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Case Scenario

* A 35-year-old male with a 5-year history of Which of the following is the most appropriate
moderate UC initial management for this patient?

* Presents with worsening symptoms over past 7
days, including >10 bloody stools /day and

: . 1. Administer high-dose oral corticosteroids
abdominal pain
+ Exam: Febrile (101.3°F), HR 110 bpm 95/60 2. Initiate intravenous corticosteroids
mmHg). Mild abdominal tenderness, no peritoneal 3.  Start infliximab immediately
>1eNs 4. Urgent colectomy
* Labs: 5

Administer intravenous fluids and broad-
* Hgb:9.5g/dL (13.5-17.5 g/dL) spectrum antibiotics

« WABC: 14,000/uL (4,000-11,000/pL)

e CRP: 20 mg/dL (<1mg/dL)

* Serum albumin: 2.5 g/dL (3.5-5.0 g/dL)
* Stool studies: Negative for infections
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ASUC Burden and Steroid Response

ASUC at Presentation (25%) IV Steroid Non-Response (40%)

ACG. 2025
October 24-29, Phoenix, AZ Aliment Pharmaco | Ther. 2020 Jan;51(1):8-33



Colectomy Risk & Survival in ASUC
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ASUC Mortality: Then and Now

» Before corticosteroids (pre-1955) ASUC Mortality

e Mortality >30-40% (toxic
megacolon, perforation, sepsis)

* With IV corticosteroids (modern era):

* Mortality { to ~1-3% in expert
centers

< 50 years age > 50 years age

M 3-months mortality ™ 12-months mortality

J Crohns Colitis. 2010 Oct;4(4):431-7
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Defining ASUC: Truelove & Witts Criteria

(3 “26 bloody stools/day plus >1 systemic toxicity marker

w Tachycardia >90bpm

J;L Fever >37.8 °C

‘ Hemoglobin <10.5 g/dL

Jﬁl ESR >30 mm/h, CRP =12 mg/L

ACG.--2025
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CRP/Albumin Ratio (CAR): A Simple

colectomy risk

* Limitations: Non-specific, variable cut-offs
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Prognostic Tool

Definition: CAR = CRP (mg/L) + Albumin (g/L)
Cut-offs: 0.6—0.85 = severe disease

Utility: Predicts steroid non-response &

A CRP/ALB
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Pathogenesis and Clinical Risk Factors for
ASUC
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HLA-DRB1*01:03 and ASUC
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ASUC Hospitalization: Changing Thresholds
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Outpatient Salvage Therapy in ASUC: COVID
Lessons

PROTECT-ASUC study: Pandemic vs Historic Cohorts

Ambulatory IV steroids Emergency dept. visits Rescue therapy W

Pandemic cohort Historic cohort

(7 Outpatient salvage feasible—similar colectomy rates despite 4 ED visits

ACGL-2025
October 24-29, Phoenix, AZ Lancet Gastroenterol Hepatol. 2021 Apr;6(4):271-281



Concurrent C. Diff Colitis in ASUC

5-20% of ASUC have concurrent C. diff

* Increased risk of colectomy and postop complications

e May occur without typical risk factors (hospitalization/antibiotics)

* Pseudo membranes rare

* Associated with longer hospital stay and hospital mortality (4-fold risk)

* 2-step testing algorithm is recommended

(3 Do not stop Immunosuppressive IBD therapy (continue therapy)

ACG . _.2025 Am J Gastroenterol. 2021 Jun 1;116(6):1124-1147
October 24-29, Phoenix, A7 Gastro Hep Advances 2024;3:260-270



CMV Reactivation in ASUC

* 10-30% of hospitalized steroid-refractory ASUC have
CMV

* Linked to steroid refractoriness and colectomy risk

4.00 4 g

3.00 4

* >250 copies/mg—> drug resistance (RR 4.7)
e >2000 copies/mg - colectomy predictor (OR 17.2)

CMV DNA load (log copies/mg of tissue)

* Assay variability between centers = limitation oo —— o —
* Antivirals benefit steroid-refractory cases
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(7 Check CMV in steroid-refractory ASUC—high viral load predicts colectomy, antivirals can help
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Early Sigmoidoscopy Improves Outcomes

Outcomes of Early vs Delayed Flexible Sigmoidoscopy in ASUC Time to Colectomy
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(3 Early sigmoidoscopy reduces LOS, cost, colectomy, and mortality
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Truelove & Witts 1955: Steroids Transform ASUC
Care

Effect of cortisone treatment

BRITISH MEDICAL JOURNAL

LONDON SATURDAY OCTOBER 29 1955

CORTISONE IN ULCERATIVE COLITIS

FINAL REPORT ON A THERAPEUTIC TRIAL

BY

S. C. TRUELOVE, M.D, M.R.C.P. axo L. J. WITTS, M.D.,, F.R.C.P.
Nuffield Depariment of Clinical Medicine, Radclifle Infirmary, Oxford

With the co-operation of Professor R. E. TUNBRIDGE and Dr. G. WATKINSON (Leeds), Dr. F. AVERY

R S Sy S . T A B S S L6 Remission at week 6 Endoscopic remission Mortality
Sir JOHN TAYLOR (Medical Rescarch Council) at Week 6
Landmark BM! trial, 1955 = Cortisone grp & Control grp

(3 Steroids increased remission, reduced mortality — still first-line for ASUC

ACG .- 2025
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IV Steroids in ASUC: Dose & Duration

* No studies comparing different dosing

regimens

* No significant difference between continuous

vs. bolus administration

* No benefit beyond 60 mg/day

methylprednisolone

* Trial of 3-5 days adequate

* Continued use beyond 7 days ineffective

(¢ Optimal: 60 mg/day x 3-5 days

ACG . .2025
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Adding Mesalamine to Corticosteroids
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(3 Do not continue or add 5-ASA in hospitalized ASUC patients already on IV steroids
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Day 1 Predictors of Steroid Failure in ASUC

ADMIT ASC ACE Index

* CRP of 2100 mg/L (1point) * CRP 250 mg/L

* Albumin of <25 g/L (1 point) * Albumin <30 g/L and

* UCEIS 24 (1 point) or 27 (2 points) * Mayo Endoscopic Score= 3

e Scoring of 23 - 84% risk of steroid * 78 % nonresponse to IV steroids

failure

ACG .- 2025

October 24-29, Phoenix, A7 Gut. 2023 Mar;72(3):433-442



Day 3 Predictors of Steroid Failure in ASUC

Oxford Index Edinburgh score

 >8 BM on day 3 OR  Stool frequency (< 4: 0 points, 6-9: 2

+ 3-8 BM + CRP > 45 mg/L points, > 9: 4 points)
e Albumin <30 g/L day 1 (1 point)

* 40% partial responders and 5% responders ’ CO!On'C dilation> 5.5 cm day 3 (4
required colectomy points)

 Score of 24 - 85% medical therapy
failure

* 85% required colectomy

(3 Both indices: ~85% failure prediction

ACG..2025 Gut 1996;38:905
October 24-29, Phoenix, A7 Aliment Pharmacol Ther 2004;19:1079-1087



Predictors for Colectomy in ASUC

A Highest Risk Predictors $Moderate Risk Predictors «Protective Factor
e Oxford criteria— OR 4.4 e Sarcopenia—OR 1.9 e Albumin—OR 0.3
e ESR (1) -0R 2.9 e Extensive colitis — OR 1.8 (per 1 g/dL increase)
e CRP(1)-0OR2.6 e Prior steroid use — OR 1.7

e UCEIS(1)—-OR 2.4
e Hemoglobin (/) —OR 2.0

(7 Early risk stratification = lower colectomy rates

ACG..2025
October 24-29, Phoenix, AZ BMJ Open Gastroenterol2024;11:e001587



Day 3- The Decision Point




Complications of Acute Severe UC

Bleeding 3%
perforation 5%
Thromboembolism _ 8%
Sepsis 10%
Steroid related complications 15%
Malnutrition 25%

Electrolytes/ dehydration 35%

A  Thromboprophylaxis is essential in all hospitalized ASUC
patients

ACG .- 2025 Nat Rev Gastroenterol Hepatol 2016 Nov;13(11):654-664
October 24-29, Phoenix, AZ



VTE Risk in Acute Severe UC

» 2-fold higher risk of VTE (IBD vs general population)

e 10-15 fold higher risk (hospitalized IBD vs matched controls)

e 2-fold higher mortality from inpatient VTE

ACG .. 2025
October 24-29, Phoenix, AZ

Use of
Steroids

LOW
ALBUMIN

Low Poor Multiple
Albumin Nutrition Comorbidities

VTE Risk Factors

Gastroenterology 148, S-133 (2015).
Clin Gastroenterol Hepatol. 2014 Nov; 12(11): 1905-1910.
Clinical Gastroenterology and Hepatology 2020;18:1133-1141



VTE Risk in ASUC: Beyond Hospitalization

* VTE risk remains high post-discharge MARKERS OF
* Hypercoagulability persists after COAGULATION IN ASUC

d ISCh a rge =Dayl =Day5 =Week4 =Week8-12 =Control

* Pharmacologic prophylaxis reduces
VTE

* Potential benefit of extended
prophylaxis after discharge

O = N W U1 O

Fibrinogen (g/dL) FVII (U/ml) VWEF (1IU/ml)

ACG ... 2025 Gastroenterology 148, S-133 (2015)
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Nutrition in Acute Severe UC

* Improved nutritional status improves bowel motility and intestinal permeability
as well as reduce inflammatory reactions

Z Recommended - Enteral nutrition
X Not recommended - Parenteral nutrition (TPN)

* Key Risks (for TPN)
A\ Higher mortality
&) Longer hospital stay
$ Increased costs

ACG .-.2025 Aliment Pharmacol Ther. 2007 Dec;26(11-12):1499-507
October 24-29, Phoenix, AZ



Exclusive Enteral Nutrition as Adjunctive
Therapy

® ® & @ ,
Group | - EEN + SOC (IV
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Day 0 Day 7
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A 16% patients did not tolerate exclusive enteral nutrition
(Peptamen- caloric requirement calculated from BMI)

(3 EEN may reduce steroid failure and shorten hospitalization, but tolerance remains a challenge (16%)

ACG..2025
October 24-29, Phoenix, AZ Aliment Pharmacol Ther 2021;53:568-76



Antibiotics in ASUC: Do They Help?

Clinical response for antibiotics compared to placebo in ASUC vs. non ASUC patients- Meta-analysis

4.1.2 Active UC

Dickinson 1985 16 18 g8 15  4.2% 7.00 [1.17, 41.76] 1985

Burke 1990 31 42 18 42 11.1% 3.76 [1.50, 9.43] 1990 —_—

Mantzaris 1997 24 34 26 36  9.6% 0.92 [0.33, 2.60] 1997 S

Turunen 1998 30 38 25 45  10.4% 3.00 [1.13, 7.97] 1998 _— : ( _ )
Gionchetti 1999 9 14 5 14 5.3% 3.24 [0.69, 15.20] 1999 4 Active UC (non-ASUC):
Ohkusa 2005 5 10 310 4.0% 2.33[0.37, 14.61] 2005 _—t .

Ohkusa 2010 47 105 23 101 17.0% 2.75 [1.50, 5.03] 2010 —— Some benefit

Petersen 2014 18 25 20 25  6.9% 0.64 [0.17, 2.39] 2014 _—

Subtotal (95% CI) 286 288 68.4% 2.31 [1.45, 3.69] .

Total events 180 128

Heterogeneity: Tau® = 0.13; Chi’ = 9.96, df = 7 (P = 0.19); I> = 30%

Test for overall effect: Z = 3.51 (P = 0.0004)

Antibiotic Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
4.1.1 ASUC
Chapman 1986 14 19 14 20 6.2% 1.20 [0.30, 4.86) 1986 —_— ASU C
Mantzaris 1994 12 19 13 20 6.9% 0.92 [0.25, 3.42] 1994 _— b
Mantzaris 2001 23 29 20 F{] 7.1% 1.15 [0.32, 4.14]) 2001 T H ~
Turner 2019 13 16 10 12 3.5% 0.87 [0.12, 6.21) 2019 - NO beneflt (OR 11 NS)
Mishra 2020 16 25 18 25 7.9% 0.69 [0.21, 2.28] 2020 —_—
Subtotal (95% CI) 108 103 31.6% 0.94 [0.51, 1.74] e
Total events 78 75
Heterogeneity: Tau® = 0.00; Chi* = 0.47, df = 4 (P = 0.98); I' = 0%
Test for overall effect: Z = 0.20 (P = 0.84)

(7 Meta-analysis shows no added benefit of antibiotics in ASUC. Some effect seen in non-severe UC

ACG .-.2025 Expert Rev Gastroenterol Hepatol. 2021 Oct;15(10):1215-1223.
October 24-29, Phoenix, AZ
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Chapter 3

Rescue therapies

ASUC: A Practical Approach
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Cyclosporine Rescue: Landmark Journl of Medicine
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* Landmark 1994 NEJM trial Efficacy End Points with Cyclosporine
established IV cyclosporine efficacy 84% 85%

 Similar efficacy at 2 mg/kg vs 4 mg/kg
— Day 8 response ~85%

* Higher toxicity (HTN, nephrotoxicity)

with 4 me/kg .
Response rate (Day 8) Colectomy rate (Day 14)

B2 mg/kg M4 mg/kg

(7 Cyclosporine is effective for steroid-refractory ASUC, but lower-dose (2 mg/kg) is equally
effective with fewer side effects

ACG . .2025
October 24-29, Phoenix, A7 Gastroenterology 2003;125:1025-1031



Infliximab Rescue: Reducing Colectomy in
ASUC

* RCT showed infliximab reduced 3 month-colectomy rate
colectomy vs placebo at 3 months with IEX

» Safe and effective as rescue therapy in
steroid-refractory ASUC

* Long-term colectomy-free survival:
71% at 3 months, 53% at 5 years

3months | 12 months |3years |5 years

71% 64% 59% 53%

IFX Placebo

M IFX M Placebo

(= Infliximab is a proven rescue option for ASUC, significantly reducing colectomy rates and
maintaining long-term survival

ACG .. 2025 Gastroenterology 2005;128:1805-11
October 24-29, Phoenix, A7 Aliment Pharmacol Ther 2013; 38: 377-387



Does Higher or Faster IFX Induction Improve
Outcomes in ASUC?

High-dose infliximab rescue therapy Accelerated induction IFX regimen
Kaplan Meier Survival curve
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(7 Neither high-dose (10 mg/kg) nor accelerated IFX induction has shown clear benefit over
standard dosing. More evidence is needed

ACG ... 2025 Dig Dis Sci. 2019 Feb;64(2):518-523
October 24-29, Phoenix, A7 Aliment Pharmacol Ther. 2019 Sep;50(6):675-683



PREDICT UC: Standard vs Intensified IFX
Induction
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(7 Potential higher response signal in high-risk subgroup: low albumin (<25 g/L) and high CRP (=50 mg/L)

ACG ... 2025
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CYSIF Trial: Cyclosporine vs Infliximab in
Steroid-Refractory ASUC

Clinical response at day 7 Colectomy-free survival

1.0 e
14 Ciclosporin .—
*, #— Inflximab
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E p=0:60
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— Infliximab HR 0.80 (95% (1 0-35-1-85)
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1 3 4 5 6 7 0 1|4 2|8 42 sls ,a'lu 84 qIB
MNumber of Day Time (days)
assessahle patients Number at risk
Clclosporin 58 S0 5 58 56 5H L1 &7 Ciclosporin -~ 58 55 53 49 48 48 48 43
Inflimah 57 56 C4 53 54 54 53 b Infliimab 57 54 51 47 47 47 46 42
P 0-01% 54 011 [EEhEL -5 Q08 16 015
* No significant difference in short-term response at day 7
* No difference in colectomy-free survival
ACG . .2025
Lancet 2012;380:1909-15

October 24-29, Phoenix, AZ



CYSIF Long-Term Outcomes (5-Year Follow-up)

* 1-year colectomy-free survival: 71% (CsA) vs

69% (IFX) ) o
* 5-year colectomy-free survival: 61% (CsA) vs "N .
65% (IFX) i 0 e T r.;-u-u.;};;
* No significant difference (P = 0.97) ' -
* & Costs
« ¥ Administration route L

* M@ Patient preference

ACG..2025
October 24-29, Phoenix, AZ Gut 2018; 67: 237-43



Two Roads to Rescue

Choosing Between Infliximab and Cyclosporine

R

=

Infliximab Cyclosporine
| ]
* One step rescue * Rapid onset

* Less intensive .
monitoring Low cost

:_—:— e Useful when anti-TNF fails
- or contraindicated

- -
=
P e == —

* Intensive monitoring
exposure . required
([ ]

Rapid clearance in high Drug-drug interaction
CRP/ low albumin  Difficult maintenance
High cost transition

Choice depends on prior therapy, patient comorbidities, cost, and institutional experience

ACG . .2025
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Tofacitinib in ASUC: Reducing Colectomy
Risk
Efficacy of Tofacitinib Induction in Biologic-Experienced ASUC Patients: A Retrospective Case-Control Study

Tofacitinib vs Controls Tofacitinib vs Controls

1.00 S
) 2
© o HR 0.11 (95% Cl, 0.02, 0.56, P = .008)
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S 0.90- 5 0.90
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Risk of Colectomy at 90 Days- Tofacitinib vs. control Risk of Colectomy at 90 Days According to Tofacitinib Dosing
(3 Rapid oral option in biologic-experienced steroid-refractory ASUC
ACG...2025

October 24-29, Phoenix, A7 Clin Gastroenterol Hepatol. 2021 Oct;19(10):2112-2120



TACOS RCT: Tofacitinib as Rescue Therapy in
ASUC

Effectiveness of Tofacitinib in Acute Severe Ulcerative Colitis: Results from the TACOS Randomized Controlled Trial
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(3 Tofacitinib led to faster response, less need for rescue therapy, and reduced colectomy
rates at 3 months

ACG..2025
October 24-29, Phoenix, A7 Am J Gastroenterol. 2024 Jan 22



Upadacitinib in ASUC

Bowel wall thickness by intestinal ultrasound Faecal calprotectin
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Outcomes of interest after 8 weeks of Upadacitinib 45 mg daily in ASUC

ACG .- 2025
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Tofacitinib vs. Upadacitinib As Rescue Therapy

Day 3-7 Day 3-7 Day 98 Response Day 98 Remission Day 182 Day 182
Response Remission Response Remission

M Tofacitinib ™ Upadacitinib

ACG .. 2025
October 24-29, Phoenin, A7 Clin Gastroenterol Hepatol. 2025 Jul 26:51542-3565(25)00639-1



Proposed Treat-to-Target Algorithm in ASUC

Phase

Admission (Day 0)

Goal/Target

Confirm diagnosis, rule out
infection

Monitoring Tool

Stool C. difficile, flexible
sigmoidoscopy

Action

Start IV steroids (e.g.,
methylprednisolone 60 mg/day)

Oxford criteria: stool frequency +

o/ Response: Continue IV
steroidsX No response: Initiate

therapy

Day 3 SRR GllIEEl PO CRP rescue therapy (Infliximab or
Cyclosporine)
</ Response: Transition to
Reassess response to rescue .. maintenance biologicX No
Day 5-7 Clinical + CRP

response: Surgery consult
(colectomy)

Week 8-12 (Post-discharge)

Achieve clinical remission

PROs (e.g., SCCAI), CRP,
calprotectin

Optimize/continue biologic;
escalate if needed

Month 3-6

Mucosal healing (Mayo 0-1)

Sigmoidoscopy/colonoscopy

Continue T2T monitoring & de-
escalate steroids completely

Ongoing

Durable steroid-free remission,
Qol, no flares

PROs, biomarkers, endoscopy as
needed

Adjust therapy as per STRIDE-II
(step up/down)

ACG . .2025
October 24-29, Phoenix, AZ




Addressing Challenges in ASUC Management

——

Early Recognition |~ < post Post Discharge

and Referral k i
o biAnE puentes M.
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Q ‘%‘i Apuente stabl o n
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& {0 @iDOTest
Diagnostic tools ReplyInG riant
: CAR My counttys the most impo . Transition of care
in N ASUC N last &M ~ Discharge
HLA- DRRB1 t ibutor 1o ticies... & - .

contl Lealth poliClE=- instructions

ASUC Protocol overment

Rapid Response the New B \iews Support groups

o5 P - 27 Jul 25 19 VIET

Team .
support
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Conclusion: 5 pillars of ASUC care

3. 4. 5.

Nutrition Multidisciplinary
Managing Support Approach
Complications

ACG ... 2025
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