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Putting It All Together:
Positioning therapies in IBD



Many factors influence the IBD treatment plan

EIMS, extraintestinal manifestations.
1. Dassopoulos T et al. Gastroenterology. 2015;149:238-245. 2. Sandborn WJ. Gastroenterology. 2014;147:702-705.

Patient age
Disease duration (newly diagnosed?)
Disease extent and severity
Hospitalized vs outpatient
Previous response to therapies
Surgical history
Fistulizing disease
EIMs
Comorbidities
Prognosis



Treating IBD: Why the Urgency?

CDAI, Crohn’s Disease Activity Index; CDES, Crohn’s Disease Endoscopic Index Severity; CRP, C-reactive protein.
Baumgart DC, Sandborn WJ. Lancet. 2012;380(10):1590-1605. 
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AGA treatment guideline for mild to moderate UC

Cross RC et al. Gastroenterology. 2019;156:768.



Positioning Therapies in the Low-Risk UC Patient

1. Kornbluth A et al. Am J Gastroenterol. 2010;105:501-523. 2. Hindryckx P et al. J Crohn's Colitis. 2018; 105–119. 
3. Ungaro R et al. Lancet. 2017;389:1756-1770.

• Mainstay of therapy in mild to 
moderate UC

• Therapy should be optimized 
(dose, formulation, route and 
good adherence) should be 
optimized before moving to 
immunosuppressants

• Favorable risk-benefit profile

• Rapid induction1,2

• Budesonide has fewer 
systemic effects than 
conventional steroids; 
consider as alternative 
first-line option for induction

• Repetitive or prolonged 
courses should be avoided

• Suppositories preferred in proctitis3

• Enema preferred in left-sided colitis in 
order to reach splenic flexure3

• Combination therapy with oral 5-ASA 
recommended in left-sided or 
extensive disease

• Rectal steroids are option as add-on 
therapy in proctitis or left-sided disease

Oral 5-ASA agents1,2 Rectal 5-ASAs/corticosteroids Oral corticosteroids1,2



AGA Guideline on Moderate to Severe 
Luminal UC: Clinical Decision Support Tool

Feuerstein JE et al. Gastroenterology. 2020;158(5):1362-1463.



Combination therapy is superior to anti-TNF monotherapy 
in UC

Panaccione R et al. Gastroenterology. 2014;146:392-400.
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Adalimumab vs vedolizumab in moderate to severe UC: 
The VARSITY trial
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Systematic Review with Network Meta-Analysis: 
First-Line Induction Pharmacotherapy for Moderate to Severe Ulcerative Colitis

Singh S et al. Aliment Pharmacol Ther. 2018;47(2):162-175. 

Study or 
subgroup

Experimental Control Odds ratio
(95% CI)Events Total Events Total

Infliximab vs placebo
Jiang 2015
NCT01551290 
ACT 1
ACT 2
Subtotal (95% CI)

22
11
43
41

41
50

121
121
333

9
5

18
7

41
49

121
123
334

4.12 (1.57, 10.76)
2.48 (0.79, 7.77)
3.15 (1.69, 5.89)

8.49 (3.63, 19.88)
4.22 (2.80, 6.35)

Adalimumab vs placebo
ULTRA 1 2011
ULTRA 2 2012
Suzuki 2014
Subtotal (95% CI)

24
32
9

130
150
90

370

12
16
11

130
145
96

371

2.23 (1.06, 4.67)
2.19 (1.14, 4.19)
0.86 (0.34, 2.18)
1.80 (1.18, 2.76)

Golimumab vs placebo
PURSUIT Phase 
2
PURSUIT Phase 
3
Subtotal (95% CI)

13
45

71
253
326

7
16

69
251
320

1.99 (0.74, 5.32)
3.18 (1.74, 5.79)
2.81 (1.69, 4.69)

Vedolizumab vs placebo
GEMINI 2013
Subtotal (95% CI)

30 130
130

5 76
76

4.26 (1.58, 11.52)
4.26 (1.58, 11.52)

Tofacitinib vs placebo
OCTAVE 1 2016
OCTAVE 2 2016
Subtotal (95% CI)

56
43

222
195
417

9
4

56
47

103

1.76 (0.81, 3.82)
3.04 (1.03, 8.95)
2.17 (1.16, 4.06)
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Effect size was strongest
for vedolizumab and 
infliximab.

Favors control Favors experimental



Proposed Positioning of UC Therapies

+, Consider Use; + +, Preferred agent; ? Inadequate data. 
aRecommendation based on United States labeling, wherein JAK inhibitor use must follow prior TNF antagonist therapy.
Adapted from Hans A et al. Curr Gastroenterol Rep. 2022;24:157-170.

5-ASA AZA Anti-TNF VDZ UST
JAK 

inhibitor
S1P 

modulator

Bio-naïve 
  Mild to moderate
  Severea

++ ++
++ ++ ++ ++

Bio-exposed + ++ + ++ ++ +

EIMs ++ ++ + +

Pregnancy + + + +

Elderly + ++ ++ +

Lymphoma risk + + +

History of skin cancer +

CVD + + + +

Severe UC ++ +



Monitoring in UC

Panes J et al. Gastroenterology. 2017;152:362-373.

• Flare within 1 year
• Recent change in maintenance therapy
• Persistent endoscopic lesions
• Persistent neutrophil infiltration in biopsy
• Recent smoking cessation
• Low adherence to therapy
• Age <50 years

Stratify according to risk of relapse

üClinic visit 3-4 months
üCalprotectin 2-3 months
üCRP 2-3 months (if elevated during flare)
üEndoscopy if symptoms or abnormal biomarkers

üClinic visit 6-12 months
üCalprotectin 3-6 months
üCRP 3-6 months (if elevated during flare)
üEndoscopy if symptoms or abnormal biomarkers

• Remission > 1 year
• Stable maintenance therapy
• Endoscopic healing
• Histologic healing
• Smoking habit
• Good adherence to therapy
• Age >50 years

High riskLow risk



Treatment strategies for Crohn’s disease are driven by 
risk by patient risk for complicated disease

Sandborn WJ. Gastroenterology. 2014;147:702-705.

>30 years old at initial diagnosis
Limited anatomic involvement
No perianal and/or severe rectal 
disease
Superficial ulcers
No prior surgical resection
No stricturing and/or 
penetrating pattern

≤30 years old at initial diagnosis
Extensive anatomic involvement

Perianal and/or 
severe rectal disease

Deep ulcers
Prior surgical resection

Stricturing and/or 
penetrating pattern

High risk 
for colectomy

Low risk High risk



More Aggressive Treatment Is Recommended for 
Moderate to High-Risk Patients

Low-riska patient

Ileum and/or proximal colon, 
none to minimal symptoms
Options
• Budesonide 9 mg/day with or 

without AZA
• Tapering course of prednisone 

with or without AZA

Diffuse or left colon,
none to minimal symptoms
Options
• Tapering course of prednisone 

with or without AZA

Moderate/high-risk* patient

Options
• Anti-TNF monotherapy over no therapy 

or thiopurine monotherapy
• Anti-TNF + thiopurine over thiopurine 

monotherapy or anti-TNF monotherapy
• Methotrexate for patients who do not tolerate 

purine analog in combination with anti-TNF
• Ustekinumab monotherapy†

• Vedolizumab†

AZA, azathioprine.
aRisk based on age at initial diagnosis (> 30 years vs < 30 years); anatomic involvement (limited vs extensive); presence or absence of perianal and/or severe rectal 
disease; ulcers (superficial vs deep); history of prior resection, and stricturing and/or penetrating behavior. 
†Adapted.
Sandborn WJ. Gastroenterology. 2014;147:702-705.

AGA Clinical Pathway for Initial Treatment of Crohn’s Disease



Positioning Therapies in the Low-Risk CD Patient

CIR, controlled ileal release.
1. Lichtenstein GR et al. Am J Gastroenterol. 2018;113:481-517. 2. Sandborn WJ. Gastroenterology. 2014;147:702-705. 3. Hindryckx P et al. J Crohn's Colitis. 2018; 105–119. 

• Not effective in inducing short-term remission
• Effective in steroid-sparing and maintaining steroid-induced 
remission

• Rapid induction, used primarily as a “bridge” during disease 
flares to achieve symptom control until immunomodulators 
and/or biologics achieve mucosal healing1

• CIR-budesonide induces remission and minimizes systemic 
exposure, but is less effective than conventional oral 
corticosteroids1

• Repetitive or prolonged courses should be avoided

Oral corticosteroids1,2

Thiopurines1,2



AGA guideline on moderate to severe luminal 
Crohn’s Disease

Gastroenterology. 2021;160:2509-2510.



AGA guideline on moderate to severe luminal 
Crohn’s Disease (cont)

Gastroenterology. 2021;160:2509-2510.



SEAVUE Results

Sands B et al. Presented at Digestive Disease Week 2021, May 23, 2021. 2. Danese S et al. UEG 2021, LB15

aPatients who had a missing data value in corticosteroid use at designated analysis timepoint had their last value carried forward.
bThe confidence intervals were based on the Wald statistic with Mantel-Haenszel weight.; NOTE: not receiving corticosteroids at Week 52 is defined as 
corticosteroid free for ≥30 days prior to Week 52.
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Clinical remission 
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Systematic Review with Network Meta-Analysis: 
First-Line Induction Pharmacotherapy for Moderate to Severe Crohn’s Disease

Singh S et al. Aliment Pharmacol Ther. 2018;48:394-409. 

Study or 
subgroup

Experimental Control Odds ratio
(95% CI)Events Total Events Total

Infliximab vs placebo

Lemann 2006
Targan 1997
Subtotal (95% CI)

43
12

57
27
84

22
1

58
24
82

5.03 (2.25, 11.22)
18.40 (2.16, 

156.68)
6.35 (3.04, 13.28)

Adalimumab vs placebo

CLASSIC I 2006
Watanabe 2011
Subtotal (95% CI)

27
6

76
14
90

9
2

74
10
84

3.98 (1.72, 9.22)
3.00 (0.46, 19.59)
3.80 (1.76, 8.18)

Certolizumab pegol vs placebo

Sandborn 2011
Subtotal (95% CI)

68 215
215

53 209
209

1.36 (0.89, 2.08)
1.36 (0.89, 2.08)

Vedolizumab vs placebo

GEMINI II 2013
GEMINI II 2014
Subtotal (95% CI)

21
16

115
51

166

7
6

78
50

128

2.27 (0.91, 5.62)
3.35 (1.19, 9.47)
2.68 (1.35, 5.31)

Ustekinumab vs placebo

UNITI-2 2016
Subtotal (95% CI)

80 200
200

39 200
200

2.75 (1.76, 4.32)
2.75 (1.76, 4.32)0.05 0.2 1 5 20

Odds ratio
(95% CI)

Effect size was strongest 
for infliximab and 
adalimumab.

Favors control Favors experimental



Positioning Therapies in the High-Risk CD Patient

1. Lichtenstein GR et al. Am J Gastroenterol. 2018;113:481-517. 2. Hindryckx P et al. J Crohn's Colitis. 2018; 105–119. 

TNF antagonists1

• Rapid induction
• Significant maintenance 

benefit, but 
immunogenicity and loss 
of response is common

• Only biologic with proven 
efficacy in fisutlizing 
disease

• Option for induction, with 
or without 
immunomodulator

• Slower onset of action 
relative to anti-TNF 
inhibitors

• Favorable safety profile 
observed to date

Vedolizumab1,2

• Option for patients 
who have failed 
corticosteroids, 
immunomodulators, or 
anti-TNF inhibitors

• Favorable safety 
profile

Ustekinumab1,2 Thiopurines1,2

• Combination with anti-
TNF inhibitors 
recommended, with 
careful assessment of 
risk-benefit in 
individual patients



Combination therapy is superior to monotherapy 
in Crohn’s disease

Colombel JF, et al. N Engl J Med. 2010;362:1383-1395.  

The SONIC Trial
Corticosteroid-free Clinical Remission at Week 26
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Monitoring in Crohn’s disease

Panes J et al. Gastroenterology. 2017;152:362-373.

Complete clinical remission
Biomarker normalization at 12-16 weeks 

Monitor symptoms and 
biomarkers every 3-6 months

Adapt therapy and further monitoring according to risk

Endoscopy and/or 
cross-sectional imaging

After 6 months

Complete clinical remission
Biomarker normalization at 12-16 weeks 

when 
altered

yes yes

no

High long-term riskLow long-term risk



Safety of therapies in IBD is a balancing act

Risk of Disease Risk of Therapy

Surgery
Hospitalization

Need for steroids
Infection

Malnutrition
Growth & development

Colorectal cancer

Paradoxical reactions
Infections
Cancer
Thromboembolism 



Key safety considerations with IBD therapies

CV, cardiovascular.
1. Lichtenstein GR, et al. Am J Gastroenterol.  2009;104:465-483. 2. Lichtenstein GR, et al. Am J Gastroenterol. 2012;107:409-1422. 3. Bernstein JA et al. Clin Gastroenterol Hepatol. 2019;17(5):988-
990. 4. Queiroz NSF, Regueiro M. Curr Opin Gastroenterol. 2020;36(4):257-264.

Infection
Anti-TNF 
Corticosteroids
Thiopurines
Tofacitinib 

Malignancy
Anti-TNF  
Corticosteroids
Thiopurines 

Immunogenicity
Anti-TNF  
 

CV/thromboembolism
Anti-TNF

Ozanimod
Tofacitinib

Osteoporosis
Corticosteroids

Hepatotoxicity
Anti-TNF

Thiopurines
Methotrexate

Tofacitinib
Ozanimod

Cytopenias
Anti-TNF

Thiopurines
Methotrexate



Inadequate treatment can have serious consequences

1. Pola S, et al. Clin Gastroenterol Hepatol. 2012;10:1315-1325. 2. Brown C, et al. Springerplus. 2015;4:573. 3. Hefti MM, et al. Dis Colon Rectum. 2009;52:193-197. 
4. Ordas I, et al. Lancet. 2012;380:1606-1619. 5. Jess T, et al. Clin Gastroenterol Hepatol. 2012;10:639-645. 6. Filimon AM, et al. World J Gastroenterol. 2015;21:9688-9692

Flare and hospitalization
Surgery

Colorectal cancer
CV disease

Up to 25% of patients are 
hospitalized for severe IBD 

or a complication1

2.4-fold greater risk in 
patients with UC5

≈ 30% of UC patients 
require colectomy; 

~60% of CD require 
a resection2-4

Increased risk of DVT, MI, 
stroke, CV mortality—

especially during flares6



How We Communicate Matters

• Don’t let patients be 
scared by the wrong 
information

• Use visual tools



TYING IT UP: Positioning therapies in IBD
• Current treatment algorithms stratify treatment based on 
patients’ risk of complicated disease

• Recent evidence suggests that early intervention with biologic 
therapies can help modify disease progression in IBD

• With an expanding armamentarium of therapeutic options, the 
ideal position for therapies will depend on severity of disease, 
timing relative to diagnosis, immunogenicity, and comorbidities 
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