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Ulcerative Colitis:

Entyvio is indicated for the treatment of adult patients with moderately to severely active ulcerative colitis who
have had an inadequate response with, lost response to, or were intolerant to either conventional therapy or a

tumour necrosis factor alpha (TNFa) antagonist.

Crohn’s Disease:

Entyvio is indicated for the treatment of adult patients with moderately to severely active Crohn’s disease who
have had an inadequate response with, lost response to, or were intolerant to either conventional therapy or a
tumour necrosis factor alpha (TNFa) antagonist.
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4.4 Special warnings and precautions for use

Intravenous ¥vedolizumab should be administered in a healthcare setting equipped to allow management of acute
hypersensitivity reactions including anaphylaxis, if they occur. Appropriate monitoring and medical support measures
should be available for immediate use when administering intravenous ¥vedolizumab. All patients should be observed
continuously during each infusion. For the first two 2 infusions, they should also be observed for approximately 2 hours
following completion of the infusion for signs and symptoms of acute hypersensitivity reactions. For all subsequent
infusions, patients should be observed for approximately 1 hour following completion of the infusion.

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number of the
administered product should be clearly recorded.

Infusion-related reactions and hypersensitivity reactions

In clinical studies, infusion-related reactions (IRR) and hypersensitivity reactions have been reported, with the majority
being mild to moderate in severity (see section 4.8).

4.8 Undesirable effects

Infections

In GEMINI 1 ¥ and 2 H controlled studies with intravenous vedolizumab, the rate of infections was 0.85 per patient-year in
the vedolizumab-treated patients and 0.70 per patient-year in the placebo-treated patients. The infections consisted
primarily of nasopharyngitis, upper respiratory tract infection, sinusitis, and urinary tract infections. Most patients
continued on vedolizumab after the infection resolved.

In GEMINI 1 and 2 H controlled studies with intravenous vedolizumab, the rate of serious infections was 0.07 per
patient year in vedolizumab-treated patients and 0.06 per patient year in placebo-treated patients. Over time,
there was no significant increase in the rate of serious infections.

In controlled and open-label studies in adults with intravenous vedolizumab, serious infections have been reported, which
include tuberculosis, sepsis (some fatal), salmonella sepsis, listeria meningitis, and cytomegaloviral colitis.

In clinical studies with intravenous vedolizumab, the rate of infections in vedolizumab-treated patients with BMI
of 30 kg/m2 and above was higher than for those with BMI less than 30 kg/m2.

In clinical studies with intravenous vedolizumab, a slightly higher incidence of serious infections was reported in
vedolizumab-treated patients who had prior exposure to TNFa antagonist therapy compared to patients who were

naive to previous TNFa antagonist therapy.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued
monitoring of the benefit/risk balance of the medicinal product.
Any suspected adverse events should be reported to the Ministry of Health according to the National Regulation by using

Takeda Israel Ltd.
25 Efal st., P.O.B 4140, Petach-Tikva 4951125 Tel: +972-3--33733140 Fax (local): + 972-3-3733150



an online form
https://sideeffects.health.gov.il

5.2 Pharmacokinetic properties

Elimination

Population pharmacokinetic analyses indicate that vedolizumab has a total body clearance of approximately

0.157-169 L/day and a serum half-life of 25-24 days. The exact elimination route of vedolizumab is not known. Population
pharmacokinetic analyses suggest that while low albumin, higher body weight and prior treatment with anti-TNF drugs
may increase vedolizumab clearance, the magnitude of their effects is not considered to be clinically relevant.
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