MRI evaluation, and underscore the
need for precise timing of evaluation. Combotherapy is only recommended with infliximab. Injection of stem cells is a
second- or third-line option.

Keywords Algorithms - Anoperineal suppuration - Anoperineal fistulas - Abscess - Crohn’s disease - TNF inhibitors - Stem
cells

Introduction demands have evolved in terms of markers of efficacy and
medical/surgical management strategies.

Since the publication by the Société Nationale Francaise de The principle of “treat to target” in CD has led to the

Coloproctologie (French National Society of Coloproctology  definition of increasingly precise treatment goals, some of

[SNECP]) of algorithms for the management of peri anal fis-  which combine clinical, biological, endoscopic, radiologi-

tulas in patients with Crohn’s disease (CD) [1], therapeutic ~ cal, or even microscopic markers [2]. The targets for anal

lesions merit further clarification, because they cannot be

evaluated with the same tools as luminal disease. In current
The Members of SNFCP and Members of GETAID were listed in practice and scientific publications, evaluation is based on a
Acknowledgement section. pragmatic approach (the need for a surgical intervention or
repeat intervention), out-of-date heterogenous scores (the
Perineal Disease Activity Index, PDAI) [3], basic clinical
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characteristics (open or closed fistula) [4] or more subtle, but
currently unvalidated, radiological scores (Magnify-CD) [5].

Recent medical and surgical treatment strategies were
developed in the absence of quantitative knowledge about
the effect of biotherapies alone or in combination [6-9], and
do not take into account innovative strategies, such as the
injection of stem cells in situ [5, 10]. This last technique
has market authorization and is reimbursed by the French
national health insurance system, even though it has only
been evaluated in a limited number of studies.

In the absence of recommendations, and while awaiting
new studies providing more robust evidence, the SNFCP
wished to establish a consensus based on the Delphi method,
to aid physicians in the management of this disease.

Materials and methods

The Scientific Committee, which consists of three elected
members of the Board of the SNFCP, formulated a series of
questions and possible responses. A first round of consulta-
tion took place in October 2020, with a panel of 14 expert
gastroenterologists and surgeons from the Study Group for
the Treatment of Inflammatory Conditions of the Digestive
Tract (GETAID) (n=_8) and the SNFCP (n=6). The results
were analyzed and the Scientific Committee reformulated
the questions and responses, which were submitted, during
a second round of consultation, to a broad, non-selected
panel of gastroenterologists and digestive surgeons from
the SNFCP. The results of this survey were presented in
a plenary session at the annual meeting of the SNFCP in
November 2020, which brought together 400 people with
an interest in coloproctology. Based on the questions raised
and comments made during this presentation, three ques-
tions were clarified and reformulated, and then submitted
during a third and final round of consultation of members
of the SNFCP. The various steps in the Delphi method are
presented in the appendix (Fig. 1).

The questions (and possible responses) written and
adapted by the Scientific Committee concerned two
domains:

— The clinical and radiological targets to be achieved, and
the time taken to reach them

— Medical treatment: the place of combination treatment,
and the injection of stem cells.

A consensus was considered to have been reached if at
least 70% of the responses to a given question were positive
and no change to the formulation was proposed.

The responses to this survey were integrated into the
algorithms proposed in 2018 [1].
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Scientific Commitee #n=3

Redaction 8 questions-answers

GETAID and SNFCP experts n = 14
First-round survey (8 questions)

Response rate 100%

Scientific Committee
Reformulation of the questions

and responses + 2 additional questions

Members of the SNFCP n = 30
Second-round survey (10 questions)

Response rate 24% (85/350)

Scientific Committee

Reformulation of three non-consensual questions/responses

Members of the SNFCP n = 350
Third-round survey (3 questions)

Response rate 17% (61/350)

Scientific Commitee

Fig.1 Steps in the Delphi process. GETAID Groupe d'Etude Thé-
rapeutique des Affections Inflammatoires du Tube Digestif (Study
Group on Inflammatory Bowel Disease), SNFCP Société Nationale
Francaise de Coloproctologie (French National Society of Coloproc-
tology)

Results

The process took place between October 2020 and January
2021, and is summarized in Fig. 1.

In the initial questionnaire, the term “target to reach”
was too vague for the experts. Therefore, in the following
questionnaires, the target was defined as being “the response
obtained in every domain (symptoms, physical and radio-
logical evaluation) which could be considered satisfactory,
without the need to intensify therapeutic management”.

An evaluation of the therapeutic targets thus defined
is summarized in Table 1. The three categories of targets
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Table 1 Nature of the treatment targets retained

Symptoms Positive
responses,

N (%)

What are the targets to be attained for the response to be considered satisfactory, with no need to intensify treatment; and in what maximum

time frame (total number of responses, N=385)
Absence of pain
Absence of discharge
Absence of induration
Within <3 months 47 (55); 6 months 30 (90)*; 12 months 8§ (100)
Physical examination
Absence of pain on pressure
Absence of discharge on pressure
Absence of induration
External orifice closed
Within <3 months 33 (39); 6 months 41 (87)*; 12 months 11 (100)
MRI
Collection/mass < 10 mm in size

76 (89)*
83 (98)*
67 (79)*

72 (85)
84 (99)
72 (85)
62 (73)

49/61 (80)

Within a maximum of 3 months 18 (21); 6 months 42 (70)*; 12 months 25 (100)

Hyperintensity clearly diminished or absent
Within <3 months 10 (12); 6 months 31 (48); 12 months 44 (100)*

66 (78)

MRI magnetic resonance imaging

*Retained for the consensus

mYes mNo
100

80
60

40

0 - I

symptoms physical examination MRI

Fig.2 Domains taken into account for the establishment of treatment
targets. MRI magnetic resonance imaging

proposed (symptoms, clinical examination data, and
magnetic resonance imaging [MRI] data) were retained
in the consensus. Positive responses were obtained 83
times (98%; for symptoms), 85 times (100%, for clinical
examination data) and 74 times (87%, MRI data) for the
85 responses obtained (Fig. 2). No other domain of evalu-
ation was proposed in response to the open question “Oth-
ers?”. For MRI data, neither the direct nature of the tract
of the fistula nor the presence of proctitis was retained (31
(36%) and 35 (41%) positive responses, respectively, of 85
possible). For evaluation of collections or inflammatory
masses, three maximal size thresholds were proposed (3,
10 and 20 mm), resulting in cumulative positive response
rates of 11 (18%), 38 (80%) and 12 (100%), respectively,

for the 61 responses obtained. A threshold of 10 mm was
retained for the consensus.

By consensus, the time required for clinical evaluation of
the efficacy of treatment was 6 months. A response on MRI
should include the absence of a collection of equal to or greater
than 10 mm or more in size at 6 months, and a frank decrease
or complete disappearance of the hyperintensity of the prin-
cipal trajectory at 12 months. For the question “Do you use
a global MRI activity score and a score defined by publica-
tions?”, 32 of the 85 responses were positive (38%). Therefore,
the threshold for consensus was not reached.

An evaluation of the therapeutic strategies used to treat anal
fistulas in patients with Crohn’s disease is reported in Table 2.
Systematic association of an immunosuppressant with tumor
necrosis factor (TNF) inhibitors was frequent and reached
consensus infliximab (70%). but not for adalimumab (50%),
Only 5% felt that there was no indication for the use of alloge-
neic stem cells with the majority of the respondents consider-
ing such treatment after failure of first-line and second-line
biotherapy.

The algorithms describing the principal clinical situations,
published in 2018 [1] and updated here, are shown in Figs. 3,
4,5.
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Table 2 Mode of medical management (total number of responses, N=61)

Positive responses, N (%)

According to the TNF inhibitor used, would you systematically prescribe combined treatment with an immunosuppressant?

Yes if infliximab
Yes if adalimumab

43 (70)*
30 (50)

Would you systematically combine immunosuppressant treatment with a TNF inhibitor, regardless of the severity of the fistula?

Yes
No

What are your indications for the injection of heterologous stem cells?

Complex fistula active despite the optimization of at least one TNF inhibitor

Complex fistula active despite the optimization of at least two lines of biotherapy, including at least one TNF inhibitor

Dry complex fistula, as an alternative to an obturation technique

Complex fistula, only after the failure of treatment with an immunosuppressant

None

37 (61)
24(39)

23 (37)
23 (37)
12 (20)
1(1)
3(5)

TNF tumor necrosis factor

*Retained for the consensus

Fig.3 Decision-support
algorithm for the management
of ano-perineal suppurations
associated with Crohn’s disease,
updated. Management of an
abscess or collection. MRI mag-
netic resonance imaging, TNF

Anal abscess or collection in Crohn’s disease

Abscess/collection

tumor necrosis factor

Inflammatory symptoms

Asymptomatic (discovered on MRI)

Incision impossible
Signs of gravity

Incision possible

|

Emergency drainage

+/- seton +/- antibiotics

under general anesthesia

MRI then
drainage under Drainage under general
general anesthesia if
anesthesia - collection > 10 mm

- active fistula

MRI

No surgery if

+/- additional drainage

- collection < 10 mm
- seton already present

.

v v

Anti-TNF (IFX + IS, ADA +/- IS)
+/- antibiotics associated with induction

Discussion

This survey confirms the use of a combination of data from
symptoms, clinical examination and MRI for evaluation
of the activity of perianal fistulas. These findings provide
support for the importance of composite targets combining
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patient-reported outcomes with more objective criteria,
such as radiological and endoscopic scores [11, 12].

The symptoms included in the consensus (pain, dis-
charge, and induration) are those included in the PDAI [3].
The clinical examination data retained are also simple, and
similar to those proposed in the early clinical trials for bio-
therapy [4]. However, the presence or absence of “an open
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Fig.4 Decision-support
algorithm for the manage-
ment of ano-perineal suppura-
tion associated with Crohn’s
disease, updated. Management
of an active anal fistula with no
prior treatment. MRI magnetic
resonance imaging, TNF tumor
necrosis factor

Fig.5 Decision-support
algorithm for the management
of ano-perineal suppuration
associated with Crohn’s disease,
updated. Management of an
active anal fistula with anti-
TNF treatment. MRI magnetic
resonance imaging, TNF tumor
necrosis factor

Anal fistula in Crohn’s disease

Active clinically and/or on MRI and never treated

Symptomatic fistula +/-
abscess

Asymptomatic fistula active on MRI (abscess >10
mm, hyperintensity)

Fistula drainage + seton

+/- drainage of the

T~

Complex fistula
Collection/mass > 10 mm

—

+/- MRI

Clinical evaluation

/

Additional drainage

!

~

Simple fistula
Collection/mass < 10 mm

Anti-TNF (IFX + IS ou ADA +/-1S)

+/- antibiotics associated with induction

six months

Primary clinical treatment failure at

Algorithm for a fistula active on treatment

MRI at 12 months

Clinical remission at six months

Anti-TNF as maintenance treatment

v

Algorithm for a fistula in remission

Anal fistula in Crohn’s disease active on anti-TNF treatment

Primary treatment failure (clinically at 6 months, on MRI at 12 months) or relapse after remission

Clinical, physical and MRI evaluation

Pain, discharge, induration

Pain, induration and discharge on pressure, cutaneous orifice open

MRI: collection/mass >10 mm, hyperintensity

activity

TNF treatment, IS

Fistula well drained, seton in place

Recent aggravation/appearance of

Decrease or recent cessation of anti-

treatment, switch or swap

Restart or optimize anti-TNF

¥

| Injection of stem cells

| <

Medical treatment underway effective against

luminal disease
Symptomatic abscess
Collection/cavity > 10 mm

Seton recentlv removed

Drainage
Seton

V

Pursue or optimize anti-TNF
treatment or switch
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external orifice” gained only just enough responses to be
retained. Indeed, an open cutaneous orifice, in the absence
of other physical signs reflecting inflammatory activity,
may not be sufficient for an intensification of treatment if
the other functional and radiological criteria for remission
are satisfied. However, our survey did not evaluate any
combination of associations of targets.

The use of MRI data still lacks objective quantifica-
tion, as demonstrated by the restricted use of the available
scores. However, the MRI evaluation of two simple items,
most frequently mentioned in publications, was retained as
necessary in the consensus. Although proctitis is a factor
associated with severe prognosis in perianal lesions, its
presence was excluded from the list of targets to be taken
into account in fistula treatment. Collections/masses above
a significance threshold of 10 mm in size, and changes in
the hyperintensity of fistula tract were retained. Several
threshold sizes were proposed for collections/masses (3,
10 and 20 mm). A value of 10 mm was retained. This
threshold is more strict than that used in studies on stem
cells [5, 10] and that proposed in the 2018 SNFCP algo-
rithms [1]. This more rigorous demand, which came from
members of the SNFCP, may be explained by surgical
culture and greater demands concerning the quality of the
result obtained through a combined medical and surgical
management approach.

The response to therapeutic management should not be
evaluated too early and this evaluation may differ according
to the analytical criteria used. There is a difference between
the expected clinical (clinical symptoms and signs, within a
maximum of 6 months) and radiological (cavity/collection
at 6 months, disappearance or frank improvement of tracts
hyperintensity at 12 months).

Drug-based treatment strategies mostly involve a com-
bination of a TNF inhibitor with an immunosuppressant: in
70% of cases when the TNF inhibitor is infliximab (positive
consensus), but in only 50% of cases when the TNF inhibitor
is adalimumab (absence of a positive consensus). Several
published studies [7, 13] have suggested a possible benefit
of combined therapies for perianal Crohn’s fistulas, but the
evidence remains weak [14-16].

The use of local injections of adipocyte stem cells was
not strongly supported other than in cases of the persistence
of active suppuration after the failure of one or two lines of
biotherapy (74%).

The limitations of this work stem from the fact that only
medical doctors involved in fistula management (proctolo-
gists, gastroenterologists and surgeons) were consulted. The
opinions of healthcare professionals other than doctors, and
the views of patients might reveal other targets. Despite the
reformulation of the questions during each round of consul-
tation, uncertainties exist that might be resolved by reword-
ing the questions.
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This survey made it possible to incorporate a consensus-
based evidence into the algorithms guiding management. New
studies or consensus surveys should determine the role of com-
binations of immunosuppressants and TNF inhibitors, and that
of stem cell injections.

Conclusions

From the treating physicians’ viewpoint, the targets to be con-
sidered when evaluating management of ano-perineal fistulas
in Crohn’s disease are based on symptomatic criteria, physical
examination data, and MRI evaluations. Anatomic and clinical
items remain important, and are acheieved with simple MRI
criteria. Additional targets should be added, based on patient
opinion, with a combination of targets optimizing decision-
making for treatment.

Combination treatments are recommended when infliximab
is used.

The injection of stem cells is recommended in the presence
of perineal signs of inflammation after the failure of one or two
lines of biotherapy.
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