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Substance: 
risankizumab 
 
Brand Name: Skyrizi 
 
Originator/licensee: 
AbbVie Deutschland 
GmbH & Co. KG 
 
Classification: NI 
 
ATC code: L04AC18 
 
Orphan Status: 
Eu: No 
Us: No 
 
Mechanism of 
action:  
risankizumab is a 
monoclonal antibody 
that selectively binds 
to the IL-23 p19 
subunit, inhibiting its 
interaction with the 
IL-23R complex. IL-23 
modulates intestinal 
inflammation 
through effector 
cytokines that 
include IL-22. 
Elevated 
concentrations of IL-
23 are present in the 
mucosa of pts with 
CD, and there is a 
strong correlation 
between 
polymorphisms of 
the IL-23 or IL-23 
receptor gene and 
inflammatory bowel 
diseases [1].  

Authorized Indication:  
EMA: risankizumab is indicated 
for the treatment of adult 
patients with moderately to 
severely active CD who have had 
an inadequate response to, lost 
response to, or were intolerant to 
conventional therapy or a biologic 
therapy [2].  
FDA: risankizumab is an 
interleukin-23 antagonist 
indicated for the treatment of 
moderately to severely active CD 
in adults [3]. 
 
Route of administration: sc 
 
Licensing status 
EU CHMP P.O. date: 15/07/2022 
FDA M.A. date:  16/06/2022 
 
EU Speed Approval Pathway: No 
FDA Speed Approval Pathway:  
No 
 
----- 
ABBREVIATIONS: 
Ad: adjusted difference 
AE: Adverse event 
CD: Crohn's disease 
CDAI: Crohn’s disease activity index 
CHMP: Committee for Medicinal 
Products for Human Us 
CI: confidence interval 
IBD: Inflammatory bowel disease 
M.A.: Marketing authorization 
P: p-value 
P.O.: positive opinion 
Pbo: placebo 
Pts: patients 
SAE: serious adverse event 
SES-CD: Simple Endoscopic Score for 
Crohn’s disease 
TEAE: treatment-emergent adverse 
event 

Summary of clinical EFFICACY: 
ADVANCE (NCT03105128) and MOTIVATE (NCT03104413) were randomized, double-masked, placebo-controlled, phase III induction studies. In both trials, eligible pts were 
aged 16 to 80 years with a confirmed diagnosis of CD*, previously showing intolerance or inadequate response to one or more approved biologics or conventional therapy 
(ADVANCE) or to biologics (MOTIVATE).  
Coprimary endpoints were clinical remission (defined by CDAI or patient-reported outcome criteria [average daily stool frequency and abdominal pain score]) and 
endoscopic response at week 12.  
Pts were randomly assigned to receive a single dose of iv risankizumab (600 mg or 1200 mg) or pbo (2:2:1 in ADVANCE, 1:1:1 in MOTIVATE) at weeks 0,4, and 8.  
All coprimary endpoints at week 12 were met in both trials with both doses of risankizumab (p≤0.0001) [1]. 
*for at least 3 months before baseline, and moderately to severely active disease defined by CDAI score of 220-450 at baseline, average daily stool frequency (≥4) or average daily abdominal pain score 
(≥2; or both stool frequency ≥4 or average daily abdominal pain score ≥2),  and endoscopic evidence of mucosal inflammation documented by the SES-CD ≥6).  

 CDAI clinical remission rate  Stool frequency and abdominal pain score clinical 
remission rate 

Endoscopic response rate 

600mg 1200mg pbo 600mg 1200mg pbo 600mg 1200mg pbo 

ADVANCE 
n=850 

45%  
(ad 21%, 95% CI 12-29)  
n=152/336 

42%  
(17%, 8-25) 
n=141/339  

25%  
n=43/175 

43% 
(22%, 14-30) 
n= 146/336 

41%  
(19%, 11-27) 
n=139/339 

22% 
n=38/175 

40%  
(28%, 21-35) 
n=135/336 

32%  
(20%, 14-27) 
n=109/339 

12%  
n=21/175 

MOTIVATE 
n=569 

42%  
(22%, 13-31) 
n=80/191 

40%  
(21%, 12-29) 
n=77/191 

20%  
n=37/187 

35%  
(15%, 6-24) 
n=66/19 

40%  
(20%, 12-29) 
n=76/191 

19% 
n=36/187 

29% (18%, 10-25) 
n=55-191 

34% (23%, 15-31) 
n=65/191 

11%  
n=21/187 

 

Summary of clinical  SAFETY: 
The overall incidence of TEAE was similar among the treatment groups in both trials.  
Rates of SAEs, severe AE and AE leading to discontinuation of study drug were numerically higher in the placebo group, with most events related to underlying CD. Across both 
studies, the most frequently reported AEs (≥5 pts in any group) in the risankizumab groups were headache and nasopharyngitis, whereas the most common AEs in the pbo 
groups were CD (worsening of CD), abdominal pain, nausea and headache. The incidence of AEs of safety interest was similar across treatment groups in both studies, except 
for serious infections, wich were slighthly higher with placebo. In ADVANCE and MOTIVATE respectively, five and three serious infections were reported in risankizumab-
treated pts (ADVANCE: appendicitis, leptospirosis [pts with possible environmental exsposure to rodents], lower respiratory tract infection, pneumonia and urinary tract 
infection; MOTIVATE: gastroenteritis, viral pharyngitis and sepsis) (all of these were non-serious and were considered by the investigator to have no possibility of being related 
to study). 
Three deaths occurred during induction (two in the pbo group [ADVANCE] and one in the risankizumab 1200mg group [MOTIVATE]); the death in the risankizumab-treated 
patient was deemed unrelated to the study drug [2].  

 ADVANCE MOTIVATE 

600mg (n=373) 1200mg (n=372) pbo (n=206) 600mg (n=296) 1200mg (n=205) pbo (n=207) 

AEs 210 (56%) 191 (51%) 105 (56%) 98 (48%) 121 (59%) 137 (66%) 

Severe AEs 22 (6%) 18 (5%) 18 (10%) 7 (3%) 12 (6%) 25 (12%) 

Serious AEs 27 (7%) 14 (4%) 28 (15%) 10 (5%) 9 (4%) 26 (13%) 

AE leading to discontinuation 9 (2%) 7 (2%) 14 (8%) 2 (1%) 5 (2%) 17 (8%) 

 

Ongoing studies: 
● For the same indication: Yes [4].  

● For other indications: Yes [4].  

Discontinued studies (for the same indication): No 

Cost of therapy: 
In Italy, SKYRIZI sc 1 pre-filled pen 150mg 
1ml, costs 3.400,00 € (ex factory price) [5].  
 
Epidemiology: 
During 2015-2018, 3434 pts had an IBD 
diagnosis, 1.280 (37.3%) Crohn's disease 
[6].  
 
----- 
POSSIBLE PLACE IN THERAPY 
Ustekinumab, Vedolizumab [7].  
 
OTHER INDICATIONS IN DEVELOPMENT 
Palmoplantar pustulosis, Plaque psoriasis, 
Psoriatic arthritis, Ulcerative colitis [8].  
 
SAME INDICATION IN EARLIER LINE(S) OF 
TREATMENT: No 
 
OTHER DRUGS IN DEVELOPMENT for the 
SAME INDICATION  
Ozanimod, Risankizumab, Guselkumab […] 
 
*Service reorganization: No 
*Possible off label use: Yes 

 
----- 
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