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Scale of the problem?

100 -+

— Any fistula
— = Perianal fistula

Cumulative incidence of
fistula (%)

No. observed 169 107 66 41 18
Time from diagnosis (yr)

Schwartz DAedal. Gastmentembogy 2002 122, 375-880 PMEMS!EGIQ;’UK SEFI'[EI"I"IDET 2019



Scale of the problem?

Site of intestinal lesion Patients (no.)
Total With fistulae
(No.) (%)

Small intestine 339 40 12
Combined ileocolic 341 51 15
Large intestine

Mo rectal involvement 68 28 41

With rectal involvement 71 65 92

Hellers G eal, Gut 1980 21, 525-527
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Scale of the problem?

Cumulative probability
of perianal fistula
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Percentage of patients

Scale of the problem?
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Time from diagnosis (vears)

Predictors

Fistula
development
Ohservanions 204
Geender [male] 156 0,64, 3,52
Smoking status
Former (0,28 [0.03, 2.26]
Never 1.15 [0.47, 2.81]
Current [ Ref]
Diagnostic delay 1.00 | 100, 1.01]
Age group
A3 134 [0.26, 6.4
Al 1.82 [0.39, 8.38]
Al [Ref]
¥ i i
B3 5.14°* [1.77, 14.89] |
(] 1.4[0.26,7.56)
Bl [Ref]
Locanon at diagmosis
L4 3.38 [0.36, 15.72]
L3 4,05 [(L86, 19.01]
L2 1,91 [0.92, 16.56]
L1 [ Ref]
Change in location 1.88 [0.63, 5.58)
Medical treatment
S-aminosalicylates 1.84 [0.51, 6.54]
Corticosteroids 0.24% [0.06, 0.57]
Immunomaodalators 1L.B7 [0.57, 6.17]
Bislogics 176" [1.04,7.34)

Zhao M et al. inflammatory Bowel Diseases 2019
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Anatomical classification of perianal fistulae

External
anal sphincter

Sandbom et al. Gastmentembogy 2003 125, 1508-1530 PMIEQ-S}"ZﬂingK September 2019



In complex Crohn’s the challenge is the multiple tracts

PAS2245/2019/UK September 2019



Empiric classification of perianal disease

* Physical examination

— Skin tags, fissures, perianal fistulae, rectovaginal fistulae, suspected
abscesses, anorectal strictures

* Endoscopic examination
— Proctitis?

Simple?

— Superficial/low intersphincteric/low transphincteric
— Single opening

— No evidence of abscess or stricture

PA/2245/2019/UK September 2019



Empiric classification of perianal disease

* Physical examination

— Skin tags, fissures, perianalfistulae, rectovaginal fistulae, suspected abscesses,
anorectal strictures

* Endoscopic examination
— Proctitis?

Complex?

— High origin

— Multiple external openings — signifies multiple tracts
— Pain, fluctuance, stricture

— Rectovaginal involvement

PAS2245/2019/UK September 2019



Further evaluation of complex fistulae

* Examination under anaesthetic

* Imaging
— What is the best approach?
— When is the best time to image?

— What questions do we need from imaging?

Images courtesy of Janindra Warusaviame PAS2245f2019/UK September 2019
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3D reconstruction for the surgeon

Images courtesy of Janindra anisaviame PMEEQE;?U 19.'"“‘ S‘EDtErﬂbEr 2019



Management?

danal EUA £ drainage of abscess
e FM + s8t0n (within 4 weaks)
Endoscopy 1 assess lor proctios |
Agsass luminal diseass
Exclude abscess with MR
I proctitis
¥
4
Superhicial ! law | Complex /
Medical management intersphincienc fistula high fistula —+ FiLac™

Considar Lay - open Infiximaby’ Adadimamaly
{with caution) + Ciprolloxacin

Ablative surgary + IFX | MR - exchsde
ADA sepsis
v i B
Divarting sioma + Sphincter
continued IFX | ADA prasenang
surgery == Mmlu::um
k

Procteciomy + continued IFX /
ADA,

AdegholaSetal. Ann Gastroenteral. 2018 PAS2245/2019/UK September 2019




Setons

Aloose seton with a thin thread is sufficient
to allow drainage

Mo one wants to live like this

Images courtesy of Janindra Warisaviame pM} 245f2ﬂingK S:E'PT'E'I"I'FhE'I' 2019



Medical therapy of fistulae

PA/2245/2019/UK September 2019



Medical Treatments — in a nutshell

Antibiotics Small case series — short term benefit
1 small negative RCT; 1 positive RCT as add-on

Thiopurines Secondary outcomes of small RCT; Meta-analysis no benefit
Ciclosporin Case series

Tacrolimus Case series and small RCT

Infliximah RCT (ACCENT II)

Adalimumab® Secondary outcome of RCT (CHARM)

Vedolizumab™® Exploratory endpoint of RCT (GEMINI 2)

Ustekinumab* Post-hoc analysis of pooled RCT (CERTIFI/UNITI)

*Adalimumab, Vedolizumab and Ustekinumab not specifically licensed for the treatment of perianal fistulae in Crohn's disease.
Infliximab is the only biclogic with a specific licence to treatfistulising Crohn's disease.

PAS2245/2019/UK September 2019



Measuring fistula outcomes

Common sufcome measure
“Healed""healing" " complication
heabed” (n = 4)

Response (n=3)

Complete response (n = 4)

Partial response (n = 2)

Recurrence (n=4)

Definition given in paper
Mo discharge on history or examination, with healing of the external opening [24]

Complete closure of fistulae without sign of activity or pain for at least a month [37]

Complete healing or successful dilation of anal stenosis, after surgical intervention [30]

Nosn-defined [27]

=5{%% reduction in fistolas [31]

Maintained fstulae healing: PDAL 2.8 = 2.4 [29]

Absence of fistulac drainage, even after compression for at least 4 weeks [13]

The complete cessation of dramage from all fistulas despite gentle finger compression [26]

Absence of any draining fistulas [23]

Ahbsence of any drainage fistulas despite gentle finger compression [28]

PDAL 0.8 + 1.0 fistulae closure or absence of any draining fistulas despite gentle finger compression [29]

At least 30% reduction from baseline in the number of fistulas or drainage for at least 4 consecutive weeks
after the discontinuation of drug infusions [26]

Feduction of 50/% or mone from baseline in the number of draining fistulas [28]

Presence of fistulac openings among patient who experienced fistulac closure [32]

Reopening of a former track or presence of new fistulae after primary response [14]

Reappearance of active perianal fistulas or associated abscesses after prior inactivation or healing [17]
Recurrence of the same or different complication afler a period of complete healing [ 30]

Braithwaite et ol Tech Coloproctal 2017; 21 §7), 501-519 PA/2245/2019/UK
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Measuring fistula outcomes

Table 4 The most commonly outcome measures reported

Number of
Outcome measures in the included studies studies
=>50% tracts not draining on clinical examination 22
Perianal Disease Activity Index 20
Crohn's Disease Activity Index 19
Closure of external opening 17
No drainage either spontaneously or on gentle finger pressure 12

Sahnan et ol Gur 2018;0:1-13. doiz10.11 36/ gutjn 2 017-315503
PAS22452019/UK September 2019



Antibiotics

* Frequently used; control of sepsis 1004 BPicebo
) Ociprofioxacin
* 1small (negative) RCT —
a0 -
* Add-on therapy — short term ot e, DR P=0.009 p=0.10
. 1%
gain? £ - i 65%
* Not recommended (alone) g 50- 3% |
€ 40
30 -
m_
10 -
0

week 12 weak 24 week 12 week 24
50% reduction 100% reduction

PAS2245/2019/UK September 2019 DewintP et gl Gut2014;63:292-299,



Thiopurines

PA/2245/2019/UK

Study or tubgroup AZA or bHP Plageba Fisk; Fated Weight Rk Ratio
Al nfd P Foomd 955 £ MM e 25% O
Klen 1974 415 s —,— TIT% 200 [ 063, 638 ]
Fhades 1971 4 w . HB3% 100[ 006 2575
Willsughtyy 1971 ol [ ] Mot estarralle
Total (95% CI) 11 7 [ ——— 100.0 % 2,00 | 0.67, 5.93 |
Total everits: & (AZA or 6-MP), 2 (Pacebo)
Heterogenery: Chit = 00,0 = | (P = 005 * =00%
Test for gverall effect £ = 125 (P = Q21)
Test for subgroup diferences: Mot applicabie
i PR "
] 2 CL A | ] ]
Favors Pt Favours AZA or 6-MP

Presentet al. NEJM 1980
40 fistulas were chserved in 36 patients

9 of 29 fistulas (31 per cent) closed completely during treatment with 6-MP

1 of 17 (6 per cent) closed completely during administration of placeho

Recommendations & role?

September 2019

ChandeM et al. Cochrane DatabaseSyst Rev, 2016 Oct; 20016(10): CDOO0545,



Fistulising CD: Infliximab

TaBLe 2. OurcoMe OF TREATMENT, ACCDRDING TO STUDY GROUP.

VARIWELE

End points

Primary end point — nofrotal no, (%

I' walue w5 placcho

Complete response — noonal ne, (51T

I value vs. placebao

Time to onset of response (daysi}
Median
Im:rq_lurr'll.g rnge

Dremtion of response {days it
Median
Interquartile range

PLaceRo lFuximas

5 0R
& mpgkg 10 gk 10 mgskg

8,730 (26) 21731 (68) 18/32 (56) 39463 (62)

— 00 0,02 n.ng
4731 (13) 17731 (55) 12/32(38) 29/63 [46)
— i 0,04 0,001
42 14 14 I4
15-72 14-42 14-42 14-42
B 84 09 B
Sh— 104 31-113 B6-113 57-113

L Present DH st oi. & Engl § Med 1999;340:1393-1405. 2. 5ands et of. W Engt J Med 2004;350:876-85
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Fistulising CD: Adalimumab*
A

— 100 —
3 451 2 -0~ Placebo
A 0 - Both adalimumab groups
§ :g 80 —
i £
% 30 - E 60 —
E 25 % *
ﬁ e L - - * *
o g 7 N gL g U B =
= 15 - 2 b "
Z 7]
- £ 5 16
K = 17
i ® 1% 15 15 15 93 13 15 13 13 13
0 ] 0 | T | | ] | i
Week 26 Week 56 0 a 16 24 32 40 48 56
n= 47 T30 11M0 270 647 1180 1240 2T Week in CHARM

O Placeba 0 Adalimumab 40 mg eow B Adalimumab 40 mg weekly B Both ldllhﬁmlbpﬂp!l

*adalimumab not specifically licensedfor the treatment of perianal fistulas in Crohn's disease

Colombel [Fetal. Gostrognterology 2007 132:52-65; ColombelJF et al. Gut 2009;55:940-94.3
PAS2245[2019/UK September 2019



Fistulising CD: Vedolizumab*

Results from sub-analysis of GEMINI 2 patient with draining fistulae at baseline

100~
80+ ‘
412 P=0.03, placebo vs vedolizumab every 8 wk
60 . P=0.32, placebo vs vedolizumab every 4 wk

227 Bl Placebo (n=18)
B0 Vedolizumab ¥ every 8 wk (n-17)

Bl ‘\Vedolizumab every 4 wk (n=22)*

40-

20+

Patients With Closure of
Draining Fistulae,* % (95% CI)

Wk 52

*Vedolizumab is not licensed for the treatment of perianal fistulas

Sandborn et al., MERS 2013;369:711-721 [supplementary information]
PA/22452019/UK September 2019



Fistulising CD: Ustekinumab*

Fistula Response {=50% Reduction) at Week 8 Among Randomized Patients with Multiple Open,
Draining Fistulas at Baseline in Pooled data from CERTIFI, UNITI-1 and UNITI-2

*Ustekinumab is not licensed for the treatment of perianal fistulas

50 4
z 10 =0.408 = =
7 p=0. p=0.973 p=0.530
2 30.8
=
o |
"
(&8
B 20.0
5 20 A
S
g
a 10 4
af20
C +
Placeho Imgikg and 130 mg & mg/kg and & |'r1g.-"kg’]c ANUST Doses Combined

Usteldinumah

*omgkggroup indudasémg/kg groupin CERTIA and weight-range basedustekinumab dose s approximating & mg/'kg group:
260 mgiweight 2 5Ckg, 390 mg fweight = 5E kgand = 35 kg, 520 mg fweight = 25 kgl in UNITI-1 and LIMITI-2
"Combined treatment group includes 1 mg'kg group, 3 mg'kg group, 6 mg'ks group, and 130 mg group.

Sands, BEer ol DDW 2017, [Ab9381] PAJ2245/2019/UK September 2019



Bio-LAP: Real world UST or VDZ?

100
90
80
70
60
50
40
30
20

10 56/148 15/49
0

Ustekinumab Vedolizumab
B 'Success' MRecurrence
PA/2245/2019/UK September 2019 1. Biren C, et al. ECCO. 2019:D0OFP74

2. Biron C, et al. ECCO. 2019:DOP7 3



Can’t the surgeons just fix it all?

PA/2245/2019/UK

danal EUA £ drainage of abscess
e [lim + s8t0n (within 4 weaks)
Endoscopy 1 assess lor proctios |
Agsass luminal diseass
Exclude abscess with MRI
I proctitis
¥
4
Superhicial ! law | Complex /
Medical management intersphincienc fistula high fistula —+ FiLac™

{with caution) + Ciprofloxacin
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Surgical tales and regression to the mean?

Published success rates of fistula glue Published success rates of anal fistula plug
8 4 = =i
»
- L
% I » - * 2 g T : - s
-] " *
|
2 e g : -
o - -
- = = - w L -
&
= - * & : ]
[ ] » = & . :
=l )
| -
L ] g i * &
[ B L ]
1991-23 1999-2001 2002-04 2005-07 2008-10 2006 2007 2008 2009 2010
# |ndividual studies m Yearly average = |ndividual studies = Yeary average

Courtesy of Janindra W arusavitarne PAJ2245 2019 UK September 2019



Stem cells?

Efficacy of Injection of Freshly Collected Autologous Adipose Tissue
Into Perianal Fistulas (PF) in Patients With Crohn’s Disease(CD)

21 CD Patients w/ PF Injection(s) with Results 6 months after
- 13 transsphincteric autologous adipose tissue - Overall response in 76%
- 7 anovaginal > - Fistula healing in 57%

- Ceased secretion in 14%
- Reduced secretion in 5%

- 1 intersphincteric

Repeated injections
Two injections: 9 pt.
Three injections: 4 pt.

Complications

Abscess (n=2), postoperative
urinary retention (n=7), proctalgia
(n=4), bleeding (n=1)

Gastroenterology

Gasfmestembogy 2019 156, 2208-2216 .21 001 (1010524 .gastra 2019.02 D05
sy SHHDRgORs - PA/2245/2019/UK September 2019



Should we be tackling these in isolation?

Percentage of Patients

100

‘ 79

Response* Recurrence**

O Infliximab alone B EUA w/seton placemnt followed by infliximab

Regueiro and Mardini infiamm Sowsl Diz, 20039 21:98-103.
PAJS2245/2019/UK

*p=0.014 ** p =0.001
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Should we be tackling these in isolation?

Improved/healed (%)

100

80}

60

40

20}

m Mo immunomodulators
O Immunomodulators

Fistulotomy Fist + Seton  RAF Seton Other
Surgery type

El-Ga=az et ol.. Colorecal Dis, 2012;1440100:1217-23
PAS2245/2019/UK

September 2019



Should we be tackling these in isolation?
Single therapy group Combined therapy group
Mo Partial Complete Mo Partial Complete
response response remission response response remission
Total Total
Author n n % n % n %o n n Y% n %% n %5
Regueira (2003) 23 4 17 19 a3 ) O g 4] 0 9 100 - -
van der Hagen (2005) 7 0 0 - - 7 100 10 0 0 - - 10 100
Gaertner (2007) 147 21 14 38 26 88 &0 79 15 19 17 22 47 &0
Sciaudone (2010) 21 2 10 g 24 14 67 14 1 7 2 14 N 79
Gaertner (201) 25 14 56 g 20 6 24 26 10 39 4 15 12 46
Uchino (2011) 35 10 28 26 72 0 0] 26 4 15 22 85 (] 0
El-Gazzaz (2012} n7 75 64 M 9 AN 27 1 29 29 35 35 37 37
Bouguen (2013) 72 27 38 - - 45 63 84 21 25 - - 63 75
Total 448 153 34 104 23 191 349 80 23 8 25 180
fassin et ol 2014 APT;40(7):741-749 PA/2245/2019/UK

September 2019



Not so shared care after all?

Percent receiving anti-TNF

100+

~+ Known CD

—— New Diagnosis

500 1000 1500
Time to treatment (days)

Median time to anti-TNF 2044
New diagnosis? 365d

Leest ol 2018 Colorsctal Qis. DO 101111 / codi. 14016
PAS2245/2019/UK
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Not so shared care after all?

&) Surgeal Ovtpatent Presentation

Thtive Surgery MR Sean

Hdsn 7 dw

e 2o s

b} Avate Surpoal Proventation

PR Sean g Uectier Sargery

20 5dm 1 77 da
alasp o T2 daps i

r} Mediesl Dutpabend Prewenbsbion

Ml Sran LSRR Perctive Surgpery

M drn 12 dan

Leest ol 2018 Colorsctal Qis. DO 101111 / codi. 14016
PAS2245f2019/UK
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Conclusions

EUA £ drainage of abscess

[ + saton (within 4 woeeks)

Endoscopy 1 assess lor proctios |
Azsass luminal diseass
Exclude abscess with MR

Perianad fishla

W procitis | ]
g g "
Cantrol sepsis
- __“rr o’ Fﬁmedr_cai therapy” vy
intaeshincloric idointcore nigh stula | —
Reassess r:lften |

. Man gge potient é‘#ﬁﬁiﬁ#ﬂﬁﬁr =
| {with caution) | | = Cprolioxatin ’I

/\ A

FiLaC™

Ablathve surgery + IFX | MR - exchede
ADA sepsis
! i
Divarting sioma + Sphincter
continued IFX | ADA presenving
Surgery = Mmlu::um
L
Procteciomy + continued IFX /
o Glue 2
—  Tsbam
calls

PAS2245/2019/UK September 2019 AdegbolaSetal Ann Gastroentercl. 2018




How do we define success

I say, if at first you don't succeed, redefine success.”

PA/2245/2019/UK September 2019
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Direct injection of biologics

Study

Mumbsers Median follow-up in

months (range)

Outcomes

Lichtiger 8, 2001 [9] (USA)
Poggioli et al. 2005 [12] (Ia)
Asteria ¢t al, 2006 [11] (la)
Alessandroni et al. 2011 [10] (lta)
Laureti et al. 2012 [14] {lea)
Tonelli et al. 2012 [13] (lta)

|

18.2 (3-30)
10.5 (7-18)
35 (19-43)
11 (7-14)
17.5 (5-30)

44% (49 demonstrated complete and 33% (3/9) partial response
67% (10/15) demonstrmted complete response

36% (4/11) demonstrated complete and 36% (4/11) partial response
62.5% (5/8) demonstrated complete response

40% demonstrated complete response

T5% (9/12) demonstrated complete and 25%(3/12) pantial response

Adegbolastof int) Colorectal Dis 2017, 32 {11):539-1544..

PAf2245/2019/UK
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