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To the Editor,

The recent report entitled “Hydroxychloroquine-associated 
thrombotic thrombocytopenic purpura” (TTP) was very 
interesting [1]. Arıkan et al. [1] concluded that the patient 
represented a possible case of hydroxychloroquine-induced 
TTP and called for awareness of this possible adverse effect of 
hydroxychloroquine (HQ) in alternative therapy for coronavirus 
disease-19 (COVID-19). In fact, TTP might be the result of many 
disorders. In the present case, it can be confirmed that the 
patient had TTP, but the etiology is not clear. There is a lack 
of explanation of the patient’s presenting symptom. The exact 
disease of the patient at the first presentation is a question to 
be discussed. 

First, hydroxychloroquine-related TTP is extremely rare and 
the dosage should be high. In this patient, the dosage might 
not have been high. Also, there are many criteria of the 
Naranjo scale that might not have been completely fulfilled, 
such as proven drug existence in the blood, history of previous 
reaction, reappearance after re-administration, worsening 
after increasing dose, improvement after discontinuation, 
and exclusion of other possible objective evidence. Second, 
whether this was COVID-19 or not has to be discussed. It is 
clear that there was a negative polymerase chain reaction 
(PCR) result. It is possible that this patient might have had a 
clinical presentation resembling a COVID-19 case such that 
the physician in charge decided to use H alternative therapy 
without waiting for the PCR test for COVID-19. Regarding 
negative PCR results, there is a chance of a false negative. In a 
recent publication, Arevalo-Rodriguez et al. [2] stressed “the 
need for repeated testing in patients with suspicion of SARS-
CoV-2 infection given that up to 54% of COVID-19 patients 
may have an initial false-negative reverse transcription 
polymerase chain reaction.” To decrease the false negative 
rate, it was suggested to consider the evidence of abnormal 
blood aspartate aminotransferase and lactate dehydrogenase 
level [3], which were also observed in the present case. 
Additionally, TTP might also be induced by COVID-19 [4].

Third, if we believe that this was not a COVID-19 case, it should 
be further considered what illness the patient had. Another 
possibility that might be easily forgotten is systemic lupus 

erythematosus (SLE). The patient had many clinical features, 
such as hematological findings, that might be seen in SLE. 
Nevertheless, there was a lack of complete laboratory work-up 
for SLE; therefore, that diagnosis was not possible. In SLE, TTP 
might be the clinical presentation [5]. The use of steroids as well 
as plasmapheresis can also help treat patients with SLE-related 
TTP. 
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To the Editor,

We thank our colleagues for their valuable comments and 
interest in our recently published letter [1]. Thrombotic 
thrombocytopenic purpura (TTP) is a life-threatening thrombotic 
microangiopathy. Most patients present with a pentad of 
symptoms. However, only less than 10% experience all elements 
of the identified criteria. Most of the symptoms related to TTP 
are caused by microthrombi [2]. It is quite possible to have 
patients who present with symptoms attributable to tissue/
organ ischemia. Thus, chest/back pain as the first presenting 
symptom of TTP has been reported, and after exclusion of other 
life-threatening conditions, it should be considered as a disease-
related symptom as well [3,4]. We did not mention that this 
symptom is regarded as a presenting symptom of TTP, since the 
manuscript length is restricted for letters. The patient had two 
negative polymerase chain reaction (PCR) results for COVID-19 
and chest computed tomography (CT) with angiography did not 
reveal pulmonary thromboembolism. Cardiac markers were not 
consistent with acute coronary syndrome. Chest/back pain was 
relieved by plasma exchange therapy. Thus, the first presenting 
symptom of the patient was clearly related to TTP. 

We presented the whole Naranjo scale and calculated an overall 
score, according to which we declared that a relationship 
between hydroxychloroquine (HQ) and TTP was possible. We 
did not claim that all Naranjo criteria were fulfilled. Moreover, 
there is no need to have a full Naranjo score to draw a causal 
relationship. 

COVID-19 has persisted for about a year or so. Information 
about the clinical symptoms, diagnosis, and definite treatment 
is still scarce. Almost all treatment options initially accepted 
as the gold standard have been substantially changed by the 
results of randomized controlled trials. Thus, all we could do was 

perform PCR and thorax CT to make a diagnosis. We did so, and 
we had negative results twice. What more could have we done 
to exclude the possibility of COVID-19? Further discussion would 
be mere speculation. However, people do die because of the 
catastrophic course of this disease, and we think that COVID-19 
leading to TTP would have followed a more catastrophic clinical 
course than that experienced by our patient. 

Finally, most cases of TTP are idiopathic. In our case, however, 
we have claimed a possible relationship between HQ and TTP. 
Systemic lupus erythematosus can be an underlying disease of 
TTP. However, it is mostly seen in women of child-bearing age; 
it is extremely rare in 65-year-old men. 

 

Best Regards,

Fatma Arıkan, Yasin Yıldız, Tarık Ercan, Özen Oruç, Seçkin Akçay, 
Fergun Yılmaz, Tayfur Toptaş, Tülin Tuğlular
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