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New Diagnosis-Patient

A 30 yo female presents with 3 month history of perianal pain and
drainage. No change in stool habits.

A Treated empirically with metronidazole with only minimal
Improvement

A Colonoscopy with Tl intubation and bx are normal
AFH: positive for Crohnos
APE: Nor mal except rectal exam



Patient asks you if she could have Crohno6és di sc¢
or is she just the unlucky one?

She also wants to know what to expect over her




Epidemiology / Morbidity
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Frequency of Perianal Fistulas According to the Anatomic
Location of Bowel Involvement

Colon only
(without recal
Involvement)

41%

Small intestine only
12%

Combined ileocolic
involvement

15%

Rectum only
92%



Durable Fistula Healing Rates are Disappointing

ARetrospective study from Leiden of 232 patients with CD
fistulas - ~ 10 years followup

A78% had complex fistulas

ALong oterm fistula healing was seen in only 37% of patients
with complex fistulas
A 66.7 % of simple fistulas
A 53 % of patients required surgery (colectomy, etc )

AProctectomy Rate in recent Mayo cohort was largely
unchanged at 19%



Mean PPPY Cost

PCD IS Assouated with Increased Costs
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Perianal' Anatomy



Normal Radial EUS Anatomy
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Classification System



PEA - KElassITication Ol Penlianal




Simple vs.. Complex Fistulas

Complex



Revised Expert Consensus in Perianal Fistula Management

Class 2a: repair

Symptomatic fistulae suitable for
combined medical/surgical closure/
repair (including seton remowval) and
patient goalis fistula closure

Class 1: minimal disease
Minimal symptoms and anorectal
disease burden, requiring
minimal intervention overtime

Class 2:
Chronic symptomatic fistulas
Perianal These patients will align with
) oL one of three groups, according
flStL.llIZIng to their goals as well as their
CD symptoms and impact on
Qol, fistula anatomy,
and anorectal
disease burden

Class 2b: symptom control

Chronic symptoms related to fistula (pain and discharge) that
affect Qol; fistulas are currently unsuitable for surgical repair,
and/or patent goal is symptom contral

Geldof J, et al. Lancet Gastroenterol Hepatel. 2022;7:5T76-584.

-

patient goal is symptom control

Class 2c-i: early/frapidly
progressive disease

Early and rapidly progressive
disease destructive to perineum
and/or to Qol, such that early
intervention with defunctioning
ostomy and sometimes early
proctectomy is required

Defunctioning

—

Class 2c-ii: gradually
debilitating disease
Gradually debilitating
symptomatic fistulas unsuitable
for surgical repair, which cause
severe symptoms, limiting QoL so
markedly that defunctioning
astomy is required to restore Qol;

2

Class 3: severe disease with
exhausted perineum and

adverse features

Severely symptomatic disease
(despite defunctioning), with
irreversible perineal destruction,
or symptoms limiting QoL so
markedly that proctectomy is

required

Proctectomy

Class 4a: repair
Symptomatic sinuses or wounds
suitable for combined medical and
surgical closure or repair and
patient goalis sinus closure

Class 4:
perineal symptoms after
proctectomy

Class 4b: symptom control
Chronic symptoms related to
sinuses or wounds that affect Qol
and which are unsuitable for
surgical repair, or patient goal is
symptom control

Qol = quality of life.




Severe PCD Patient

A 50 yo male presents with long history of perianal pain and drainage. Recently
started passing air and stool when he urinates. No change in stool habits.

A Treated in past with antibiotics, immunomodulators and infliximab

A Several attempts at surgical treatment without success
A Colonoscopy with Tl intubation and biopsies are normal

AFH: positive for Crohnos

APE: Nor mal except rectal exam which showed é



What is the best approach to this problem?

What are his treatment options (medical and surgical)?



Approach to Initial Diagnosis and
Assessment



Why Is a precise-evaluation:important?

The key to successful management is to

estab

Ish adequate drainage of all abscesses

and to control fistula healing. An imaging

moda

ity should provide a virtual road map for
this purpose.



What Happens When Fistulas are Missed at Time of
EUA?

non-healing

‘ fistula; 6%

New Fistulas;
50%

lisagreed



Study Results

A A prospective triple blinded study comg)ared EUS, MRI and EUA in 32 patients with
suspect perianal Crohn i s disease.

A All three methods showed excellent accuracy in assessing these patients
A EUSBS 91% (95% Cl 75%- 98%)
A EUAJ 91% (95% CI 75%- 98%)
A MRI& 87% (95% Cl 69%- 96%)

A Combining either of the imaging modalities with EUA increased the accuracy to 100%



Options:for Therapy



Does Controlling FistulacHealing:Make ‘a- «
Difference?

Response to Treatment Fistula Recurrence

100

44

Infliximab EUA Before Infliximakb EUA Before
Only Infliximab Only Infliximab




Comparison of Healthcare Utilization in Patients with CD Perianal
Fistulas Treated with Biologics with or without Setons
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Setons Prevent Premature Closure of Fistula Openings




Surgical Treatment



Fistulas



Perniva nal: D Crio 1 8uigscal Treatnenti's e
Options

A Fistulotomy

A Setons

A Advancement Flap

A Fibrin Glue / Fistula Plug

A Diversion / Proctectomy



Setons



How Setons Help




Seton Placement




Medical Therapies

A Antibiotics (metronidazole, ciprofloxacin)

A Immunosuppressives
A Azathioprine
A 6-mercaptopurine
A Cyclosporine
A

Tacrolimus

A Biologic Agents
A Infliximab
Adalimumab
Certolizumab

Vedolizumab ?

SN SE S

Ustekinumab?

A Novel Agents
A Adipose Derive Stem Cells



Antibiotics



Antibiotics Improve Fistula healing in Combination with Anti -TNF
Therapy

Fistula Response at Week 12

1%

ADA + PIC

All patients received adalimumab 160 mg at wk 0, 80 mg at wk 2 and then 40 mg qow.
Patients were then randomized to Ciprofloxacin 500 mg bid or placebo.

35 Dewint P, et al. Gut 2013.



Azathioprine /6 - MP



Azathioprine /6 - MP

A The 5 Controlled trials were summarized in ameta  -analysis?

A 22/ 41 (54%) of patients who received AZA /6 -MP responded vs. 6 / 29 (21%) who received
placebo.

A Pooled odds ratio was 4.44 in favor of fistula healing

1-Pearson et aAnn Intern Med 1995



Cyclosporine &
Tacrolimus (FK-506)



