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CADTH Horizon Scan: An Overview of the Emerging Trends and Technologies in Ulcerative Colitis 
(July 2023), “recent literature suggests that the cardiovascular risk with JAK inhibitors may not be 
significantly higher than that of other small-molecule drugs.”1 It is inappropriate to link upadacitinib and 
tofacitinib together in a statement that generalizes their place in therapy as being relegated to post-
biologic use due to safety concerns. In Canada, upadacitinib is approved by Health Canada for use 
among patients who have demonstrated prior treatment failure to at least one conventional and/or 
biologic therapy. The same population is eligible for the use of upadacitinib across numerous other 
countries, including Europe, the UK, and Australia. Upadacitinib is a reversible JAK inhibitor with a 
selectivity, efficacy, and safety profile unique to upadacitinib alone. The difference in efficacy profile in 
particular can be seen clearly in IBD, where upadacitinib is the only JAK inhibitor to have demonstrated 
efficacy in both UC and Crohn’s Disease (CD) (tofacitinib and filgotinib have both failed to 
demonstrate efficacy in CD).  

 
2. There remains a considerable probability that upadacitinib may be more efficacious than 
other comparative treatments. 
On page 6 of the draft recommendation, under Discussion Points, it is stated that “However, there was 
much uncertainty in the effect estimates from the NMA due to sparse networks, heterogeneity in patient 
characteristics and trial characteristics, wide credible intervals, and lack of direct evidence between 
upadacitinib and other active treatments.” We would ask that the following be added after the 
present statement: “Despite these limitations, consistent trends favoring upadacitinib were 
observed across different adjustment methodologies.” While AbbVie appreciates the perspective 
offered, we wish to provide an alternative interpretation of the data, emphasizing the consistent trend 
towards upadacitinib's clinical differentiation. The results of the submitted ITC show upadacitinib as a 
preferred treatment option compared to existing options for induction, with similar results demonstrated 
for maintenance. Indeed, while there is uncertainty due to the lack of direct evidence and the sparse 
network, we note that all NMAs inherently contain a degree of uncertainty. However, it is important to 
consider the whole body of evidence available. Multiple sources, including 5 robust peer-reviewed 
published NMAs with phase 3 data available at the time of this review (Lasa et al. 2022, Burr et al. 
2021, Attauabi et al. 2023, Panaccione et al. 2023 and Ahuja et al. 2023)2-6 and expert opinion, 
consistently suggest that upadacitinib outperforms other treatments in UC management. These 
findings support the validity of our conclusions despite the inherent uncertainty in the methodology. 
While recognizing the inherent limitations and uncertainties of NMAs, we contend that the trend favoring 
upadacitinib over other active comparators is compelling. AbbVie maintains that it is more 
appropriate to acknowledge the potential efficacy of upadacitinib, rather than stating that firm 
conclusions about its comparative efficacy cannot be established. As such, AbbVie is 
requesting that a statement be included to reflect upadacitinib’s differentiated efficacy vs. other 
UC advanced therapies as demonstrated in various NMAs.  
 
3. The cost-effectiveness of upadacitinib for the treatment of UC has likely been underestimated 
by CADTH reviewers in their reanalysis.  
On page 4 of the draft recommendation, under Rationale for the Recommendation, it is stated that 
“…there is insufficient evidence to justify a cost premium over the least expensive biologic or targeted 
synthetic drug reimbursed for the treatment of moderately to severely active UC.” This is largely driven 
by previously mentioned Clinical Reviewer concerns with the NMA uncertainty, and the resultant 
assumption of equal probability of clinical effectiveness applied to upadacitinib and all relevant 
comparators in the CADTH reanalysis of the submitted economic model. We would respectfully 
request CADTH adapt this language to “it is uncertain what level of cost premium would be 
warranted over comparator therapies reimbursed for the treatment of moderately to severely 
active UC.” AbbVie respectfully disagrees with CADTH's assertion regarding the assumption of 
uniform efficacy across treatments. The objective of conducting a comprehensive NMA, as we have 
done, is to meticulously analyze the heterogeneity across trials and estimate the potential variation in 
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