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Objectives

* How to screen for PFCD?

* How to determine cause of isolated perianal fistulas?
* |s combine medical and surgical therapy required?

* Are non-anti-TNF therapies effective?

* |s assessing for healing clinically sufficient?



Controversy 1:

|s a clinical exam sufficient to rule out
PFCD?



Subclinical PFCD in patients with CD

onsecutive Korean Sym ptomatic PFCD

dults undergoing 37/290 [13%] ey 2HR, 3.45 [95% CI, 0.70-

. RE for CD w/out with PECD
istula clinically 17]

with new diagnosis of

‘ Consecutive children 17/86 [20%)] s Perianal surgery HR 1.40
\il CD (2018-2023) with PFCD [950/0 Cl1.18-1 .68]

Hwa Kim et al., CGH 2020
Antanya and Hudson et al., AJG 2025



Controversy 2:

Does PFCD require the presence of
luminal inflammation?



|Isolated perianal fistulas:

Crypto- Crohn’s Other

glandular disease
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Proportion of patients
with PF as their first
manifestation of CD

Tsai et al., IBDJ, 2022



(n =45)

Capsule positive
n=12(26%)

Capsule positive
n=3(3%)

Matched Controls
(n = 90)

McCurdy, et al., JCC 2023



TopClass criteria for isolated PFCD

Independent Criteria Composite Criteria (score = 5)

Major: (scores 3) Minor: (scores 1)

Complex anatomy ¢ Potential EIM
Family history IBD Suspected genital

 Confirmed CD
EIM/orofacial e Coexisting HS
granulomatosis * Recurrence

following repair

Hanna, et al. Lancet Gastro Hep 2025



Controversy 3:

EUA + setons are required for all
patients with PFCD?



EUA+/- drainage Seton placement




Does combined therapy improve remission?

Combined modality

Single modality

Risk Ratio

Favors single

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% ClI
A) Combined modality vs surgery alone

Van der Hagen 2005 10 10 7 7 6.7% 1.00 [0.80, 1.25] 2005

Gaertner 2007 47 79 88 147 47.1% 0.99 [0.79, 1.24] 2007

Sciaudone 2010 9 11 4 7 3.7% 1.43 [0.71, 2.88] 2010

Uchino 2011 22 26 26 36 16.7% 1.17 [0.90, 1.52] 2011 2

Cegielny 2012 16 21 4 13 3.8%  2.48[1.06, 5.79] 2012 1< =33%
El-Gazzaz 2012 35 101 31 117 22.0% 1.31[0.87, 1.96] 2012

Total (95% CI) 248 327 100.0% 1.17 [1.00, 1.36]

Total events 139 160

B) Combined modality vs anti-TNF therapy alone

Regueiro 2003 9 9 19 23 6.5% 1.17 [0.92, 1.49] 2003
Ardizzone 2004 3 3 10 19 2.0% 1.67 [0.95, 2.91] 2004

Sciaudone 2010 9 11 4 7 2.8% 1.43[0.71, 2.88] 2010

Goldner 2011 2 6 4 9 1.8% 0.75[0.20, 2.88] 2011

Bouguen 2013 63 84 45 72  27.6% 1.20 [0.97, 1.49] 2013 2 _ 0
Schwartz 2015 5 10 6 11 3.3% 0.92 [0.40, 2.08] 2015 I - 55 /O
Chan 2022 24 66 50 122 20.0% 0.89[0.60, 1.30] 2022

McCurdy 2023 38 86 83 139 36.1% 0.74 [0.56, 0.97] 2023

Total (95% CI) 275 402 100.0% 0.97 [0.84, 1.11]

Total events 153 221

0.1 ] 10 100

Favors combined

Fung et al., JCC 2024



Impact of setons on perianal fistula outcomes

Multicenter, retrospective observational study

Setons No Setons
PFCD
0 0
(- )| —
— —
ISTT1E]  MRI Anti-TNF
(N=221) Pelvis (N=81) (N=140) therapy
Population Methods

Seton vs no seton groups balanced by
cardinality matching and IPTW based on
clinical, treatment and MRI characteristics

PFCD (n=221) from 6 NA centers
Pre-treatment MRI pelvis
Treated with first anti-TNF therapy

McCurdy, et al. Aliment. Pharmacol. Ther.

Impact of setons on major adverse fistula outcomes (MAFO)*

Overall Population Patients with EUA only

1.00
q::] 0.75 h

o
S

T o075 i
B =
é 0.50 é 0.50
S S
S 0251 p-value = 0.4888 g e S 025{ p-value = 0.8558 o Do—enn
HR = 1.23 (0.68-2.21) =i Seton HR = 1.06 (0.54 - 2.09 ) =~ Seton
0.00 0.00
0 5 10 15 20 0 5 10 15 20
Time (years)
oo Patients with abscesses only
Impact of setons on fistula remission
T 075
g
é 0.50
S 3 0.74 (0.37-1.49), p=0.41
Zo025{ p-value = 0.1257 == INo'Seton
HR=049(0.19-1.25) | =+ Sefon 6 0.81(0.41-1.59), p=0.54
0.00
. = - = 12 0.63 (0.31-1.27), p=0.20
Time (years)

*composite of EUA, hospitalization or fecal diversion for PFCD




Controversy 4:

|s anti-TNF the only effective medical
therapy for PFCD?



Post-hoc analyses of advanced therapies %, 4

% Fistula remission

100

80

60

40

20

m Placebo

A18

UPA
GEMINI I UNIFI /11 U-EXCEL/U-EXCEED
Week 10 Week 8 Week 12

Sands DDW 2017
Sandborn NEJM 2013
Colombel DDW 2023



DIVERGENCE-II Trial (Filgotinib) Jam,

Setons removed
-14d

Placebo Filgo 100 Filgo 200
(n=15) (n=25) (n=17)

Proportion of participants (%
P P P

100 -
90 - Combined fistula remission
80 - A 30.42
70 | -1.3, 57.3%] |
60
50 4 A 8.3° 47.1%
40 | [-22.5, 38.1%] | [26.0, 68.9%]
30 4 25.0%
207 16-7% [11.5, 43.5%]
10 - _
0 n/N: 6/24 n/N: 8/17
PBO FIL 100 mg FIL 200 mg

Reinisch et al., JCC 2024



USTAP Trial (Ustekinumab) ‘am

Combined remission at week 12
(Clinical + MRI)

g USTEKINUMAB 6 mg/kg IV —
-,3 90mg/8w SC
L
<)}
n b
-
c OR=5.1[1.07-24.4]
.g Steroid course were allowed to treat
@© flares of liminal disease during the study
> Perianal fistula E with starting dose of 40mg tapered over
conflrmeid by MRI -g a maximum of 12 weeks 62.5%
EUA, fistula curettage <
” @©
andseton placementif | g
indicated
ndicate PLACEBO
o
Study Drug Study Drug 25.0%
15tV 1stSC
VS Vo V1
W-3 W o W6 w8 W12 Ustekinumab Placebo
| I | Seton Removed
. . : LPJ%'IA[I"LC DAl If present, Azathioprine (AZA), 6-
Ciprofloxacin + antibodies Mercaptopurine (6-MP) or
Metronidazole against UST methotrexate (MTX) maintained at
4 weeks . IBDQ the same does during the study

Wils et al., UEGW 2025
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Comparative effectiveness of biologics
Risk of penetrating disease Yo Anti-TNFvsVDZ 7 %% Anti-TNF vs UST
PPD a
— _— ©
: R £
£
-]
—
(Merivate™ database)
Cohort: N =40,693: (93%) anti-TNF, -
(3%) UST & (4%) VDZ =
c
3
Outcome: PD 8,567 (21%) overall: o
2,204 (5%) LPD; 7,474 (18%) PPD

aHR, 0.88 (0.80-0.96) "™ aHR, 1.04 (0.90-1.19)

McCurdy et al., CGH 2023
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Controversy 5:

Can fistula healing be reliably
determined clinically?



Closed

Open

Type A (restitution)

Type B (epithelialization)

Type C (chronic wounds)

r

McCurdy et al., AP&T 2025




Mechanisms preventing healing/closure

-

PK/PD

Complexity/
“High pressure

\ zone”
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Higher IFX concentrations & healing "1'

% of patients

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

86%

m Rate of mucosal healing p<0.001

m Rate of fistula healing p<0.001
1% 71%

m Rate of fistula closure p=0.0014

47%

IFX 0-2.8 pg/mL IFX2.9-10 pg/mL IFX10.1-20.1 pg/mL IFX 20.2-50 pg/mL

Andres Yarur et al., DDW 2016



Abx may improve anti-TNF efficacy

100 -
90 -
80 -

70 -

ADA
placebo
(n=36)

60 —

90 -

Response (%)

40 -

30 -

20 -

Dewint et al., Gut 2013

ElPlacebo
[ Ciprofloxacin
p=0.047 p=0.22
71%
62%
week 12 week 24
50% reduction

p=0.009

65%

week 12

p=0.10

53%

week 24
100% reduction
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Combined anti-TNF + surgical closure

PISA ll: Patient preference RCT

1year

2 weeks
EUA+seton
(n=94)

6-10 weeks

*Setons removal

Anti-TNF
(n=56)

Closure
(n=38)

-6 weeks after insertion (anti-TNF arm)
-8-12 weeks after insertion (closure arm)

Radiologic healing

_SC: 12/38 (32%) .
-Anti-TNF: 5/56 (9%) P=0.005

Clinical closure (ITT)
-SC: 26/38 (68%)

-Anti-TNF: 29/56 (52%)

P=0.076

Clinical closure (PP)
-SC: 32/45 (71%)
-Anti-TNF: 22/44 (50%)

P=0.016

Recurrence rates
-SC: 4/14 (29%)
-Anti-TNF: 5/31 (16)%

HR1.17
(0.32-4.37)
p=0-81

Meima-van Praag et al., Lancet 2022



Conclusions

* Physical exam may not be sufficient to exclude PFCD or

determine fistula healing
* New guidelines can help determine etiology of isolated PAF
* Setons may not be required for all patients with PFCD

* Anti-TNF therapy (IFX) remains first line advanced therapy



Thank you

jmccurdy@toh.ca
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Are there emerging treatment
strategies?



Targeting aberrant healing

Immuno-
‘modulation
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= Inhibit T-cells B-cells
Promote Tregs
Anti-inflammatory

v Inflammation
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Healing ™ Growth factors

™ Stem cell

™ Antimicrobial
\ %

Growth factors
Cytokines
Extracellular matrix

Carvello et al., Cells 2019
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ADMIRE Trials: MSC therapy for PFCD 1'
ADMIRE-I ADMIRE-II
80 -
p=0.021 m Cx601 100 - Placebo
50 - ‘ = Control - ik B ovs
— 51.5 . (95% Cl -5.8, 10.6)
X < p=0571
%) < 60 +
S 40 - < 46.3 48.8
© S 40 -
‘. £
20 - g .
ELIPLE!
0 - . 0
Week 24 Week 24

Intent-to-treat analysis set
Modified intent to treat population (N=204)

Panes et al., Lancet 2016
Serclova et al., ECCO 2024



HBOT: effectiveness in PFCD

Phenotype Study name Events/Total Event rate & 95% ClI
Perianal fistulas  Agrawal, 2015 095 053  1.00 9/9
lezzi, 2011 0.80 0.46 0.95 8/10 -
(Response) Feitosa, 2016 0.69 0.43 0.86 11/ 16 e ——
Colombel, 1991 0.75 0.38 0.94 6/8
Lavy, 1994 0.80 0.46 0.95 8/10 ——
Piotrowicz, 2017 0.71 0.33 0.93 517
Weisz, 1997 0.94 0.46 1.00 717
Fahad, 2020 0.94 0.46 1.00 717
Hasan, 2020 0.83 0.63 0.94 20/ 24 ——
Lansdorp, 2020 0.60 0.38 0.79 12/ 20 —_——
0.75 0.66 0.83 93/118 <D
Perianal fistulas Agrawal, 2015 0.950 0.525 0.997 9/9 ——
. Colombel, 1991 0.375 0.125 0.715 3/8 ®
(Remission) Lansdorp, 2020  0.200 0.077 0428  4/20 e —
Lavy, 1994 0.700 0.376 0.900 77110 ———
Weisz, 1997 0.714 0.327 0.928 517 &
Fahad, 2020 0.938 0.461 0.996 717 L
Hasan, 2020 0.542 0.346 0.725 13/ 24
Feitosa, 2016 0647 0.404 0832 1117
0.595 0.403 0.762 59 /102

(y
0.
N4 /g
N >
—

. q ol
%, A &
: N
©ita) ¢

Siw et al., IBDJ 2021



Dual targets Novel targets

Yo YY)

Anti-IL-13  Anti-MMP Anti-fibrotics
Combined Abs Bispecific Abs Anti-B6




TopClass criteria for isolated PFCD

Independently diagnostic criteria: Major criteria: (scores 3)

Histological diagnosis « Advanced fistula complexity

« Epithelioid granulomata in fistula or surrounding perianal tissue >1internal opening, >1 discrete

L, excluding cryptolytic and foreign-body type granuloma fistula, or organ fistulation
or (without an alternative provoked

Macroscopic (Crohn’s perineum) diagnosis or iatrogenic cause)

« Anorectal stricturing or =1 inflammatory fissure(s) or ulcer(s) evident on | * Family history of IBD
examination First or second degree relative

L, ie, significant perianal lesions in the absence of another cause » Confirmed diagnosis of classic

EIM of IBD or orofacial

(eg, medication, anastomosis) I :
granulomatosis

Minor criteria: (scores 1)

- Potential, current, or previous
EIM of IBD
(diagnosis unconfirmed)

« Suspected oral Crohn's disease

- Suspected genital Crohn’s disease

« Coexistent hidradenitis
suppurativa

« Minor associated perianal disease*

« Recurrence following fistula repair
or lay-open with curative intent

If either are present, then consider an isolated perianal Crohn’s disease | |f major and minor score =5, then consider isolated perianal Crohn's

diagnosis disease diagnosis

Hanna, et al. Lancet Gastro Hep 2025



Case presentation cont: 12 months later...

* Anti-TNF therapy optimized (TDM = 25mcg/ml)
* Anal canal stricture serially dilated
* Symptoms persist with substantial impact on QoL

* Not a candidate for advanced surgical closure



Can fecal diversion be used as

an effective temporizing
measure?



Impact of fecal diversion

1.0

0.8

0.6

0.4

0.2

Cumulative probability of fistula Closure

0.0

rl——l—l N =29
l
’fl [t :
'l N = 68
F Diversion Type
f —ITwithout proctectomy
—Twith proctectomy
t— l-censored
—t— 3-censored
Log Rank p = 0.021
10 15 20

Diverting ostomy
82 patients
97 fecal diversions

Time after fecal diversion (years)

McCurdy, et al. IBDJ 2022



Success of bowel restoration

Cummulative survival without fistula recurrence

1.0

0.8

0.6

0.4

0.2

0.0

— I 1Survival Function
—— Censored

5 10 15

Time after surgery to resotre bowel continuity (years)

20

Bowel restoration
n=21

McCurdy, et al. IBDJ 2022
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What to do with patients with
Isolated perianal fistulas?



Putting everything together



% Fistula Remission

Anti-TNF for isolated PFD?

100

90

80

70

60

50

40

30

20

10

Fistula Remission

*p =0.035

p=0.093

6
Time (months)

EIPD ©=PCD
n=22 n=44

p=0.06

12

EUA-free survival

1.0 + Censored

Group IPD FCD Logrank p=0.0013

0.8

0.6+

0.4+

0.2

0.0

0 a0 100 150
Time to EUA Procedure

McCurdy et al., DDS 2019



Fecal
Calprotectin

CD n=37

CGn=19

FCP >150 pg/g
sen 81%, spec 89%

(a) p < 0.001 (PCD vs CG fistulae |
2000 1.00
a 1750_ ..:.‘-..
D
= 1500 0.75-
£ >
8 12507 g
e =
5 1000 o 2 050
3 o
o
@™ 750
3
& 500 - 0.25-
[ ] . .
250 . . {AUC [95% Cl]:
A - ® 0.900 [0.818 — 0.982]
0 Soqt 242. 0.00 T T T !
pCD CG perianal 0.00 0.25 0.50 0.75 1.00
fistulae 1 - Specificty
(b) Subpopulation without ulcers:
p < 0.001 pCD vs CG fistulae
1
2000 1.00
1750 .
[=]
3 1500 0.75
c
S 1250 £
8 2
5 1000 oo @ 0.50
ks @
5 750
Q
L]
f 5007 0.25-
250 - : AUC [95% CIJ:
. P 0.857 [0.733 —0.980] |
0- TN 0.00 T T 1 1
pCD CG perianal 0.00 0.25 0.50 0.75 1.00

without ulcers

fistulae

1 - Specificty

Stevens et al., Eur Gastroenterol J. 2019



PREFAB: TopClass Delphi consensus

A screening colonoscopy for early identification of Crohn’s Criteria for consideration of early
disease should be performed in PAF patients with: colonoscopy in patients with perianal fistula

Major criteria:

Biological suspicion
o Elevated FCP level (>150 mcg/g)

Clinical suspicion*

Unintentional weight loss

Unexplained diarrhea

Primary Sclerosing Cholangitis

Ulcerative Colitis

>1 internal fistula openings

Fistula involving other organs (vagina/bladder)
Recurrent fistulation (after initial healing)
Proctitis

Anal stenosis

0O O 0 OO0 OO0 0

In case of >1 major criteria:
refer patient for screening colonoscopy
* and/or suspicion on MRI/US if already performed

Munster et al., JCC 2025




Phases of wound repair "1'

'. Microbiota

0 o
Od.‘m

1) Inflammatory

2) Recruitment/differentiation
3) Remodeling

McCurdy et al., AP&T 2025



Comparative effectiveness of IFX vs UST

B Infliximab

A -5.9%
95%Cl -20.4 to 8.7
p=0.429

51.4%
45.5%

100 - B Ustekinumab
= a0 A -4.3%
e 95%Cl -18.8 to 10.1
(/)]
b p =0.552
..g' 60~ ,
) A -3.3%
5 41.5% il 95%Cl 13.0 to 6.3
Pt 40_ 0 - x (0] 5
’é p=0488
o A
n- 20"‘ 10.60/0 13.90/0
1 13123 [l 1072
Radiologic remission Radiologic healing

Similar baseline characteristics: complex fistulas, mVAI, CDAl and SES-CD

100% fistula closure

Huang et al.,, DDW 2025



Predicting treatment failure
U

Clinical Characteristics

Age at fistula diagnosis (increase by 1 year) 1.03 (1.00-1.05) 0.011
Current smoking 2.98 (1.30-6.80) 0.010
Time to anti-TNFt >7 months 2.98 (1.30-6.80) 0.010
MRI Characteristics
Supra/extrasphincteric (ref intersphincteric) 2.28 (0.97-5.35) 0.058
Horseshoe configuration 1.92 (1.08-3.43) 0.027
Primary tract length (increase by 1 cm) 1.13 (1.00-1.28) 0.048
>1 Primary (ref 0 or 1) 2.01 (1.10-3.69) 0.024
>1 Secondary tract (ref 0 or 1) 2.54 (1.38-4.67) 0.003
>1 external openings (ref 0 or 1) 6.52 (2.00-20.60) 0.002
T2 weighted hyperintensity

Mild (ref absent) 2.90 (0.83-10.10) 0.094

Moderate/pronounced (ref absent) 3.88 (1.12-13.48) 0.032
Fluid collections > 1.3 cm (ref < 1.3 cm) 1.93 (0.98-3.79) 0.056

1.00
0.75
z
2
= 050-
c
I
7]
0.25-
000 .
0.00 025 050 0.75 1.00
1 - Specificity
ROC Curve (Area)
OVERALL Model (0.7547) MAGNIFI (0.6092)
mVAS (0.5825)

McCurdy et al., CGH 2024




d

e"l’a \‘0\\’

QWA By
Management by phase of wound repair = P

N
o,.
Pita) g0

Phase 1 of wound

repair

Phase 2 of wound
repair

Phase 3 of wound
repair




	Slide 1: Controversies in perianal fistulizing Crohn’s disease
	Slide 2: Disclosures
	Slide 3: Objectives
	Slide 4: Controversy 1:   Is a clinical exam sufficient to rule out PFCD?
	Slide 5: Subclinical PFCD in patients with CD
	Slide 6: Controversy 2:   Does PFCD require the presence of luminal inflammation?
	Slide 7: Isolated perianal fistulas:
	Slide 8: VCE for isolated perianal fistulas
	Slide 9: TopClass criteria for isolated PFCD
	Slide 10: Controversy 3:   EUA + setons are required for all patients with PFCD?
	Slide 11
	Slide 12: Does combined therapy improve remission? 
	Slide 13
	Slide 14: Controversy 4:   Is anti-TNF the only effective medical therapy for PFCD?
	Slide 15: Post-hoc analyses of advanced therapies
	Slide 16: DIVERGENCE-II Trial (Filgotinib)
	Slide 17
	Slide 18: Comparative effectiveness of biologics
	Slide 19
	Slide 20: Controversy 5:   Can fistula healing be reliably determined clinically?
	Slide 21
	Slide 22
	Slide 23: Higher IFX concentrations & healing
	Slide 24: Abx may improve anti-TNF efficacy 
	Slide 25: Combined anti-TNF + surgical closure
	Slide 26: Conclusions
	Slide 27: Thank you
	Slide 28: Are there emerging treatment strategies?
	Slide 29: Targeting aberrant healing
	Slide 30: ADMIRE Trials: MSC therapy for PFCD
	Slide 31: HBOT: effectiveness in PFCD
	Slide 32
	Slide 33: TopClass criteria for isolated PFCD
	Slide 34: Case presentation cont: 12 months later...
	Slide 35: Can fecal diversion be used as an effective temporizing measure?
	Slide 36: Impact of fecal diversion
	Slide 37: Success of bowel restoration
	Slide 38: What to do with patients with isolated perianal fistulas?
	Slide 39: Putting everything together
	Slide 40: Anti-TNF for isolated PFD?
	Slide 41: Fecal Calprotectin
	Slide 42: PREFAB: TopClass Delphi consensus
	Slide 43: Phases of wound repair
	Slide 44: Comparative effectiveness of IFX vs UST
	Slide 45: Predicting treatment failure
	Slide 46: Management by phase of wound repair

