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cultivates social responsibility to the trainees, which is

necessary for the progress of the society. We strongly believe

that first aid training shall beincluded as part of basic education

as a compulsory module, that can be taught by trained school
teachers.

ELEANA TsE,12 GEorcE ALExIou?

FromDepartment of Neurosurgery,

University of loannina, School of Medicing;

2Department of Early Childhood Education,

School of Education,

University of loannina;

Greece.

*galexiou@uoi.gr

REFERENCES

1. Mehreen S, Mathur A, Jat J, Pathak A. Effectiveness of an educa
tional school-based intervention on knowledge of unintentional in-
jury prevention and first aid among studentsin Ujjain, India. Indian
Pediatr. 2021;58:532-36.

2. Semeraro F, Wingen S, Schroeder DC, et d. KidsSaveLives—Three
yearsof implementationin Europe. Resuscitation. 2018;131;e9-e11.

3. LukasRP, Van AkenH, Mdlhoff T, et al. Kidssavelives: A six-year
longitudinal study of schoolchildren learning cardiopulmonary re-
suscitation: Who should do theteaching and will the effectslast? Re-
suscitation. 2016;101:35-40.

4. Bottiger BW, Semeraro F, Altemeyer KH, et a. Kids Save Lives:
School children education in resuscitation for Europe and theworld.
Eur J Anaesthesiol. 2017;34:792-96.

Safety: APrimary Concernin
ThalidomideUsein Thalassemia

| reed withinterest thearticleby Chandra, eta. [1] publishedinthe
journa recently. Authors have presented their dataon the efficacy
and safety of thalidomide in adolescents with transfusion
dependent thalassemia (TDT). It is an excellent effort and much
awaited publication keepingin view the quantum of thalassemiain
India, the high cost of bone marrow transplant (BMT), and the
scarcedataon useof thalidomidein TDT. However, | wouldliketo
highlight afew issuesin thestudy.

The primary concernwith useof thalidomidein TDT remains
safety rather than efficacy. A study period of six monthsistoo short
for adiseaserequiring long-term therapy with thalidomide. During
astudy of any new drug for adisease, the criteriafor stoppage of
trial are pre-defined for ensuring safety [2]. In their study, 8/37
devel oped infection with one death (dueto unrelated causes), and
10/37 developed neutropenia (one severe grade-111 neutropenia)
and onegrade-1V rend injury. Such ahighincidence of neutropenia
is unexplained by co-administration of deferiprone aone [3].
Considering the small sample size, continuing the tria despite
severeadversereactionsmay warrant moredetails.

Thevery low basglinemean hemoglobin F (HbF) and the steep
rise in the study [1] is not supported by the literature. Mean
baseline HbF levelswere 2.95% and haverisen to 49.2% after six
months of thalidomide therapy. The baseline levels are generally
higher (10-60%) in adolescentsin the studies of HbF inducersin
thalassemia[4]. Alsoinclinical studies, onanaverage, a20%riseis
seeninrespondersof HbF-inducer agentsinthaassemia[5].

Thebaselinemean packed cdll receivedinthe study cohort was
75 mL/kg in last 6 months, which seems quite modest for
adolescent children with thalassemia (12-18 years) as their
requirement is high due to growth and pubertal spurt. Even the
sample size calculation in the study was based on assumption of
220 mL/kg/year. Therefore, wasthere aselection biasasthe cases
wererandomly enrolled?
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Presuming themean hemoglobin (Hb) depictedin comparative
teble Il are mean pretransfuson Hb (not mentioned in
methodology); mean Hb at baseline was 9.45 g/dL and at end of
study was 8.89 g/dL . Were study children under-transfused during
study period of 6 months?Also, meanthaidomidedoseinbasdine
tablel is2.05 mg/kg/day, whichiswell below themean daily dose of
thalidomideinthreeresponsegroupsasdepictedinTablelll.
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REPLY

We are thankful to the reader for appreciating the need for
developing drugsfor thalassemia. Thelearned reader hasreiterated
the same safety issueswhich we had already mentioned inthelast
paragraph of our paper, including the need for larger studies
addressing safety of thalidomide[1]. Werestricted the study for 6
monthson account of financial reasons.

Asregards adverse effects (AES), reader’sattentionisdrawn
to arecent study on another fetal haemoglobin (HbF) inducer—
luspatercept. In this study, 96% patients had one or more AE
with 29% having AE grade 3 or more, 15% having seriousAE with
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several having infections. Even patients in placebo group had
severa infections [2]. High incidence of neutropenia is an
important finding and it wasrightly documented. Thereader has
quoted our previouswork, which looked at deferiprone safety in
young children. This study had children on deferiprone
monotheray [3].

The very low baseline mean HbF were on account of thefact
that the patientswereon regular transfusion at 2-3 weeksinterval,
with mean pre-transfusion Hb of 9-10.5g/dL , whichisexpected to
keep patients erythropoiesis under check. The study by Ren, et
al. [4] wasin patients with thalassemia intermedia, where higher
baseline HbF are noted as these patients are not regularly
transfused [4]. A good pre-transfusion Hb is aso the reason for
lower requirement of packed cell. Hb during the study is dightly
lower than baseline Hb but the difference is statigtically not
significant. Thedoseof thaidomidein Tablel isthestarting dose.
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