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Abstract. Background And Objectives: Several infections and vaccinations can provoke immune
thrombocytopenia (ITP) onset or relapse. Information on ITP epidemiology and management
during the Covid-19 pandemic is scarce. In a large monocenter ITP cohort, we assessed the
incidence and risk factors for: 1) ITP onset/relapse after Covid19 vaccination/ infection; 2)
Covid19 infection.

Methods: Information on the date/type of anti-Covid-19 vaccine, platelet count before and within
30 days from the vaccine, and date/grade of Covid-19 was collected via phone call or during
hematological visits. ITP relapse was defined as a drop in PLT count within 30 days from
vaccination, compared to PLT count before vaccination that required a rescue therapy OR a dose
increase of an ongoing therapy OR a PLT count <30 x10%L with >20% decrease from baseline.
Results: Between February 2020 and January 2022, 60 new ITP diagnoses were observed (30%
related to Covid-19 infection or vaccination). Younger and older ages were associated with a
higher probability of ITP related to Covidl9 infection (p=0.02) and vaccination (p=0.04),
respectively. Compared to Covid-19-unrelated ITP, Infection- and vaccine-related ITP had lower
response rates (p=0.03) and required more prolonged therapy (p=0.04), respectively. Among the
382 patients with known ITP at the pandemic start, 18.1% relapsed; relapse was attributed to
Covid-19 infection/vaccine in 52.2%. The risk of relapse was higher in patients with active disease
(p<0.001) and previous vaccine-related relapse (p=0.006). Overall, 18.3% of ITP patients acquired
Covid19 (severe in 9.9%0); risk was higher in unvaccinated patients (p<0.001).

Conclusions: All ITP patients should receive >1 vaccine dose and laboratory follow-up after
vaccination, with a case-by-case evaluation of completion of the vaccine program if vaccine-related
ITP onset/relapse and with tempest initiation of antiviral therapy in unvaccinated patients.
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Introduction. In December 2019, the first case of a CoronaVirus-2 (SARS-CoV-2) virus that causes this
severe acute respiratory syndrome (SARS) related to a infection was quickly isolated in Italy.? The Coronavirus-
new virus was described in Wuhan, China.! The SARS- 2019 disease (COVID-19) is characterized by a plethora
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of symptoms, ranging from asymptomatic forms to flu-
like syndromes, severe pneumonia, or intensive care unit
(ICU) hospitalizations.®

Soon during the first months of the pandemic, an
association between SARS-CoV-2 infection and
thrombocytopenia was observed.* The mechanisms by
which SARS-CoV-2 induces thrombocytopenia include
direct virus damage to bone marrow hematopoietic cells,
drug-induced hematological toxicity, and autoimmune
mechanism.>® Notably, the platelet count drop during
SARS-CoV-2 infection was associated with a worse
outcome in terms of 28-day, 90-day, and 180-day
survival in hospitalized patients.’

Immune thrombocytopenia (ITP) is an autoimmune
disease characterized by an isolated low platelet count
(below 100x10%L).2 It can be triggered by any
immunologic stimulus, including infections, drugs, and
vaccinations.® ITP therapy is required when the platelet
count drops below 20-30x10%L or, in any case, of
increased risk of bleeding. High-dose corticosteroids are
the recommended first-line therapy in virtually all
patients. Second-line, multiple options are available but
require individual evaluation.'®!

The SARS-CoV-2 pandemic has represented an
additional challenge for the management of ITP patients.

To decrease immunosuppression, potentially
favoring SARS-CoV-2 infection, the American Society
of Hematology panel of experts recommended using
front-line corticosteroids at the lowest effective dose to
achieve a safe platelet count, with early use of
thrombopoietin receptor agonists (TPO-RASs).12 These
indications were also accepted in Italy.*3

In January 2021, the worldwide vaccination
campaign began. In Italy, four vaccine sera were
administered to ITP patients. The mMRNA-BNT162b2
(Comirnaty, Pfizer/BioNTech) and mRNA-1273
(Spikevax, Moderna) vaccines are lipid nanoparticle-
encapsulated, nucleoside-modified MRNA-based
vaccines that encode the full-length Spike protein and the
SARS-CoV-2 S-2P antigen, respectively.}4 ChAdOx1
nCoV-19  (Vaxzeria, AstraZeneca) and the
Ad26.COV2.S (Jcovden, Janssen/Johnson & Johnson)
are viral vector vaccines.'®

It is acknowledged that several vaccines can rarely
induce ITP.®® SARS-CoV-2 vaccines have been
associated with the onset or relapse of ITP.%° In addition,
Lee et al. reported that ITP patients treated with >5 lines
and/or splenectomy were more prone to relapse after
SARS-CoV-2 vaccination.?® Similarly, Visser et al.
reported a higher risk of ITP relapse in patients with a
platelet count <50x10°L and ongoing therapy during the
vaccination.?!

During the last years, many cases of ITP onset and
relapse after SARS-CoV-2 infection or vaccination have
been described.?>3 However, study cohorts on ITP
management during the pandemic, both in terms of

treatment  optimization and risk of ITP
occurrence/relapse following SARS-CoV-2
infection/vaccination, are scarce. In a large monocenter
cohort of ITP patients, we aimed to assess: 1) incidence
of new cases of ITP following anti-SARS-CoV-2
vaccination and infection, risk factors, and outcomes; 2)
incidence of ITP relapses following anti-SARS-CoV-2
infection/vaccination and risk factors; 3) incidence and
risk factors for Covid19.

Material And Methods

Patients and study design. This observational
retrospective cohort study (ITP-2011-02) was promoted
by the IRCCS Azienda Ospedaliero-Universitaria S.
Orsola-Malpighi, Bologna, Italy. The ITP-2011-02 study
involves 1142 ITP patients diagnosed at our Hematology
Center between January 1982 and January 2022. After
IRB approval, diagnostic and follow-up information
about adult ITP patients was derived from medical files
and reported by data input into an electronic database
developed to record all study data after de-identifying the
patients with an alphanumeric code to protect personal
privacy.

Data collected included patient demographics,
medications, clinical/laboratory tests at diagnosis and
during follow-up, type of ITP therapies and responses,
hemorrhagic and thrombotic complications, death, and
causes of death. All information about concomitant
diseases and drug usage was recorded in each case
history and used for this retrospective evaluation
thereafter. Any treatment decision was at the physician's
discretion, independently from participation in this study.

All patients were followed until death or to the data
cut-off date (July 2022).

For this analysis, specific information about SARS-
CoV-2 vaccinations (i.e., date of vaccination, type of
vaccine, any adverse events, platelet counts prior to and
within 30 days after vaccination), and SARS-CoV-2
infection occurring between February 2020 and July
2022 (date, severity, platelet count during and within 30
days after infection resolution) were collected. The
causal link between infection/vaccine and the onset of
ITP was based on the time interval between these
Covid19-related events and the occurrence/recurrence of
ITP. A maximum time interval of 30 days was chosen
according to published papers showing that the onset of
ITP  generally  occurs 1-2  weeks  after
infections/vaccinations, with some cases arising up to 4
weeks after SARS-CoV-2 vaccine administration.?:34

Waves of the COVID-19 pandemic were divided into
four periods, according to the type of predominant
circulating variants in Europe: first (wild-type variant,
February-June 2020); second (alpha/beta/gamma
variants, July 2020-June 2021); third (delta variant, July
2021-January 2022); fourth (omega variant, since
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January 2022).%°

Definitions. ITP diagnosis and response to treatments
were defined according to International Working Group
(IWG)-ITP criteria.®

New diagnoses of ITP were defined as inf-ITP or vax-
ITP when they occurred within 30 days of SARS-CoV-2
infection or vaccination, respectively. Relapses from ITP
were deemed associated with infection or vaccination if
they occurred within 30 days after these events. ITP
relapse was defined as a platelet count drop requiring the
start of new ITP therapy or a dose increase of the ongoing
therapy, or any platelet count drop below 30x10%L and
>20% from baseline even in the absence of treatment
start/modification. The Charlson Comorbidity Index
(CCI) was calculated at the start of the pandemic.®®
Active ITP was defined as the presence of a platelet
count <100x10°%L and/or ongoing therapy for ITP.

Ethical aspects. The ITP-2011-02 study was performed
in accordance with the guidelines of the IRB of our
Institution and the standards of the Helsinki Declaration.
All patients provided written informed consent. The
promoter of this study was the IRCCS Azienda
Ospedaliero-Universitaria S. Orsola-Malpighi, Bologna,
which obtained approval from the Area Vasta Emilia
Centro (AVEC) Ethics Committee (Approval file
number: 032/2012/0/0ss). The study has no commercial
support.

Statistical analyses. Statistical analysis was carried out
at the biostatistics laboratory of the MPN/ITP Unit,

IRCCS Azienda Ospedaliero-Universitaria S. Orsola-
Malpighi, Bologna.

Comparisons of quantitative variables between
groups of patients were carried out by the Wilcoxon-
Mann-Whitney rank-sum test, and the association
between categorical variables was tested by the x2 test.
The following risk factors related to relapse were
investigated: male sex, age, CCI >1, autoimmune
diseases, active ITP (platelet count <100x10%L and/or
ongoing therapy), previous splenectomy, and relapse
after previous SARS-CoV-2 vaccination.

The following risk factors associated with the
occurrence of Covid-19 were studied: male sex, age, CCl
>1, autoimmune disease, completion of the vaccine
course with two doses, and previous splenectomy.

Cumulative incidence of Covid-19 was identified,
considering death as a competing risk, from the
pandemic start to the first infection/last contact (Fine and
Gray model).

Results

Study cohort. Among the 1142 ITP patients present in the
ITP-2011-02 database, 297 patients were excluded
because they died before the pandemic (February 2020).
Of the remaining 845 patients, the diagnosis of ITP
occurred before February 2020 in 785 patients; 403
(51.3%) were untraceable or refused to answer our
questions. Therefore, 382 patients with ITP diagnosis
before the pandemic onset remained evaluable for the
present analysis. Sixty additional patients were
diagnosed with ITP during the pandemic (between
February 2020 and January 2022) (Figure 1).

Bologna ITP database
(1982 —2022)
n. 1142

Died before 2020
n. 297

— |

Lost to follow-up,
unwilling to respond
n. 403

Incidence, risk factors and outcome of COVID19 infection
n.442

I

Persistent/chronic ITP
(1982 — Feb 2020)
n. 382

Incidence and risk factors
for COVID-19 infection
related to ITP relapse

Incidence and risk factors
for COVID-19 vaccination
related to ITP relapse

Figure 1. Study cohort and aims.

I

Newly diagnosed ITP
(Feb 2020 —Jan 2022)
n. 60

Incidence and risk factors
for COVID-19 infection
related to ITP onset

Incidence and risk factors
for COVID-19 vaccination
related to ITP onset
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Table 1. Responses to front-line corticosteroids and number/duration of treatments during the first 6 months after diagnosis in newly diagnosed
ITP patients, according to relation to SARS-CoV-2 infection (upper table) and vaccination (lower table). In all patients who required therapy,
corticosteroids were used first-line and started at the same time as the diagnosis of ITP.

inf-ITP (n.5) no inf-ITP (n.55) p value
Patients receiving front-line corticosteroids, n. (%) 5/5 (100%) 49/55 (89.1%) 0.43
Opverall response (CR+R), n. (%) 3/5 (60.0%) 45/49 (91.9%) 0.03
CR, n. (%) 3/5 (60%) 33/49 (67.3%) 0.74
Lines of ITP therapies, median (range), n. 1(1-3) 1 (0-5) 0.75
Duration of ITP therapies, median (range), days 45 (31 -149) 56 (0-180) 0.42
Patients with ongoing ITP therapy after 6 months from therapy start, n. (%) 1/5 (20%) 17/49 (34.7%) 0.51
vax-ITP (n.13) no vax-ITP (n.47) p value
Patients receiving front-line corticosteroids, n. (%) 11/13 (84.6%) 43/47 (91.5%) 0.47
Opverall response (CR+R), n. (%) 11/11 (100%) 37/43 (86.0%) 0.19
CR, n. (%) 7/11 (63.5%) 29/43 (67.4%) 0.81
Lines of ITP therapies, median (range), n. 2 (0-3) 1 (0-5) 0.06
Duration of ITP therapies, median (range), days 150 (0-180) 54 (0-180) 0.04
Patients with ongoing ITP therapy after 6 months from therapy start, n. (%) 7/11 (63.6%) 11/43 (25.6%) 0.02

CR: Complete Response; R: Response.

Incidence and risk factors of newly diagnosed ITP
during the SARS-CoV-2 pandemic. From February 2020
to January 2022, 60 patients received a diagnosis of ITP
(28, 46.7%, during the first year of the pandemic). All
these 60 patients were followed for at least 6 months after
ITP diagnosis.

Five of these diagnoses (8.3%) were attributed to
SARS-CoV-2 infection (inf-ITP) and 13 (21.7%) to
vaccination (vax-1TP): 7 after mRNA-BNT162b2, 3
after mMRNA-1273 and 3 after ChAdOx1-S. Four patients
were diagnosed with vax-ITP after their first dose of
vaccine, 4 after the second and 5 after the first booster
dose.

In univariate analysis, only a younger age was
associated with a higher risk of inf-ITP, with a median
age of 41.9 years versus 70.2 years in patients with ITP
unrelated to Sars-CoV-2 infection (p=0.02). The
remaining risk factors were not associated with inf-ITP,
including male sex (40% of inf-ITP patients versus
45.5%, p=0.6), CCI >1 (20% of inf-ITP patients versus
25.5%, p=0.63), other autoimmune diseases (0% of inf-
ITP patients versus 12.7%, p=0.52).

Conversely, only older age was associated with a
higher risk of vax-ITP (median age 74 versus 55.9,
p=0.04). Male sex (OR: 3.48 [0. 85-14.27], p=0.08), CCI
>1 (OR: 2.3 [0.62-8.64], p=0.21), and presence of other
autoimmune diseases (OR: 3.2 [0.62-16.75], p=0.16)
were not associated to vax-ITP.

Response to therapy of newly diagnosed ITP according
to relation to SARS-CoV-2 infection/vaccination. Among
the 60 newly diagnosed ITP patients, 54 (90%) received
ITP therapy in the first 6 months from diagnosis. First-
line therapy was prednisone in all patients (dosage of 0.5-
1 mg/kg for 21 days, with tapering and discontinuation
in about 2-4 weeks).

Overall, 36 patients (66.7%) had a complete response,
12 patients (22.2%) had a response, and 6 patients
(11.1%) had no response.

Second-line therapy was required in 24 (66.6%)
patients, namely TPO-RAs (79.2%) and corticosteroids
(20.8%). Seven patients (29.1%) required third-line
therapy (71.4% TPO-RAs and 28.6% corticosteroids). A
fourth-line therapy was administered to 3 patients
(42.8%). The median duration of days spent on therapy
was 55.5 days (range 0-180). Six months after diagnosis,
18 patients were still in therapy.

All five inf-ITP patients received first-line therapy
with steroids. Compared with other patients diagnosed
during the pandemic, the inf-ITP patients achieved less
frequently a platelet response to the first line (p=0.03),
with comparable rates of complete responses (p= 0.74),
the median number of lines of therapy (p=0.75), duration
of therapy (p=0.42), patients on therapy after 6 months
of disease (p=0.51).

Out of 13 vax-ITP patients, 11 (84.6%) required
corticosteroids. Compared with other patients diagnosed
during the pandemic, no differences in terms of response
to the first line (p=0.19), complete response to the first
line (p=0.81), and the number of lines of therapy (p=
0.06) were observed. However, vax-ITP patients
required more prolonged therapy (p= 0.04). Also, 63.6%
of vax-ITP patients were still on therapy 6 months after
diagnosis (p= 0.02) (Table 1).

Incidence of relapsed ITP and correlation with SARS-
CoV-2 infection and vaccine. Overall, 382 patients with
an ITP diagnosed before the pandemic onset were
evaluable for this analysis, and 69 (18.1%) had at least
one relapse between February 2020 and January 2022.
360 (94.2%), 342, and 313 patients received the first,
second, and booster dose of the vaccine, respectively.
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Table 2. Distribution of vaccine types and them adverse events presented in at least 1% of ITP patients diagnosed before pandemic.

Vaccination Patient, Overall, | ArmPain, | Fever, | Fatigue, |Headache, Q;;Tg?a Gas(,jtir:())l'[\dt:i;mal a dle_r):(r)nneggoz;ly
n. (%) n. (%) n. (%) n. (%) n. (%) n. (%) n (%)’ n. (%) ' n. (%) '
Vaccine type received at 1° dose | 360 (100) | 113(31.3) | 52(14.4) | 35(9.7) | 22(6.1) | 11(3.1) 7(1.9) 2 (0.6) 1(0.3)
MRNA-BNT162b2 [Pfizer] | 272 (75.6) | 78 (28.6) | 40(14.7) | 20(7.3) | 13(4.8) | 7(2.6) | 5(L.8) 1(0.4) 1(0.4)
MRNA-1273 [Moderna] 50 (13.8) | 21(42.0) | 9(18.0) | 8(16.0) | 7(14.0) | 1(2.0) | 1(2.0) 0 (0) 0 (0)
ChAdOXx1-S [Astra Zeneca] 33(9.2) | 14 (42.4) 3(91) | 7(212) | 26.1) 3(9.0) | 1(3.0) 1(3.0) 0 (0)
JOhﬁgggcovz-s [Johnson & 1 51 4 0(0) 0(0) 00) | 00 | 0@ | 0 0(0) 0(0)
Vaccine type received at 2° dose | 342 (100) | 121(35.4) | 47 (13.7) |44(12.9) | 23(6.7) | 14(4.1) | 12(3.5) 3(0.9) 4(1.2)
MRNA-BNT162b2 266 (77.8) | 93(35.0) | 38(14.3) |33(12.4) | 18(6.8) | 11(4.1) | 8(3.0) 3(L1) 3(11)
MRNA-1273 46 (134) | 22(478) | 6(13.0) |10(21.7)| 4(87) | 2(43) | 3(65) 0 (0) 1(21)
ChAdOx1-S 30 (8.8) 6 (20) 3(3.3) 3(33) | 3(33) | 3(33) | 3(3.3) 0 (0) 0 (0)
Vaccine type received at booster | 313 (100) | 119(38.0) | 43(13.7) |42(13.4) | 24 (7.7) | 20(6.4) | 16(5.1) 2 (0.6) 5 (1.6)
MRNA-BNT162b2 119(38.0) | 36(30.2) | 14(11.7) | 9(76) | 9(76) | 542 | 4(3.9 1(0.8) 1(0.84)
MRNA-1273 194 (62.0) | 83 (42.8) | 29(14.9) |33 (17.0) | 15(7.7) | 15(7.7) | 12(6.2) 1(0.5) 4(2.1)

The distribution of vaccine types and tolerability is
described in Table 2.

Relapse was attributed to the SARS-CoV-2 vaccine
in 35 patients (50.7%) and to SARS-CoV-2 infection in
1 patient (1.5%). In 33 patients (47.8%), ITP relapse was
independent of both conditions.

Out of 35 patients with a vaccine-related relapse, 10
had a second ITP relapse attributed to the vaccine, for a
total of 45 observed relapses. Relapses were defined as
reduced platelet count requiring the start of a new
therapy (n. 23) or a dose increase of an ongoing therapy
(n. 7), or platelet count drop below 30x10%L and >20%
from Dbaseline in the absence of treatment
start/modification (n. 15). Only one patient experienced
a grade 3 bleeding requiring hospitalization.

Vaccinated patients
n. 360/382 (94.2%)

Vaccine-related relapses occurred in 12 (3.3%) cases
after the first dose, in 16 cases (4.7%) after the second
dose, and in 17 cases (5.4%) after the booster (p=0.3)
(Figure 2).

After the first and the second dose, the only risk factor
associated with relapse was an active disease (first dose:
OR 10.81, C12.33-16.13, p 0.002; second dose: OR 6.99,
Cl 2.16-12.85, p=0.001). After the booster dose, the risk
factors associated with relapse were active disease (OR
9.9, Cl 2.90-16.88, p<0.001) and ITP relapse after a
previous dose (OR 5.33, Cl 1.84-17.87, p=0.007). These
two factors remained associated with relapse in
multivariable analysis (OR 17.42, Cl 3.8-39.2, p<0.001
and OR 5.9, Cl 1.7-21.3, p=0.006).

h 4

Relapsed after the

h 4

first dose

n. 12/360 (3.3%)

h 4

start of a new therapy 5 pts
increase dose of an ongoing therapy 2 pts
platelet count drop below 30x10%/L and 220% 5 pts

Relapsed after the

Relapsed also after the first dose: 1 pt

second dose
n. 16/342 (4.6%)

»| start of a new therapy 10 pts
» increase dose of an ongoing therapy 3 pts
» platelet count drop below 30x10%/L and 220% 3 pts

Relapsed also after the first dose: 4 pt

Relapsed also after the second dose: 5 pt

booster dose

Relapsed after the >

n. 17/313 (5.4%)

start of a new therapy 8 pts
» increase dose of an ongoing therapy 2 pts
» platelet count drop below 30x10°%/L and >20% 7 pts

Figure 2. Patients with ITP who experienced a relapse after < 30 days from Sars-CoV-2 vaccination.
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Incidence and risk factor for COVID-19 in ITP patients.
Between February 2020 and July 2022, 81 out of the total
cohort of 442 (18.3%) patients contracted the SARS-
CoV-2 infection (asymptomatic in 16, 19.8%: mild in 47
patients, 58.0%; moderate in 10 patients, 12.3%; severe
in 8 patients, 9.9%; no fatal cases).

Infections occurred during the first wave (3 patients,
3.7%; severe in one case), the second wave (25 patients,
30.9%; severe in 5 patients), and the third wave (37
patients, 45.7%; severe in two patients) and fourth wave
(16 patients, 19.7%; no severe cases).

None of the patients who received at least one vaccine
dose had a severe infection. Moreover, as the number of
doses received increased, the frequency of infections
decreased, with an incidence rate of infection of 0.55 per
100 patient-years in patients who did not receive any
vaccine dose, 0.25 per 100 patient-years in patients who
completed the first vaccine cycle, 0.04 per 100 patient-
years in patients who received the booster dose (p
<0.001).

In univariate analysis, age >60 years and the
completion of the vaccine cycle were protective factors
against the SARS-CoV-2 infection (SHR 0.4, p= 0.03
and SHR 0.08, p< 0.001, respectively). In multivariate
analysis, only vaccine cycle completion was confirmed
as a protective factor (SHR 0.1, p< 0.001) (Figure 3).

UNIVARIATE
SHR(95%Cl) p

MULTIVARIABLE
SHR(95%Cl) p

Male sex * 0.99 (0.64-1.55) 0.98

Age 2 60 - 0.40 (0.17-0.91) 0.03 0.64(0.28-1.13) 0.08

CClz14 . 0.59 (0.35-1.03) 0.07
Immune disease - :. 1.04 (0.39-2.69) 0.94
22 vaccine doses-@

0.08 (0.05-0.13) <0.001 0.10 (0.05-0.17) <0.001

Splenectomy-{ -: 0.98 (0.48-2.03) 0.96

1
Increased probability of COVID-18 infection

SHR (95% Cl)

Figure 3. Risk factor for COVID19 in ITP patients.

Discussion. We observed that almost 30% of newly
diagnosed ITPs were related to SARS-CoV-2 infection
(8.3%) or vaccination (21.3%). These data confirm that
Covid-19 may play arole in the development of ITP in a
significant, albeit minority, fraction of patients.

Among the risk factors for ITP onset evaluated, only
age (younger if post-infection, older if post-vaccine) was
shown to be significantly associated with the
development of Covid-19-related ITP. In the absence of
strong individual predictive factors (e.g., presence of
immune  disorders, comorbidities, gender), the
recommendation to monitor platelet count in the general
population only when signs or symptoms attributable to
thrombocytopenia appear remains valid.*"3®

Notably, during the first 6 months, vaccine-related

ITPs required a median of 150 days of therapy compared
to Covid-19-unrelated ITPs diagnosed in the same period
that required a median time of 54 days, with equal
treatment choices. This represents an important caveat
about the possible greater management difficulties of
such ITPs, which would therefore merit closer
hematological monitoring and detailed patient
information. Notably, Spike protein serology is often
higher after the vaccine than in those infected and not
vaccinated®™®!, Greater stimulation by vaccination,
compared with infection, might explain why patients
with vax-ITP, but not those with inf-ITP, showed a
shorter duration of response.

Second, we observed that SARS-CoV-2 vaccination
was a significant trigger of ITP relapse in patients with
persistent or chronic ITP, associated with over 50% of
ITP relapses observed between February 2020 and
January 2022. This association may be due to the
activation of the immune system, mediated by the
vaccine's components. Indeed, the spike protein
produced by signal translation, mMRNA, excipients, lipid
component, or viral capsid can stimulate B lymphocytes,
T lymphocytes, or complement**** and could configure
an adjuvant-induced autoimmune syndrome.*>*¢ Among
patients with pre-existing ITP, active disease, and
previous vaccine-related relapse were significantly
associated with ITP relapse following vaccination.
Weekly platelet monitoring for 3-6 weeks is
recommended in these patients after every vaccine
dose.®” Overall, these results suggest that Covid 19
testing may be relevant in ITP diagnostic workup both
for new and relapse.

Finally, we observed that 81 ITP patients had
acquired SARS-CoV-2 infection. Of them, about 10%
required hospitalization, with two patients admitted to an
ICU. As demonstrated in other hematological,*"*® or
rheumatological diseases,*** although the incidence
Covid-19 in ITP patients is not significantly increased
compared with the general population,® a severe
infection seems to be more frequent.

This observation reinforces the indication to include
patients with ITP among those at risk for Covid-19
infection, prioritizing vaccination and suggesting careful
adherence to hygiene norms and timely swab screening
if symptoms appear.

Notably, severe/critical Covid-19 infections occurred
only in patients who had not yet received even one dose
of vaccine. Therefore, these patients should receive
immediate antiviral therapy in case of infection.

Limitations of this study are the retrospective nature
of the data collection, with possible reduced accuracy of
the data entered, the omission of relevant events, and the
small cohort. Our results should be validated in larger
cohorts.

Some ITP diagnoses and relapses may have escaped
our Hematology Center because they were followed up

www.mjhid.org Mediterr J Hematol Infect Dis 2023; 15; e2023029

Pag.6/9


http://www.mjhid.org/

in another center or by the general practitioner. Also,
many patients were excluded from this cohort because
they were untraceable.

Overall, the pandemic has complicated the
management of ITP, both the vaccine and the infection
being associated with a more aggressive disease onset
but also with an increased risk of relapse, compared with
a clear protective effect of the vaccine against severe
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