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Background and Objective

Perianal fistulizing Crohn’s disease is a difficult-to-treat phenotype of Crohn’s 

disease that impairs patients’ quality of life1 

Here we present the efficacy and safety of guselkumab through Week 48 

from in the FUZION study 

1. Hanna LN. Clin Gastroenterol Hepatol. 2025;23(6):914-926. 2. Sachen KL. Front Immunol. 2025;16:1532852. 3. Janssen Biotech, Inc. TREMFYA® (guselkumab) injection, for subcutaneous or
intravenous use. Revised 9/2025 (prescribing information). https://www.jnjlabels.com/package-insert/product-monograph/prescribing-information/TREMFYA-pi.pdf. 4. Peyrin-Biroulet. DDW. 2026.

In the Phase 3, randomized, double-blind, placebo-controlled FUZION study, 

guselkumab showed significant benefit versus placebo at Week 24 in patients with 

perianal fistulizing Crohn’s disease, with no new safety signals4

Guselkumab:

• Fully human, dual-acting monoclonal antibody that selectively inhibits 

interleukin (IL)-23 by targeting its p19 subunit and binds to CD64, a receptor 

on immune cells that produce IL-232

• Approved for adults with moderately-to-severely active Crohn's disease3
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FUZION – Treat-through, Double-Blind Study Design

4

Key inclusion criteria:
• ≥18 years of age
• ≥1 active draining perianal fistula confirmed by blinded central MRI
• CDAI score <350
• Inadequate response to oral corticosteroids, immunomodulators (azathioprine, 6-

mercaptopurine, methotrexate), antibiotics, or ≤2 advanced-therapy classes (anti-
TNF, vedolizumab, JAK inhibitors, excluding prior anti-IL-12/IL-23 inhibitorsb)

aIncluded 3 doses Q4W from W24 to W32. bParticipants who were exposed to ustekinumab at its approved labeled dosage AND met the required washout criterion (16 weeks) AND had not demonstrated 
inadequate response or intolerance to ustekinumab AND received one IV induction dose of ~6 mg/kg and one SC maintenance dose of 90 mg. CDAI=Crohn’s disease activity index, GUS=guselkumab, 
IL=interleukin, IV=intravenous, JAK=janus kinase, MRI=magnetic resonance imaging, PE=primary endpoint, q4w=every 4 weeks, q8w=every 8 weeks, R=randomization, SC=subcutaneous, TNF=tumor 
necrosis factor.

Randomization 
stratified by baseline:​

• MRI confirmed Proctitis 

(Y/N), ​
• Bionaive status (Y/N)​ 

Fistula-related surgery 
and the use of 

antibiotics were 

allowed, as per local 
practice, during 

screening

Screening

0 4 8 1612 20 24 28 32 36 4440 48 96

R

2:2:1

GUS 100 mg SC q8wGUS 200 mg IV q4w induction

GUS 200 mg IV q4w induction GUS 200 mg SC q4w

Placebo IV q4w

Corticosteroid Tapering

Placebo SC q4w

NR (58%; N=67) Sham dose escalation GUS 200 mg SC q4w

High dose escalation GUS 200 mg SC q4wNR (49%; N=55)

GUS 400 mg SC q4w inductiona → GUS 200 mg SC q4wNR (69%; N=40)

N=286

N=115

N=113

N=58

MRI MRI

Primary Endpoint

MRI MRI

SETON removal

Week

-6

Current analysis

Non-responders (NR; 57%):
• NR defined as <50% reduction from baseline in 

the number of open or draining fistulas at Week 24
• NRs across all treatment arms received one 

blinded dose escalation adjustment
• Responders continued with the same treatment 

and dose regimen through Week 48
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Endpoints

Week 24: 

• Clinically assessed fistula remission

• Clinically assessed fistula response 

Multiplicity-Controlled 

Secondary Endpoints*Primary Endpoint*

Week 24: Combined fistula remissiona 

(clinically and radiologically assessed)

Week 12: clinically assessed fistula response

Week 48: 

• Combined fistula remission

• Clinically assessed fistula remission

• Clinically assessed fistula response 

Other Secondary Endpoints

*In the statistical testing procedure, guselkumab 200 mg q4w dose then the 100 mg q8w dose were sequentially tested versus placebo for the primary endpoint 

then for the multiplicity-controlled secondary endpoints.

Assessment Type Outcome Definition

Clinical

Clinically assessed fistula 

remission

100% closure of all external openings, without development of new fistulas or 

abscesses and without any drainage by the external openings, occurring 

spontaneously or after gentle finger compression

Clinically assessed fistula 

response

≥50% reduction from baseline in number of open or draining perianal fistulas

Radiological
Absence of collections 

>2cm

Absence of collections >2 cm of the perianal fistulas, confirmed by a blinded central 

review of the MRI results

5aCombined fistula remission definition was previously used in Panés, J. Lancet. 2016: 388: 1281-90. MRI=Magnetic Resonance Imaging, q4w=every 4 weeks, q8w=every 8 weeks.This
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6

Demographics and Baseline Disease Characteristics

Data shown are mean (SD) unless otherwise noted. aN=108, bN=221. cN=56. dFistula complexity was determined by MRI using MAGNIFI-CD “number of fistula tracts” (single/unbranched or complex).  
CDAI=Crohn’s disease activity index, GUS=guselkumab, IQ=interquartile range, q4w=every 4 weeks, q8w=every 8 weeks, SC=subcutaneous, SD=standard deviation. 

Baseline Characteristics GUS 100 mg SC q8w

(N=113)

GUS 200 mg SC q4w

(N=115)

GUS Combined

(N=228)

Placebo

(N=58)

Age, yrs 36.2 (12.7) 36.0 (13.0) 36.1 (12.8) 38.0 (12.9)

Male, n (%) 79 (70%) 85 (74%) 164 (72%) 41 (71%)

Crohn’s disease duration, median (IQ), yrs 5.6 (1.9; 15.6) 6.8 (2.1; 15.9) 6.1 (1.9; 15.8) 7.8 (3.4; 17.6)

CDAI score 154.6 (97.6) 143.2 (84.6)a 149.0 (91.4)b 147.6 (104.3)c

> 220, n (%) 25 (22%) 23 (21%) 48 (22%) 10 (18%)

≤ 220, n (%) 88 (78%) 85 (79%) 173 (78%) 46 (82%)

Participants with open or draining fistula, n (%)

1 fistula 73 (65%) 60 (52%) 133 (58%) 33 (57%)

≥2 fistulas 40 (35%) 55 (48%) 95 (42%) 25 (43%)

Participants with complex fistulad, n (%) 52 (46%) 64 (56%) 116 (51%) 30 (52%)

Previous biologic exposure, n (%)

Bio-naive​ 43 (38%) 38 (33%) 81 (36%) 16 (28%)

Bio-exposed​ 70 (62%)​ 77 (67%)​ 147 (64%) 42 (72%)​

Proctitis, n (%) 31 (27%) 37 (32%) 68 (30%) 16 (28%)

Seton present, n (%)​ 23 (20%) 21 (18%) 44 (19%) 10 (17%)

Fistula-related surgery during screening, n (%) 17 (15%) 18 (16%) 35 (15%) 7 (12%)

Patients with collections >2 cm, n (%) 0 4 (3%) 4 (2%) 2 (3%)
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7

GUS 100 mg SC q8w

(N=113)

GUS 200 mg SC q4w

(N=115)

GUS Combined

(N=228)

Placebo

(N=58)

Prior exposure to Crohn’s disease medication, n (%) 70 (62%) 77 (67%) 147 (64%) 42 (72%)

Infliximab 52 (46%) 58 (50%) 110 (48%) 32 (55%)

Adalimumab 38 (34%) 42 (37%) 80 (35%) 23 (40%)

Certolizumab 1 (1%) 2 (2%) 3 (1%) 1 (2%)

Vedolizumab 8 (7%) 6 (5%) 14 (6%) 3 (5%)

Ustekinumaba 4 (4%) 3 (3%) 7 (3%) 5 (9%)

Only 1 anti-TNF agent 43 (38%) 51 (44%) 94 (41%) 27 (47%)

≥2 anti-TNF agents 24 (21%) 25 (22%) 49 (21%) 14 (24%)

Only 1 mechanism of action 62 (55%) 69 (60%) 131 (57%) 35 (60%)

Concomitant Crohn’s disease medications, n (%)

5-ASA​ 27 (24%) 27 (23%) 54 (24%) 19 (33%)

Corticosteroids​ 10 (9%) 9 (8%) 19 (8%) 3 (5%)

Immunosuppressants (AZA, 6-MP, MTX)​ 34 (30%) 35 (30%) 69 (30%) 16 (28%)

Prior and Concomitant Medications for Crohn’s Disease

aParticipants who were exposed to ustekinumab at its approved labeled dosage AND met the required washout criterion (16 weeks) AND had not demonstrated inadequate response or intolerance to 
ustekinumab AND received one IV induction dose of ~6 mg/kg and one SC maintenance dose of 90 mg. ASA=aminosalicylates, AZA=azathioprine, GUS=guselkumab, MP=mercaptopurine, 

MTX=methotrexate, q4w=every 4 weeks, q8w=every 8 weeks, SC=subcutaneous, TNF=tumor necrosis factor.This
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8

Discontinuation of Study Agent Before Week 48

aExcludes data from Week 24 to Week 48 of participants who were dose adjusted to GUS 200 mg q4w at Week 24. AE=adverse events, GUS=guselkumab, q4w=every 4 weeks, q8w=every 8 weeks, 
SC=subcutaneous.

GUS 100 mg SC q8w

(N=113)a

GUS 200 mg SC q4w

(N=115)a

GUS Combined

(N=228)a

Placebo

(N=58)a

Completed 48 weeks of treatment, n (%) 97 (86%) 109 (95%) 206 (90%) 49 (84%)

Discontinued study treatment, n (%) 16 (14%) 6 (5%) 22 (10%) 9 (16%)

Reason for discontinuing study treatment, n (%)

Discontinued due to AE 10 (9%) 5 (4%) 15 (7%) 5 (9%)

Adverse event - Other 5 (4%) 4 (3%) 9 (4%) 1 (2%)

Adverse event - Worsening of Crohn's disease 5 (4%) 1 (1%) 6 (3%) 4 (7%)

Death 0 0 0 0

Lack of efficacy 1 (1%) 0 1 (<1%) 1 (2%)

Lost to follow-up 1 (1%) 0 1 (<1%) 0

Physician Decision 1 (1%) 0 1 (<1%) 0

Protocol deviation 0 0 0 0

Pregnancy 0 0 0 0

Subject refused further study treatment 0 0 0 1 (2%)

Withdrawal of consent 3 (3%) 0 3 (1%) 0

Prohibited Crohn's Disease related surgery 0 0 0 0

Other 0 1 (1%) 1 (<1%) 2 (3%)
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9

Combined Fistula Remission Through Week 24
Primary endpoint

p-values are multiplicity-controlled, except for GUS combined (nominal).

After applying the intercurrent event strategy in the statistical analysis, missing data were imputed as not having achieved binary endpoints. aGUS combined included both maintenance doses from 
Week 12 through Week 24. GUS=guselkumab, IV=intravenous, NR=non-responders, q4w=every 4 weeks, q8w=every 8 weeks, R=responders, SC=subcutaneous.

Combined Fistula Remission: 100% closure of all external openings, without development of new fistulas or abscesses and without any drainage by the 
external openings, occurring spontaneously or after gentle finger compression AND absence of collections >2 cm of the perianal fistulas, confirmed by a 
blinded central review of the MRI results
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Placebo

N = 58

GUS 100 mg SC q8w

N = 113

GUS 200 mg SC q4w

N = 115

GUS Combineda

N = 228

Week 24

∆(95% CI): 18.0 (7.0, 29.0)

p=0.007

∆(95% CI): 16.6 (5.6, 27.6)

p=0.013

∆(95% CI): 17.3 (7.8, 26.7)

p=0.006
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10

Combined Fistula Remission Through Week 48
Primary and secondary endpoints

p-values are multiplicity-controlled, except for GUS combined (nominal).

After applying the intercurrent event strategy in the statistical analysis, missing data were imputed as not having achieved binary endpoints. aGUS combined included both maintenance doses from 
Week 12 through Week 24 or Week 48, as applicable. bNR placebo participants received GUS after Week 24, thus no more placebo arm after Week 24. GUS=guselkumab, IV=intravenous, NR=non-
responders, q4w=every 4 weeks, q8w=every 8 weeks, R=responders, SC=subcutaneous.

Combined Fistula Remission: 100% closure of all external openings, without development of new fistulas or abscesses and without any drainage by the 
external openings, occurring spontaneously or after gentle finger compression AND absence of collections >2 cm of the perianal fistulas, confirmed by a 
blinded central review of the MRI results
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N = 113
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N = 228
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p=0.007
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11

Clinically Assessed Fistula Remission
Secondary endpoints

After applying the intercurrent event strategy in the statistical analysis, missing data were imputed as not having achieved binary endpoints. aGUS 200 mg IV induction at W0/4/8. bAt Week 48, GUS 100 
mg SC q8w group includes participants on 100 mg SC q8w (R), and those (NRs) with dose adjusted to 200 mg SC q4w at W24. cGUS combined included both maintenance dose arms from Week 12 
through Week 48. dNR placebo participants received blinded GUS dose adjustment after Week 24, thus, there is no more placebo arm after Week 24. GUS=guselkumab, IV=intravenous, NR=non-
responders, q4w=every 4 weeks, q8w=every 8 weeks, R=responders, SC=subcutaneous.

p-values are multiplicity-controlled, except for GUS combined (nominal).

Clinically Assessed Fistula Remission: 100% closure of all external openings, without development of new fistulas or abscesses and without any 
drainage by the external openings, occurring spontaneously or after gentle finger compression
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GUS Inductiona 
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Participants in GUS groups who met the criteria for dose adjustment at 
Week 24 are included in their randomized treatment group.
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12

Clinically Assessed Fistula Response
Secondary endpoints

p-values are multiplicity-controlled, except for GUS combined (nominal); *Nominal p<0.05 vs placebo.

GUS Combinedc 
(N=228)

GUS 100 mg SC q8wb 
(N=113)

GUS 200 mg SC q4w 
(N=115)

Placebod 
(N=58)

GUS Inductiona 
(N=228)
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*

100

Clinically Assessed Fistula Response: ≥50% reduction from baseline in number of open or draining perianal fistulas

After applying the intercurrent event strategy in the statistical analysis, missing data were imputed as not having achieved binary endpoints. aGUS 200 mg IV induction at W0/4/8. bAt Week 48, GUS 100 
mg SC q8w group includes participants on 100 mg SC q8w (R), and those (NRs) with dose adjusted to 200 mg SC q4w at W24. cGUS combined included both maintenance dose arms from Week 12 
through Week 48. dNR placebo participants received blinded GUS dose adjustment after Week 24, thus, there is no more placebo arm after Week 24. GUS=guselkumab, IV=intravenous, NR=non-
responders, q4w=every 4 weeks, q8w=every 8 weeks, R=responders, SC=subcutaneous.

Participants in GUS groups who met the criteria for dose adjustment at 
Week 24 are included in their randomized treatment group.
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13

GUS 100 mg SC 
q8wa 

(N=113)

GUS 200 mg SC 
q4wa

(N=115)

GUS Combineda

(N=228)
All GUSb

(N=268)
Placeboa

(N=58)

Mean duration of follow-up (weeks) 33.6 33.6 33.6 42.8 28.7

Mean exposure (number of study agent 
administrations)

8.4 8.5 8.4 11.3 6.9

Subjects with ≥1 Adverse events 80 (71%) 88 (77%) 168 (74%) 216 (81%) 48 (83%)

Subjects with ≥1 Serious adverse events 18 (16%) 9 (8%) 27 (12%) 34 (13%) 8 (14%)

Subjects with ≥1 Adverse events leading to study 
agent discontinuation

8 (7%) 5 (4%) 13 (6%) 16 (6%) 5 (9%)

Subjects with ≥1 Infection 52 (46%) 41 (36%) 93 (41%) 126 (47%) 28 (48%)

Subjects with ≥1 Anal abscess 13 (12%) 6 (5%) 19 (8%) 26 (10%) 3 (5%)

Subjects with ≥1 Serious infection 13 (12%) 2 (2%) 15 (7%) 17 (6%) 2 (3%)

Subjects with ≥1 Serious gastrointestinal disorders 5 (4%) 3 (3%) 8 (4%) 10 (4%) 4 (7%)

Adverse Events Through Week 48

Data shown are n (%) unless otherwise noted. aExcludes data from Week 24 to Week 48 of participants who were dose adjusted to GUS 200 mg q4w at Week 24. bIncludes data for participants who 
received at least one dose of GUS, covering the period from their first GUS dose through Week 48. GUS=guselkumab, NMSC=non-melanoma skin cancer, q4w=every 4 weeks, q8w=every 8 weeks, 
SC=subcutaneous. 

• GUS was well tolerated through Week 48, with overall adverse event rates similar to placebo with both doses
• Two participants with malignancies (plasmablastic lymphoma and NMSC) were reported in the GUS 200 mg group, which were 

assessed as unrelated to study intervention by investigator 
• No reported cases of additional AEs of interest (anaphylactic reactions, opportunistic infections, major adverse cardiovascular 

events, venous thromboembolisms, active tuberculosis, or clinically important hepatic disorders)
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Key Takeaways 

FUZION is the first large international Phase 3 study dedicated to perianal 

fistulizing Crohn’s disease in more than two decades that showed efficacy of 

an advanced therapy

GUS was well tolerated through Week 48, with no new safety signals identified

GUS showed superior efficacy to placebo at Week 24

GUS=guselkumab.

GUS demonstrated sustained efficacy through Week 48, supporting its 

continued use for durable fistula remission
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Maintenance of fistula remission and response through Week 48

Among participants randomized to GUS who achieved the respective endpoints at 

Week 24:

 70% maintained combined fistula remission through Week 48

 71% maintained clinically assessed fistula remission through Week 48

 76% maintained clinically assessed fistula response through Week 48

After applying the intercurrent event strategy in the statistical analysis, missing data were imputed as not having achieved binary endpoints. GUS=guselkumab.
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From Week 24 to Week 48a

GUS 100 mg SC q8w -> 
GUS 200 mg SC q4w

(N=55)

GUS 200 mg SC q4w -> 
GUS 200 mg SC q4w

(N=67)

Placebo -> GUS 200 mg 
SC q4w

(N=40)

Mean duration of follow-up (weeks) 23.9 23.4 23.1

Mean exposure (number of study agent administrations) 6.9 6.6 6.8

Subjects with ≥1 Adverse events 36 (65%) 44 (66%) 26 (65%)

Subjects with ≥1 Serious adverse events 4 (7%) 4 (6%) 1 (2%)

Subjects with ≥1 Adverse events leading to study agent 
discontinuation

1 (2%) 1 (1%) 1 (2%)

Subjects with ≥1 Infection 17 (31%) 25 (37%) 8 (20%)

Subjects with ≥1 Anal abscess 4 (7%) 4 (6%) 0

Subjects with ≥1 Serious infection 2 (4%) 1 (1%) 0

Subjects with ≥1 Serious gastrointestinal disorders 1 (2%) 0 1(2%)

Adverse Events in Dose Adjusted Participants From Week 24 to Week 48

Data shown are n (%) unless otherwise noted. Data in this group occurred on/after Week 24 only. aIncludes all the treated subjects who were dose adjusted to GUS 200 mg q4w at Week 24. 
GUS=guselkumab, q4w=every 4 weeks, q8w=every 8 weeks, SC=subcutaneous. This
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