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Key Takeaways

In moderate-to-severe CD, GUS 400mg SC 
demonstrated superior efficacy in achieving 
clinical response and remission over all non-
guselkumab comparators for induction, followed 
by GUS 200mg IV. 

Results were consistent in mixed, biologic 
treatment failure, and conventional treatment 
failure populations. 

The robust efficacy profile of guselkumab will 
allow flexibility with the choice of route of 
administration. 

Background

Subcutaneous (SC) delivery of biologic agents has become increasingly available 
as an alternative to intravenous (IV) administration across many disease areas, 
and a patient’s individual preference with respect to route of administration is an 
important factor in treatment selection.1

Approved IL-23p19 subunit inhibitors, the latest class of treatment for Crohn’s 
disease (CD), require IV induction. Guselkumab (GUS), newly approved for adults 
with CD, is the first and only IL-23 inhibitor with fully SC and IV induction 
treatment regimen offerings. Robust induction efficacy was reported in the 
GRAVITI (SC) and GALAXI  (IV) phase III randomized controlled trials (RCTs).2,3

To evaluate the comparative 
induction efficacy of GUS 400mg SC, 
GUS 200mg IV and other available 
comparators, among CD patients 
(mixed and subpopulations including 
those with inadequate response or 
intolerance to biologic therapy). 

Objectives Methods
• RCTs evaluating relevant therapies for induction treatment (4 to 12 weeks) were identified through a systematic literature review.

• Clinical heterogeneity led to exclusion of four trials from the base case (but were included in sensitivity analyses): T-16 (small phase II study,
1997), SEQUENCE (open-label design), SONIC (only one relevant treatment arm), and NCT03234907 (Chinese population only).

• Analyses were conducted in 3 populations: mixed (with varied prior inadequate treatment response), biologic (bio) failure, and
conventional (conv) failure populations.

• Low to moderate heterogeneity5 (I2 between 25% and 75%) was shown for some comparisons, with effect estimates remaining consistent;
all trials were therefore included in the analyses.

• Given the sparse network geometry, a Bayesian fixed-effect network meta-analysis (NMA) was conducted. Baseline-risk adjustment was
applied to account for heterogeneity in placebo arm remission and response rates.6

• Efficacy outcomes included clinical response (≥100-point CDAI reduction or CDAI <150) and clinical remission (CDAI <150) at the end of
induction. For ordinal analysis, outcomes were mutually exclusive (non-responder, response without remission, remission) and analyzed
using an inverse logit model.4
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Results
Clinical response and remission in mixed population

• 14 trials reported induction outcomes in mixed populations and were included in the

analysis. Clinical response and remission networks were identical (Figure 1), with the

exception of mirikizumab (MIRI), as VIVID-1 did not report clinical response.

• In the mixed population, GUS 400mg SC was more effective than all other

comparators in achieving clinical response and remission followed by GUS 200mg IV 

(Table 1). GUS 400mg SC was superior to UST 6mg/kg, risankizumab (RIS) 600mg IV, 

upadacitinib (UPA) 45mg oral, natalizumab (NAT) 300mg IV, vedolizumab (VDZ) 300mg 

IV, MIRI 900mg IV for both outcomes.

• GUS 400mg SC and GUS 200mg IV consistently ranked first and second based on

surface under the cumulative ranking curve (SUCRA) over comparators in both clinical

response and clinical remission (Figure 2).

Clinical response and remission in conv-failure population

Discussion
• GUS 400mg SC demonstrated superior efficacy (clinical

response & remission) versus all other advanced

therapies.

• Statistical heterogeneity was observed in some

comparisons; however, effect estimates were

consistent in direction, limiting potential bias and

supporting the robustness of the results.

• The findings underscore GUS’s robust efficacy profile in

both SC and IV treatment regimens relative to other

treatment alternatives, hereby allowing flexibility with

the choice of route of administration for patients and

providers.

• Sensitivity analyses were conducted in the three different

populations: NCT03234907 (VDZ 300mg IV vs PBO in

mixed population), SEQUENCE (RIS 600mg vs UST 6mg/kg

in bio-failure population), SONIC (IFX 5mg vs AZA 2.5mg +

IFX 5mg), and T-16 (IFX 5mg vs PBO).

• Sensitivity results were consistent in mixed and bio-

failure patients, with GUS 400mg SC and GUS 200mg IV

remaining the top-ranked treatments. In the conv-failure

population, AZA 2.5mg + IFX 5mg ranked first. However,

this was driven by the T-16 phase II trial (1997), which

applied a less stringent definition of response (≥70-point

reduction in CDAI score).

Sensitivity analysesClinical response and remission in bio-failure population

• 14 trials reported induction outcomes

in the bio-failure population and were

included in the analysis. Clinical

response and remission networks

were identical (Figure 3).

• 17 trials reported induction outcomes

in the conv-failure population and

were included in the analysis. Clinical

response and remission networks

were identical (Figure 4).

Therapy
Clinical Response Clinical Remission

OR 95% CrI SUCRA Ranking OR 95% CrI SUCRA Ranking

GUS 400mg SC -- -- 0.94 1st -- -- 0.98 1st 

GUS 200mg IV 1.39 [0.85, 2.17] 0.84 2nd 1.39 [0.86, 2.21] 0.85 2nd 

UST 6mg/kg IV 1.98 [1.19, 3.02] 0.65 3rd 1.74 [1.04, 2.64] 0.64 4th

RIS 600mg IV 2.10 [1.32, 3.45] 0.59 4th 1.70 [1.04, 2.83] 0.66 3rd

UPA 45mg Oral 2.35 [1.51, 3.66] 0.50 5th 1.84 [1.20, 3.01] 0.58 5th

CERT 400mg SC 2.63 [0.87, 7.14] 0.46 6th 2.09 [0.66, 6.11] 0.51 6th

NAT 300mg IV 3.19 [2.01, 5.86] 0.30 7th 2.92 [1.87, 5.29] 0.24 8th

VDZ 300mg IV 3.83 [2.16, 6.06] 0.23 8th 3.71 [1.70, 6.34] 0.18 9th

MIRI 900mg IV N/A N/A N/A N/A 2.41 [1.52, 4.05] 0.36 7th

PBO 6.19 [3.99, 9.08] 0.06 9th 5.29 [3.38, 7.69] 0.01 10th 
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Therapy
Clinical Response Clinical Remission

OR 95% CrI SUCRA Ranking OR 95% CrI SUCRA Ranking

GUS 400mg SC -- -- 1.00 1st -- -- 1.00 1st 

GUS 200mg IV 2.06 [1.07, 3.95] 0.86 2nd 1.96 [1.05, 4.07] 0.84 2nd 

RIS 600mg IV 2.67 [1.51, 5.14] 0.70 3rd 2.54 [1.40, 5.26] 0.64 4th

UPA 45mg Oral 3.04 [1.67, 5.67] 0.60 4th 2.51 [1.37, 4.91] 0.66 3rd

NAT 300mg IV 3.41 [1.83, 7.13] 0.49 5th 3.65 [1.80, 8.01] 0.36 5th

UST 6mg/kg IV 3.62 [1.93, 6.77] 0.45 6th 3.27 [1.67, 6.18] 0.44 6th

ADA 160/80mg SC 5.18 [2.57, 10.69] 0.23 7th 3.53 [1.32, 7.61] 0.44 7th

VDZ 300mg IV 6.01 [3.09, 11.58] 0.16 8th 7.40 [3.22, 15.2] 0.11 8th

PBO 9.87 [5.62, 17.61] 0 9th 8.82 [4.80, 15.82] 0.03 9th

• In the bio-failure population, GUS 400mg SC was superior to all other comparators in

achieving clinical response and remission followed by GUS 200mg IV (Table 2). GUS 400mg

SC and GUS 200mg IV consistently ranked first and second per SUCRA over comparators in

both outcomes.

Therapy
Clinical Response Clinical Remission

OR 95% CI SUCRA Ranking OR 95% CI SUCRA Ranking

GUS 200mg IV 1.04 [0.56, 1.85] 0.87 1st 1.08 [0.59, 1.91] 0.76 4th

GUS 400mg SC - - 0.87 2nd - - 0.81 1st

UST 6mg/kg IV 1.12 [0.62, 1.91] 0.81 3rd 1.06 [0.58, 1.83] 0.78 2nd 

ADA 160/80mg SC 1.17 [0.61, 2.09] 0.77 4th 1.06 [0.53, 1.89] 0.78 3rd

RIS 600mg IV 1.50 [0.79, 3.04] 0.60 5th 1.11 [0.55, 2.13] 0.74 5th

IFX 5mg IV 1.63 [0.88, 3.39] 0.55 6th 2.00 [1.09, 3.82] 0.33 8th

UPA 45mg Oral 2.31 [1.27, 4.58] 0.35 7th 1.37 [0.75, 2.89] 0.57 6th

NAT 300mg IV 2.60 [1.45, 5.55] 0.27 8th 2.26 [1.26, 4.34] 0.25 9th 

VDZ 300mg IV 2.93 [1.44, 5.51] 0.23 9th 2.09 [0.85, 4.20] 0.33 7th

CERT 400mg SC 3.24 [1.81, 5.49] 0.17 10th 2.84 [1.58, 4.85] 0.14 10th 

PBO 4.23 [2.53, 6.91] 0.01 11th 3.96 [2.27, 6.35] 0 11th 
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• In the conv-failure population, GUS 400mg SC was more effective over all other

comparators in achieving clinical response, except for GUS 200mg IV. For clinical remission,

GUS 400mg SC ranked highest among all treatments (Table 3).

Figure 1: Mixed population network of evidence

Figure 2: Clinical response and remission SUCRA Table 1: Clinical response and remission OR [95% CrI], SUCRA, and ranking in mixed population

Figure 3: Bio-failure population network of evidence Figure 4: Conv-failure population network of evidence

Table 2: Clinical response and remission OR [95% CrI], SUCRA, and ranking in bio-failure population Table 3: Clinical response and remission OR [95% CrI], SUCRA, and ranking in conv-failure population

Note: MIRI was not displayed as only remission data was available
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