
Background

Objective

Ulcerative colitis (UC)-related hospitalizations 
or surgeries, changes in medications or dose 
escalation, and disease-related complications 
are indicators of disease progression in  
UC that are associated with poor long- 
term prognosis

Guselkumab (GUS) is a dual-acting interleukin 
(IL)-23p19 subunit inhibitor that potently 
neutralizes IL-23 by binding to CD64 (a 
receptor on cells that produce IL-23) and has 
demonstrated efficacy and safety for the 
treatment of UC

We present a post hoc analysis of time 
to first indication of disease progression 
over approximately 3 years in the phase 3 
QUASAR maintenance study and long-term 
extension (LTE) study
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Key Takeaways
This post hoc analysis of the QUASAR 
study showed that both GUS maintenance 
doses delayed disease progression, 
suggesting potential disease modification 
in patients with moderately to severely 
active UC through approximately 3 years of 
maintenance treatment

The data further suggest that among 
patients receiving GUS maintenance, 
disease progression occurred later in 
patients who had achieved rectal bleeding 
resolution, endoscopic improvement, or 
histologic remission after GUS induction
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Disease Characteristics at Maintenance Baseline

PBO SC 
N=190

GUS 
100 mg SC  

q8w​ 
N=188

GUS 
200 mg SC 

q4w 
N=190​

Clinical remission,a n (%) 59 (31.1) 66  (35.1) 69 (36.3)

Endoscopic improvement,b n (%) 68 (35.8) 75 (39.9) 79 (41.6)

Endoscopic remission,c n (%) 39 (20.5) 41 (21.8) 47 (24.7)

Modified Mayo score (0-9), mean (SD) 2.5 (1.6) 2.6 (1.5) 2.5 (1.5)

C-reactive protein, median in mg/L (IQR) 1.5 (0.6; 4.0) 1.4 (0.4; 4.0) 1.4 (0.6; 3.4)

Fecal calprotectin (mg/kg),  
median in mg/kg (IQR)

306.5  
(82.5; 1077.0)d

308.0  
(71.0; 1310.0)e

281.0  
(89.0; 1233.0)f

aClinical remission was defined as a Mayo stool frequency subscore of 0 or 1 and not increased from baseline, a Mayo RBS of 0, and a Mayo endoscopy subscore of 0 or 1 with no friability; bEndoscopic 
improvement was defined as a Mayo endoscopy subscore of 0 or 1 with no friability; cEndoscopic remission was defined as a Mayo endoscopy subscore of 0; dN=188; eN=185; fN=187. IQR=interquartile range; 
SD=standard deviation.

Methods QUASAR Study Design Statistical Analysis

Results

	● QUASAR assessed intravenous (IV) GUS 
induction (200 mg or 400 mg every  
4 weeks [q4w]) and subcutaneous (SC) 
maintenance therapy (100 mg q8w or  
200 mg q4w)

	● At induction baseline, patients had a 
modified Mayo (mMayo) score of 5–9, 
a rectal bleeding score (RBS) ≥1, and an 
endoscopy subscore of 2 or 3

	● Patients in clinical response (≥30% and 
≥2-point decrease in mMayo, with a 
≥1-point decrease in RBS or RBS of 0 
or 1) 12 weeks after GUS IV induction 
could enter the maintenance study where 
they were randomly assigned (1:1:1) to SC 
maintenance (M) therapy with GUS 100 mg 
q8w, GUS 200 mg q4w, or placebo (PBO)

	● Patients receiving GUS 100 mg q8w or 
PBO who lost clinical response between 
Week M-8 and M-32 received blinded dose 
adjustment to GUS 200 mg q4w

	● Patients who completed 44 weeks in 
maintenance and were benefiting from 
therapy could enter the LTE
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Guselkumab 100 mg SC q8w

Guselkumab 200 mg SC q4w

Guselkumab 100 mg SC q8w

QUASAR Induction QUASAR Maintenanceb QUASAR LTEc

Long-Term
 Extension

12 weeks of induction

96 weeks in the LTE LTE study
ongoing up to

4 years

Analysis reported here
(140 weeks of maintenance dose) 

1640 20 24128 32 36 40 4428

Blinded GUS Dose Adjustment
Between Week M-8 and M-32a

44 weeks of maintenance

aRandomized patients meeting loss of clinical response criteria (based on the mMayo score and required an endoscopic assessment) were eligible for a blinded dose adjustment as follows:  
PBO SC → GUS 200 mg SC q4w; GUS 100 mg SC q8w → GUS 200 mg SC q4w; GUS 200 mg SC q4w → GUS 200 mg SC q4w (sham adjustment). bPatients who completed the safety and efficacy 
evaluations (including the required endoscopy procedure) at maintenance Week M-44 and who may benefit from continued study intervention, in the opinion of the investigator, had the opportunity to 
participate in the LTE. cThe study blinding was maintained during the LTE until the last patient in the maintenance study completed the M-44 visit. After the maintenance study was unblinded, patients 
had their study visits scheduled to coincide with their dose regimen (either q4w or q8w) and patients receiving PBO were terminated from study participation.​

Statistical Considerations
	● Statistical analyses were conducted for time to first indication of disease progression from Week M-0 through Week M-140
	● Indicators of disease progression included:

	– UC-related surgery or hospitalization
	– Prohibited change in UC medicationa

	– Discontinuation of study agent due to an adverse event (AE) of worsening UC or an AE of lack of efficacy
	– Dose adjustment from Week M-8 through Week M-32
	– AE of UC
	– Initiation of IV or intramuscular iron supplement therapy

	● Nominal P-values are based on log-rank test; Kaplan-Meier curves were created

Outcomes
	● Time to first indication of disease progression was compared for the following:

	– GUS 100 mg SC q8w or 200 mg SC q4w versus PBO
	– Among patients randomized to receive GUS (combined doses), patients who achieved versus those who did not achieve 

the following endpoints after GUS IV induction (Week M-0): 
•	 Mayo RBS of 0
•	 Endoscopic improvement, defined as a Mayo endoscopy subscore of 0 or 1 with no friability
•	 Histologic remission, defined as absence of neutrophils from the mucosa (both lamina propria and epithelium); no crypt 

destruction; and no erosions, ulcerations, or granulation tissue according to the Geboes grading system 
aInitiation or increase in 5-ASA compounds, immunomodulators (ie, 6-MP, MTX), and/or corticosteroids (oral, rectal, and/or parenteral); switch from one 5-ASA compound to another 5-ASA compound; any switch between 
oral corticosteroids (budesonide, beclomethasone, and prednisone); or any switch between oral AZA/6-MP and MTX. 5-ASA=5-aminosalicylic acid; 6-MP=6-mercaptopurine; AZA=azathioprine; MTX=methotrexate.

Time to first indication of disease progression in each GUS maintenance treatment group was longer than in the 
PBO group and appeared similar for both GUS doses
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188Guselkumab 100 mg SC q8w 159 146 133 126 116 83
190Guselkumab 200 mg SC q4w 151 140 124 116 105 83

Placebo SC Guselkumab 100 mg SC q8w Guselkumab 200 mg SC q4w

Nominal P-values are based on stratified log-rank test, adjusting for clinical remission status at Week M-0 (yes versus no) and induction treatment (guselkumab 400 mg IV, guselkumab 200 mg IV, placebo IV crossover to guselkumab 200 mg IV).

Among GUS-treated patients, those who achieved endoscopic improvement after GUS induction had longer times 
to first indication of disease progression than those who did not

Endoscopic improvement: a Mayo endoscopy subscore of 0 or 1 with no friability

Weeks

Endoscopic improvement No endoscopic improvement

Endoscopic improvement
Patients at risk

154 141 132 120 112 103 81
224No endoscopic improvement 180 166 147 137 124 87
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Nominal P-values are based on log-rank test.

Among GUS-treated patients, those who achieved rectal bleeding scores of 0 after GUS induction had longer times 
to first indication of disease progression than those who did not
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Rectal bleeding score =0 Rectal bleeding score >0

Rectal bleeding score =0
Patients at risk

335 289 270 243 227 208 156
43Rectal bleeding score >0 32 28 24 22 19 12

Nominal P-values are based on log-rank test.

Among GUS-treated patients, those who achieved histologic remission after GUS induction had longer times to first 
indication of disease progression than those who did not

Weeks

Histologic remission: absence of neutrophils from the mucosa (both lamina propria and epithelium); no crypt destruction;
and no erosions, ulcerations, or granulation tissue according to the Geboes grading system

Histologic remission
Patients at risk

205 180 172 155 144 131 97
169No histologic remission 137 122 108 101 93 69
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Nominal P-values are based on log-rank test.

Scan the QR code. 
The QR code is intended to provide scientific 
information for individual reference, and 
the information should not be altered or 
reproduced in any way.
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