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1. Abstract
We report a case of  reactive and extreme thrombocytosis in an in-
flammatory bowel disease patient after receiving the first infusion of  
Vedolizumab (VDZ). To the best of  our knowledge, VDZ does not 
have this adverse reaction, and this possible association has not been 
described in the literature.

2. Introduction
Vedolizumab (VDZ), a humanized monoclonal antibody directed 
against the α4β7 integrin heterodimer, prevents leukocytes from 
binding to the endothelium of  venules within the gastrointestinal 
(GI) tissues as well as its subsequent extravasation into affected GI 
mucosa, resulting in gut-selective anti-inflammatory activity [1]. It 
was approved for the treatment of  moderate to severe inflammatory 
bowel disease (IBD) by the Federal Drug Administration (FDA), the 
European Medicines Agency (EMA) as well as the National Admin-
istration of  Drugs, Foods and Medical Devices (ANMAT) in our 
country for the same indications, in addition to other regions and 
countries [2-4]. The most common adverse reactions of  VDZ are 
nasopharyngitis, headache, cough, bronchitis, influenza, back pain, 
rash, pruritus, sinusitis, oropharyngeal pain, and pain in extremities, 
although these reactions occur at a similar rate in patients receiv-
ing placebo [5]. Since no hematologic reacciones were reported, we 
would present our experience on a reactive and extreme thrombo-
cytosis in an IBD patient after receiving his first infusion of  VDZ.

3. Case Presentation
A 35 years old gentleman diagnosed in 2013 with mild-moderate 
Ulcerative Colitis (UC) that involved his left colon. He had a good 
response to mesalamine in the beginning but 2 years later he started 
again with symptoms that didn’t respond to this strategy. He went 
to other medical center where systemic corticosteroid was indicat-
ed, which was well tolerated, and then immunosuppressants vs. an-
ti-TNF therapy was proposed as a next step therapy; it was decided 
together with the patient to start with infliximab, which was admin-
istered for two years but without a good response. His past medical 
history includes mood disorder in 2015 treated with escitalopram 
and clonazepam for one year and now he takes clonazepam 0.5mg 
as needed; no other remarkable medical history. In 2017 he decided 
to stop with this treatment and just keep taking steroids by himself  
without medical control. In September 2019 the patient came back 
to us with symptoms, his colonoscopy did show pancolitis with a 
stenotic area in the sigmoid colon. All randomized biopsies (includ-
ing terminal ileum) didn’t show granuloma, just ulcerations, cryptitis 
and abscesses. Biopsies from the stenosis showed the same histologic 
pattern. Dysplasia was ruled out in all the biopsies as well as citomeg-
alovirus (CMV). Because of  this stenosis, a MR-enterography with 
pelvis MRI scan was performed which didn’t show any alteration in 
the small bowel nor signs of  Crohn disease.

The patient agreed with our suggestion to start with VDZ and he 
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tolerated the first infusion. The blood control test before the second 
infusion did show 1083 × 109/L platelets and an Iron Deficiency 
Anemia (IDA). The result of  platelet count was confirmed in another 
blood sample. The previous blood control test (2 days before receiv-
ing the first infusion) did show 136 × 109/L platelets and IDA; since 
the presentation of  his symptoms in 2013, thrombocytosis has never 
manifested. Also, to the best of  our knowledge, VDZ does not have 
this adverse reaction, and we didn’t find that this possible association 
has been described in the literature.

We decided to stop the treatment with VDZ and a hematology refer-
ral was made. After 2 weeks of  treatment with iron infusion, platelet 
count dropped to its normal value (223 × 109/L) and one week later, 
we went ahead and continued with the induction therapy protocol of  
VDZ which was well tolerated with a good response to treatment. 
The patient is doing well now, no IBD symptoms, regular blood tests 
are normal and he is about to receive the third maintenance infusion 
at home and planning a control colonoscopy which is a bit delayed 
because of  COVID-19 pandemic.

4. Discussion
The majority of  reactive thrombocytosis are less than 1000 × 109/L. 
Extreme thrombocytosis, defined as a platelet count >1,000 × 109/L, 
is quite rare as only 2 – 5.8% of  patients demonstrate this degree of  
thrombocytosis upon presentation [6]. In IDA, the thrombocytosis 
is usually mild to moderate degree, where averaging platelets counts 
around 499 × 109/L, and extreme thrombocytosis was reported in 
only 7% [7]. Platelet count has also been shown to correlate with 
disease activity in IBD, and thrombocytosis is so far considered a 
marker of  active disease, where both IDA and inflammation may be 
playing contributory roles in the pathogenesis of  thrombotic events 
in this population [8, 9].

In our case, throughout the years of  diagnosis with IBD, the patient 
has never manifested with thrombocytosis, although the patient has 
IDA, platelet count was normal, but after the first infusion of  VDZ, 
extreme thrombocytosis appeared. We would think that perhaps it is 
unlikely that the chronic inflammation and/or IDA per se were the 
cause of  this extreme thrombocytosis. Further research is required 
for a better understanding of  this phenomenon.

      References
1. McLean LP, Shea-Donohue T, Cross RK. Vedolizumab for the treat-

ment of  ulcerative colitis and Crohn’s disease. Immunotherapy. 2012; 
4: 883-98.

2. United States Food and Drug Administration. FDA-Approved Drugs: 
Vedolizumab. Available from: https://www.accessdata.fda.gov/
scripts/cder/daf/index.cfm?event=BasicSearch.process. Accessed 
April 15, 2020.  

3. European Medicines Agency. EPAR Summary for the Public: Entyvio. 
Available from: http://www.ema.europa.eu/ema/index.jsp?curl=pag-
es/medicines/human/medicines/002782/human_med_001751.

jsp&mid=WC0b01ac058001d124. Accessed April 15, 2020.

4. ANMAT disposición de la ANMAT;2018 Available from: http://
anmatvademecum.servicios.pami.org.ar/. Accessed April 15, 
2020.            

5. Takeda Pharmaceuticals America Incorporated. FDA Approves Take-
da’s Entyvio™ (vedolizumab) for the Treatment of  Adults with Mod-
erately to Severely Active Ulcerative Colitis or Crohn’s Disease. Avail-
able from: https://www.takeda.com/newsroom/newsreleases/2014/
FDA-Approves-Takedas-Entyvio-vedolizumab-for-the-Treatment-of-
Adults/. Accessed April 15, 2020.

6. Bleeker JS, Hogan WJ. Thrombocytosis: diagnostic evaluation, throm-
botic risk stratification, and risk-based management strategies. Throm-
bosis. 2011; 2011: 536062.

7. Dan K. Thrombocytosis in iron deficiency anemia. Intern Med. 2005; 
44: 1025-6. 

8. Stallmach A, Nickel L, Lehmann T et al. Parameters of  a severe disease 
course in ulcerative colitis. World J Gastroenterol. 2014; 20: 12574-80.

9. Voudoukis E, Karmiris K, Koutroubakis IE. Multipotent role of  plate-
lets in inflammatory bowel diseases: a clinical approach. World J Gas-
troenterol. 2014; 20: 3180-90.

             2

2021, V5(10): 1-2

https://pubmed.ncbi.nlm.nih.gov/23046232/
https://pubmed.ncbi.nlm.nih.gov/23046232/
https://pubmed.ncbi.nlm.nih.gov/23046232/
C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\United States Food and Drug Administration. FDA-Approved Drugs: Vedolizumab. Available from: https:\www.accessdata.fda.gov\scripts\cder\daf\index.cfm?event=BasicSearch.process. Accessed April 15, 2020
C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\United States Food and Drug Administration. FDA-Approved Drugs: Vedolizumab. Available from: https:\www.accessdata.fda.gov\scripts\cder\daf\index.cfm?event=BasicSearch.process. Accessed April 15, 2020
C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\United States Food and Drug Administration. FDA-Approved Drugs: Vedolizumab. Available from: https:\www.accessdata.fda.gov\scripts\cder\daf\index.cfm?event=BasicSearch.process. Accessed April 15, 2020
C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\United States Food and Drug Administration. FDA-Approved Drugs: Vedolizumab. Available from: https:\www.accessdata.fda.gov\scripts\cder\daf\index.cfm?event=BasicSearch.process. Accessed April 15, 2020
file://C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\European Medicines Agency. EPAR Summary for the Public: Entyvio. Available from: http:\www.ema.europa.eu\ema\index.jsp?curl=pages\medicines\human\medicines\002782\human_med_001751.jsp&mid=WC0b01ac058001d124. Accessed April 15, 2020
file://C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\European Medicines Agency. EPAR Summary for the Public: Entyvio. Available from: http:\www.ema.europa.eu\ema\index.jsp?curl=pages\medicines\human\medicines\002782\human_med_001751.jsp&mid=WC0b01ac058001d124. Accessed April 15, 2020
file://C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\European Medicines Agency. EPAR Summary for the Public: Entyvio. Available from: http:\www.ema.europa.eu\ema\index.jsp?curl=pages\medicines\human\medicines\002782\human_med_001751.jsp&mid=WC0b01ac058001d124. Accessed April 15, 2020
file://C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\European Medicines Agency. EPAR Summary for the Public: Entyvio. Available from: http:\www.ema.europa.eu\ema\index.jsp?curl=pages\medicines\human\medicines\002782\human_med_001751.jsp&mid=WC0b01ac058001d124. Accessed April 15, 2020
C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\ANMAT disposici�n de la ANMAT;2018 Available from: http:\anmatvademecum.servicios.pami.org.ar\. Accessed April 15, 2020
C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\ANMAT disposici�n de la ANMAT;2018 Available from: http:\anmatvademecum.servicios.pami.org.ar\. Accessed April 15, 2020
C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\ANMAT disposici�n de la ANMAT;2018 Available from: http:\anmatvademecum.servicios.pami.org.ar\. Accessed April 15, 2020
file://C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\Takeda Pharmaceuticals America Incorporated. FDA Approves Takeda's Entyvio� (vedolizumab) for the Treatment of Adults with Moderately to Severely Active Ulcerative Colitis or Crohn's Disease. Available from: https:\www.takeda.com\newsroom\newsreleases\2014\FDA-Approves-Takedas-Entyvio-vedolizumab-for-the-Treatment-of-Adults\. Accessed April 15, 2020
file://C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\Takeda Pharmaceuticals America Incorporated. FDA Approves Takeda's Entyvio� (vedolizumab) for the Treatment of Adults with Moderately to Severely Active Ulcerative Colitis or Crohn's Disease. Available from: https:\www.takeda.com\newsroom\newsreleases\2014\FDA-Approves-Takedas-Entyvio-vedolizumab-for-the-Treatment-of-Adults\. Accessed April 15, 2020
file://C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\Takeda Pharmaceuticals America Incorporated. FDA Approves Takeda's Entyvio� (vedolizumab) for the Treatment of Adults with Moderately to Severely Active Ulcerative Colitis or Crohn's Disease. Available from: https:\www.takeda.com\newsroom\newsreleases\2014\FDA-Approves-Takedas-Entyvio-vedolizumab-for-the-Treatment-of-Adults\. Accessed April 15, 2020
file://C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\Takeda Pharmaceuticals America Incorporated. FDA Approves Takeda's Entyvio� (vedolizumab) for the Treatment of Adults with Moderately to Severely Active Ulcerative Colitis or Crohn's Disease. Available from: https:\www.takeda.com\newsroom\newsreleases\2014\FDA-Approves-Takedas-Entyvio-vedolizumab-for-the-Treatment-of-Adults\. Accessed April 15, 2020
file://C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\Takeda Pharmaceuticals America Incorporated. FDA Approves Takeda's Entyvio� (vedolizumab) for the Treatment of Adults with Moderately to Severely Active Ulcerative Colitis or Crohn's Disease. Available from: https:\www.takeda.com\newsroom\newsreleases\2014\FDA-Approves-Takedas-Entyvio-vedolizumab-for-the-Treatment-of-Adults\. Accessed April 15, 2020
file://C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\Takeda Pharmaceuticals America Incorporated. FDA Approves Takeda's Entyvio� (vedolizumab) for the Treatment of Adults with Moderately to Severely Active Ulcerative Colitis or Crohn's Disease. Available from: https:\www.takeda.com\newsroom\newsreleases\2014\FDA-Approves-Takedas-Entyvio-vedolizumab-for-the-Treatment-of-Adults\. Accessed April 15, 2020
https://pubmed.ncbi.nlm.nih.gov/22084665/
https://pubmed.ncbi.nlm.nih.gov/22084665/
https://pubmed.ncbi.nlm.nih.gov/22084665/
https://pubmed.ncbi.nlm.nih.gov/16293910/
https://pubmed.ncbi.nlm.nih.gov/16293910/
C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\ncbi.nlm.nih.gov\pmc\articles\PMC4168093\
C:\Users\Canopus\AppData\Local\Temp\Rar$DIa6772.48377\ncbi.nlm.nih.gov\pmc\articles\PMC4168093\
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3964390/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3964390/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3964390/

	_GoBack

