LETTERS TO THE EDITOR

Edward Belsham’
Quentin A. Hill°
Will Lester?
Marie Scully?

Department of Haematology, University College London
Hospitals NHS Foundation Trust, London, UK

2Department of Haematology, Liverpool University Hospitals
NHS Foundation Trust, Liverpool, UK

3Thrombosis & Haemostasis Centre, Guy's & St Thomas'
Hospitals NHS Foundation Trust, London, UK

“Department of Clinical Haematology, Oxford University
Hospitals NHS Foundation Trust, Oxford, UK

SRadcliffe Department of Medicine, University of Oxford,
Oxford, UK

5Department of Haematology, Cambridge University Hospitals
NHS Foundation Trust, Cambridge, UK

’Department of Haematology, Nottingham University Hospitals
NHS Trust, Nottingham, UK

8Department of Haematology, Sheffield Teaching Hospital NHS
Foundation Trust, Sheffield, UK

9Department of Haematology, Portsmouth Hospitals University
NHS Trust, Portsmouth, UK

ODpepartment of Haematology, Leeds Teaching Hospitals NHS
Trust, Leeds, UK

"pepartment of Haematology, University Hospitals Birmingham
NHS Foundation Trust, Birmingham, UK

Correspondence

Andrew Doyle, Department of Haematology, University
College Hospitals London, 250 Euston Road, London NW1
2PG, UK.

Email: andrewdoylel@nhs.net

j.l.j.‘ | 783

https://orcid.org/0000-0002-1001-0486
https://orcid.org/0000-0002-5703-512X

ORCID
Andrew J. Doyle
Joannes Hermans

REFERENCES

1. Maayan H, Kirgner I, Gutwein O, et al. Acquired thrombotic throm-
bocytopenic purpura: a rare disease associated with BNT162b2
vaccine. J Thromb Haemost. 2021;19(9):2314-2317. doi:10.1111/
jth.15420

2. de Bruijn S, Maes MB, De Waele L, Vanhoorelbeke K, Gadisseur
A. First report of a de novo iTTP episode associated with an
mRNA-based anti-COVID-19 vaccination. J Thromb Haemost.
2021;19(8):2014-2018. doi:10.1111/jth.15418

3. Wang YC, Chen TC, Teng CJ, Wu CH. ChAdOx1 nCov-19
vaccine-induced thrombotic thrombocytopenic purpura suc-
cessfully treated with plasmapheresis. Ann Hematol. 2021;18:1-2.
doi:10.1007/s00277-021-04701-x

4. Kirpalani A, Garabon J, Amos K, et al. Thrombotic thrombocytope-
nic purpura temporally associated with BNT162b2 vaccination in an
adolescent successfully treated with caplacizumab. Br J Haematol.
2022;196(1):e11-e14. 10.1111/bjh.17782

5. Wagar SHB, Khan AA, Memon S. Thrombotic thrombocytope-
nic purpura: a new menace after COVID bnt162b2 vaccine.
Int J Hematol. 2021;114(5):626-629. doi:10.1007/s12185-021-
03190-y

6. Vaccinationsinthe UK|Coronavirusin the UK (data.gov.uk). https://
coronavirus.data.gov.uk/details/vaccinations?areaType=overv
iew@areaName=United%20Kingdom. Accessed 15 November
2021.

7. Pavord S, Scully M, Hunt BJ, et al. Clinical features of vaccine-
induced immune thrombocytopenia and thrombosis. N Engl J Med.
2021;385(18):1680-1689. d0i:10.1056/NEJM0a2109908

8. Kuter DJ. Exacerbation of immune thrombocytopenia follow-
ing COVID-19 vaccination. Br J Haematol. 2021;195(3):365-370.
doi:10.1111/bjh.17645

9. Grimaldi-Bensouda L, Michel M, Aubrun E, et al. A case-control
study to assess the risk of immune thrombocytopenia associated
with vaccines. Blood. 2012;120(25):4938-4944. doi:10.1182/blood
-2012-05-431098

Received: 28 December 2021 Accepted: 30 December 2021

DOI: 10.1111/jth.15634

Acquired thrombotic thrombocytopenic purpura: A rare
disease associated with BNT162b2 vaccine: Reply to comment

from Doyle et al.

To the Editor,
We thank Dr. Doyle and colleagues for sharing their national data on

de novo/relapsed acquired thrombotic thrombocytopenic purpura

Manuscript handled by: David Lillicrap
Final decision: David Lillicrap, 30 December 2021

Manuscript handled by: David Lillicrap

(aTTP) in the UK from January to November 2021. According to their
report, there was no increased number of aTTP presentations during
the peak of the UK vaccination program, and the incidence of aTTP
cases was within the expected range of England’s population, with
no increase in treatment demand for aTTP during 2021. In contrast,
we have reported on a cluster of aTTP patients presenting on aver-
age 14 days after the BNT162b2 vaccine.! The 1-month occurrence
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of aT TP patients in the first quartile of 2021 was the average annual
number of aTTP patients (two-three) in a tertiary Israeli hospital.

There are several possible explanations for the difference in
these reports.

Doyle et al. report that 59/90 (64%) of treated aTTP patients
in the time frame defined above had one or more COVID-19 vac-
cinations; 47% of those were ChAdOx1 and 52% were BNT162b2.
In contrast, only the BNT162b2 vaccine was used in Israel until
November 2021. While there are several additional reports on
mRNA COVID-19 vaccine (BNT162b2 and mRNA-1273)-associated
de novo/relapsed aTTP worldwide,?™ there are only two reports of
ChAdOx1-associated aTTP.”® A difference in the side effect profile
associated with mRNA (Pfizer-BioNTech and Moderna) compared
to adenoviral vector-based (AstraZeneca/ Johnson & Johnson)
COVID-19 vaccines was recently demonstrated.

For example, myocarditis is associated with mRNA vaccines’ and
vaccine-induced immune thrombotic thrombocytopenia (VITT) in
the AstraZeneca vaccine.'°

One must also remember that there is worldwide under-report
to national reporting systems of drugs’ side effects in general and of
COVID-19 vaccines specifically, and there may be more BNT162b2-
associated aT TP cases than those reported in the literature so far.

Therefore, one can speculate that the low number of de novo/
relapsed aTTP patients in the UK would have been double if only the
BNT162b2 vaccine were used.

There is difference in the ethnic composition between Israel and
the UK, and different genetic context could be another explanation
for the difference in aTTP complication in response to the COVID-19
vaccines in different parts of the world.

There are reports on aTTP association with other vaccines (e.g.,
H1N1 vaccine, pneumococcal vaccine) as mentioned in our re-
port,1 so that COVID-19 vaccine-aT TP association is not different
from previously described vaccine-associated aTTP.

Interestingly, the third BNT162b2 vaccine in Israel was as-
sociated with immune thrombocytopenic purpura (ITP) and not
aT TP (data not reported yet), suggesting that there may be a dose-
dependent immune modulation.

aTTP associated with BNT162b2 vaccine is rare; therefore,
we strongly support the use of COVID-19 vaccines in the general
population including aTTP patients. As discussed in our report, we
suggest having protective measures before and after COVID-19 vac-
cination in aT TP patients.’

We strongly agree with the authors for the need of reporting
aT TP presentations following COVID-19 vaccination to a national

reporting system scheme.
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