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Study Title 
Effec.veness and safety of switching from a first JAKi to subsequent JAKi in pa.ents with 
ulcera.ve coli.s: a real-life mul.centre cohort study 

Sponsor: Italian Group for the Study of Inflammatory Bowel Disease (IG-IBD) 

Principal Inves5gator: DoG. Marco Mendolaro, S.C. Gastroenterologia – AO Mauriziano, Torino 

Protocol version: v 2.0 16/09/2024 

Background and rationale 
In recent years the therapeu5c armentarium for inflammatory bowel disease (IBD) has been 
expanding, and Janus Kinase inhibitors (JAKi) are a new class of oral therapies for the treatment 



of moderate-severe ulcera5ve coli5s (UC). Three JAKi were approved for the treatment of UC in 
Italy and showed similar efficacy and safety: tofaci5nib (an inhibitor of JAK1 and JAK3), and 
upadaci5nib and filgo5nib (more selec5ve inhibitors of JAK1). Although there is no evidence that 
differences in affinity influence response to JAKi, based on previous experience with cycling of 
TNFi, a second JAKi is o_en used in case of intolerance or failure to the first JAKi. 
There are a few clinical data of compara5ve effec5veness in real life limited to upadaci5nib 
cohorts of pa5ents previously treated with tofaci5nib. 

Aims of the study 
The main objec5ve of this study is to assess the effec5veness and safety of a second JAKi a_er 
a first JAKi treatment failure, in pa5ents with ulcera5ve coli5s. 
Secondary objec5ves will include the analysis of several clinical covariates poten5ally associated 
to the outcomes of subsequent JAKi courses, among which response and reason for stopping the 
first JAKi. 

Methods 
1. Study design 

This is a 12-month observa5onal, mul5center, prospec5ve study. A retrospec5ve part is 
planned to include pa5ents who have already started a second JAKi less than 12 months 
before inclusion, a_er a first line JAKi course. 
Pa5ents are treated and monitored according to usual clinical prac5ce, and drugs are used 
according to their RCP. The study design includes an enrollment phase and a prospec5ve 
follow-up observa5on of 12 months during which clinical, biochemical, endoscopic 
informa5on will be recorded. Pa5ents included in the prospec5ve-only enrollment will be 
cumulated to the pa5ents retrospec5vely included (since the drug became commercially 
available, e.g. since September 2023). For such pa5ents (retrospec5vely enrolled and 
therefore already on therapy), basal clinical, biochemical and endoscopy data will be 
retrospec5vely retrieved with chart abstrac5on. 

2. Pa.ent enrollment 

Inclusion criteria: 
Every pa5ent with established diagnosis of UC according to standard criteria, aged ≥ 18 years 
receiving (according to usual clinical prac5ce) a second JAKi a_er a previously treatment with a 
first JAKi stopped for intolerance, failure or drug holiday will be eligible. All concomitant 
therapies will be admiGed. These inclusion criteria are equally applied for the retrospec5ve part 
of the study as stated before. 
Exclusion criteria: 
Pa5ents unwilling or unable to give informed consent to the study. Pa5ents mee5ng criteria 
for acute severe ulcera5ve coli5s (ASUC) will also be excluded. History of Crohn’s Disease (CD) 
or IBD-U. Presence of ostomy. Second JAKi started for an indica5on different from UC (inac5ve 
disease at second/third JAKi start, e.g. for Rheumatologic / Dermatologic manifesta5on). 

3. Endpoints 
Primary endpoints: 



- Treatment persistency at week 52 (t3) defined as percentage of pa5ents con5nuing second 
JAKi as maintenance treatment through week 52 (ITT and LOCF analysis) 

- Safety up to week 52 (any AEs / SAEs / AEs of special interest) 
Secondary endpoints: 
- Clinical remission a_er JAKi switch at week 8 (t1), 26 (t2), and 52 (t3) defined as a par5al 

mayo score (PMS) ≤2. 
- Clinical response at week 8 (t1), 26 (t2), and 52 (t3) defined as a decrease in PMS of ≥3 

points and ≥30% from baseline, plus either a decrease in the rectal bleeding sub score of ≥1 
point or an absolute rectal bleeding sub score of 0 or 1. 

- Steroid-free clinical remission at t3 defined as remission without the need of any kind of 
systemic steroids 

- Endoscopic remission at t3 defined as Mayo endoscopic sub-score (MES) ≤1 
- Biochemical remission (CRP and/or fecal calprotec5n) at t2 and t3 defined as C-reac5ve 

protein <5 mg/l and fecal calprotec5n level < 250 ug/g 
- Colectomy rates 
Secondary endpoints (prospec5ve phase): 
- Resolu5on of bowel urgency (quan5ta5ve assessment with NRS score) recorded at week 8 

(t1), 26 (t2), and 52 (t3) 
- Improvement of quality of life (QoL) assessment with IBDQ at week 26 (t2) and 52 (t3) 
Safety outcomes: 
Specific repor5ng of: 
- Any adverse events 
- Serious adverse events are defined as any adverse reac5on that results in death, is life- 

threatening, requires hospitaliza5on or prolonga5on of exis5ng hospitaliza5on, results in 
persistent disability according to European Medicines Agency defini5on 

- There will be a focus on opportunis5c Infec5ons (principally Herpes Zoster infec5ons), 
thrombo-embolic events and major adverse cardiovascular events (MACE) 

4. Study assessments and procedures 
- T0 (baseline visit): at the beginning of the induc5on period of the second or third JAKi 

treatment, general informa5on regarding the pa5ent and the disease will be collected (or 
retrospec5vely abstracted): gender, age, weight, smoking status, disease dura5on, disease 
extent (according the Montreal Classifica5on for UC), disease ac5vity by Par5al Mayo Score 
Index (PMS), endoscopy ac5vity (evaluated with a colonoscopy or 
rectosigmoidoscopyperformed within 3 months before the beginning of the second JAKi), 
concomitant EIMs, FC and CRP levels, bowel urgency (quan5ta5ve assessment with NRS score in 
prospec5ve phase), QoL (assessment with IBDQ in prospec5ve phase), previous and concomitant 
UC treatments, concomitant steroid treatment, first JAKi stopped and second JAKi started, reason 
for stopping the first JAKi (primary failure/secondary failure/intolerance), possible Herpes Zoster 
vaccina5on (type of vaccine/date of vaccina5on/comple5on of vaccina5on schedule) 

- T1 (week 8 ± 2 weeks): clinical status will be re-evaluated with clinical examina5on (as per 
usual clinical prac5ce) if an objec5ve examina5on is needed (or data will be retrospec5vely 
abstracted). Assessment of bowel urgency with NRS score (prospec5ve-only enrollment). At 
this 5me the need for con5nued induc5on therapy and drug dosing will be assessed. 



- T2 (week 26 ± 4 weeks): the clinical status will be re-evaluated with clinical examina5on if an 
objec5ve examina5on is needed (or data will be abstracted). Assessment of bowel urgency 
with NRS score and QoL with IBDQ (prospec5ve-only enrollment). FC and/or CRP levels will 
be recorded as per clinical prac5ce. Drug dosing will be assessed. Concomitant steroid 
therapy will be recorded. 

- T3 (week 52 ± 4 weeks): the clinical status will be re-evaluated with clinical examina5on if an 
objec5ve examina5on is needed (as per usual clinical prac5ce). Assessment of bowel 
urgency with NRS score and QoL with IBDQ (prospec5ve-only enrollment). FC and/or CRP 
levels will be recorded. If an endoscopy evalua5on (with colonoscopy or 
rectosigmoidoscopy) was/will be carried out as per usual clinical prac5ce, data will be 
reported. Concomitant steroid therapy will be recorded. 

5. Sta.s.cal plan 
Exploratory analyses will be carried out. Con5nuous variables are going to be reported as median 
with 95% confidence intervals (95%CI), while categorical variables as frequence and percentage. 
The Chi-square, or Fisher’s exact test when appropriate, and the Mann-Whitney test will be used 
for categorical and con5nuous variables, respec5vely. The rate of therapy discon5nua5on over 
5me will be calculated separately for each treatment group by compu5ng the Kaplan Meier 
survival curves, under inten5on to treat (ITT) and last observa5on carry forward (LOCF) 
assump5ons. The effec5veness of the second JAKi by clinical remission in the two groups (PMS <2 
vs PMS>2) is calculated by Chi-square or Fisher’s exact test at week 8 (T1), week 26 (T2), week 52 
(T2). An univariate analysis and then eventually a mul5variate analysis will be performed in order 
to iden5fy predictor factors of response. P-values less than 0.05 will be considered to be 
sta5s5cally significant. 
The focus of the study is mainly on exploratory descrip5on of the outcomes of subsequent JAKi 
courses a_er a first course, with no pre-specified subgroup analysis or possibility to compare to 
previous external cohorts. Nonetheless the goal is to enroll, within one year, 150 to 200 pa5ents 
for main effec5veness measures to be correctly evaluated and to guarantee a minimal sample 
size for subgroups comparisons. 

6. Ethical considera.ons 
The study will be conducted in accordance with the Standards of Good Clinical Prac5ce, with the 
ethical principles deriving from the Helsinki Declara5on and the current legisla5on on 
observa5onal studies. The observa5onal study and the related documenta5on will be presented to 
the competent Ethical CommiGee. 

7. Data management and protec.on 

All records iden5fying the pa5ent will be kept confiden5al and, to the extent permiGed by 

applicable laws and regula5ons, will not be made publicly available. The PI, co-inves5gators, and 

personnel involved in the trial will comply with the GCP principles regarding the storage, 

processing, and dissemina5on of sensi5ve data. Pa5ent names will be kept confiden5al. Only the 

pa5ent number will be recorded in the electronic Case Report Form (eCRF) using the IGIBD RedCap 



system. Study findings stored on a computer will adhere to local data protec5on laws. Pa5ents will 

be informed in wri5ng that representa5ves of the sponsor, Ins5tu5onal Ethics CommiGee (IEC), or 

Regulatory Authori5es may inspect their medical records to verify the collected informa5on. All 

personal informa5on made available for inspec5on will be handled with the utmost confiden5ality 

and in accordance with local data protec5on laws. Pa5ents will also be informed that non-

iden5fiable informa5on regarding the study will be posted on clinicaltrials.gov. If the results of the 

trial are published, the pa5ent's iden5ty will remain confiden5al. The inves5gators will maintain a 

list to enable the iden5fica5on of pa5ent records. Data storage will be under the responsibility of 

the PI. 
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