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BACKGROUND

Janus Kinase inhibitors (JAKi1) such as tofacitinib (2012),
updacitinib (2020), baricitinib (2018) are the most recent
class of medications for rheumatoid arthritis (RA).

However, increased risk of venous thromboembolism (VTE)
was observed for JAK1 in through a randomized clinical trial

(RCT).!
The US FDA has added a 'black box warning' on all
approved JAKi. 2

Current systematic reviews on JAK1 VTE safety in RA were
limited to only evaluating the evidence based on the RCTs.>*

With the growing use of JAK1 for RA, there 1s a need to
systematically examine the post-marketing evidence with
JAK1 use among patients with RA seen in the real-world.

OBIJECTIVE

= To examine the risk of VTE with the use of JAK1 versus
Tumor Necrosis Factor inhibitors (TNF1) in patients with
RA using real-world data.

METHODS

Guided by the Preferred Reporting Items for Systematic
Reviews and Meta-Analyses (PRISMA) Statement.

Searches strategy. PubMed/MEDLINE, EMBASE &
Cochrane/CENTRAL were searched using the search terms:
“RA”, “JAK1”, “TNF1” and “VTE”.

Study eligibility: Only English language observational or
administrative claim studies comparing the risk of VTE with
the use of JAK1 or TNF1 1n RA were included.

Data Extraction: (1) study info: data source & study design;
(2) patient characteristics: population & JAK1 medication;

(3) outcome & association between JAK1 and VTE risk.

Quality assessment. the Quality 1n Prognosis Studies
(QUIPS) tool.

Identification

RESULTS

The systemic review 1dentified 188 studies; seven observational studies met the inclusion criteria

Four studies were conducted 1n the United States, and the other three were from France, Taiwan,
Japan, and Sweden.

Three studies used administrative claims datasets (Marketscan, Medicare), electronic medical
records (EMR), and US registry, and the other four studies used non-US databases.

Most studies were retrospective cohort studies, and all studies used a new user design.

The average follow-up period of the studies was 32 months to 7 years

Of the three studies (N=3) that compared the risk of VTE between JAK1 and TNF bDMARDs, two
studies found an increased risk of VTE with JAK1 use as compared to TNF1 and one study reported
no association between VTE risk with JAK.

Of the four drug-specific studies (N=4), three found no difference in VTE risk between tofacitinib vs
TNF1; however, one found there was an increased risk of VTE with baricitinib vs TNF1.

CONCLUSIONS

PubMed: 25 = The systemic review found mixed evidence
Medline: 108 regarding the risk of VTE with JAK1 as compared
Cochrane: 55 to TNFi, and the JAKi class-specific VTE risk as
l compared to TNF1 in RA was also unclear.
= There was also variation in the risk of VTE with
N = 188 individual JAK1 vs. TNFi1.
Studied = Future studies are needed to evaluate drug-specific
for Screening N =162 VTE risk within the class of JAKi in RA.
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