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LETTERS TO THE EDITOR

To the Editor,

We read with great interest the article “A rare complication 
developing after hematopoietic stem cell transplantation: 
Wernicke’s encephalopathy” by Solmaz et al. [1]. Wernicke’s 
encephalopathy (WE) is an acute syndrome requiring emergent 
treatment to prevent death and neurologic morbidity [2]. While 
most often associated with alcoholism, WE also occurs in the setting 
of prolonged intravenous feeding without adequate thiamine 
supplementation, prolonged starvation or unbalanced nutrition, 
gastrointestinal surgery, systemic malignancy, and transplantation 
[3]. The classic triad of WE includes encephalopathy, oculomotor 
dysfunction, and gait ataxia. In their article, Solmaz et al. reported 
a patient who developed WE following hematopoietic stem cell 
transplantation (HSCT) and they concluded that this was due to 
prolonged total parental supplementation and lack of thiamine 
supplementation. The only other suggested cause was the 
use of busulfan in the conditioning regimen. In the literature 
there is a link of WE to HSCT, malignancies, or chemotherapies. 
Here we report a new patient who developed WE during acute 
lymphoblastic leukemia (ALL) treatment. 

A 13-year-old female patient diagnosed with intermediate risk group 
ALL developed severe neutropenia after a high-dose methotrexate 
block and oral Purinethol (BFM protocol M). Ceftazidime and 
fluconazole treatment was started due to fever. After 3 days the 
patient had poor oral intake and received total parenteral nutrition 
(TPN) containing protein and dextrose. On the 6th day of TPN 
she had fever, abdominal pain, nausea, and bilious vomiting. Her 
abdominal ultrasound revealed typhlitis. Ceftazidime-fluconazole 
treatment was switched to meropenem and L-amphotericin and oral 
intake was stopped. On the 8th day of TPN, the patient developed 
confusion, altered mental status, horizontal nystagmus, and lateral 
gaze paralysis in the right eye. Her brain computed tomography 
(CT) was normal. However, brain magnetic resonance imaging (MRI) 
showed increased signal in the bilateral thalamic pulvinar and 

mammillary bodies in the axial fluid-attenuated inversion recovery 
(FLAIR) sequence (Figure 1). These were concluded to be classic 
findings of WE [4]. Intramuscular thiamine at 200 mg three times a 
day for the first 3 days (600 mg/day total), 100 mg two times a day 
for the next 3 days (200 mg/day total), and 100 mg thiamine daily 
for the last 3 days was given. A rapid improvement of neurologic 
symptoms was observed on the third day of thiamine treatment. 
The patient’s thiamine level was 55 mg/L and 125 mg/L before and 
after the treatment, respectively (normal range: 25-75 mg/L). She 
was discharged from the hospital with good oral intake and normal 
neurological examination.
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Figure 1. Increased signal in the bilateral thalamic pulvinar 
and mammillary bodies in the axial fluid-attenuated inversion 
recovery sequence.
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WE is primarily a clinical diagnosis. Response to treatment may 
be diagnostic. The sensitivity and specificity of serum thiamine 
level in symptomatic patients is unclear, as the blood level may 
not reflect the brain thiamine level. A normal blood thiamine 
level, as in our patient, does not exclude the possibility of WE 
with MRI findings [5]. MRI is more sensitive than CT in WE [6]. In 
conclusion, all at-risk patients with undiagnosed altered mental 
status, oculomotor disorders, or ataxia must be evaluated for 
WE. Further studies are needed for examining the possible role 
of chemotherapeutics in the development of WE.
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Comment: In Response to “Megaloblastic Anemia with Ring 
Sideroblasts is not Always Myelodysplastic Syndrome”
Yorum: “Halka Sideroblastlı Megaloblastik Anemi Her Zaman Miyelodisplastik Sendrom 
Olmayabilir”e Yanıt
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To the Editor,

I read the letter “Megaloblastic Anemia with Ring Sideroblasts is 
not Always Myelodysplastic Syndrome” by Narang et al., recently 
published in this journal [1]. The manuscript is well written 
with a description of a very informative case of megaloblastic 
anemia with ring sideroblasts in a young female of 18 years 
old. Ring sideroblasts are associated with abnormal expression 
of several genes of heme synthesis or mitochondrial iron 
processing [2]. After exclusion of non-neoplastic causes of ring 
sideroblasts such as congenital/hereditary sideroblastic anemia 
and acquired reversible sideroblastic anemia (drugs, toxins, or 
nutritional deficiency), myelodysplastic syndrome (MDS) can be 
strongly suspected, particularly in elderly patients. The presence 
of ring sideroblasts alone is not sufficient for a diagnosis 

MDS; the presence of refractory cytopenia(s) is a prerequisite. 
Refractoriness can only be established after exclusion of 
secondary causes, most importantly nutritional deficiencies. 
After that, a complete evaluation of the erythroid, myeloid, 
and megakaryocytic lineages of bone marrow is essential. At 
least 15% ring sideroblasts are required for the diagnosis of 
MDS with ring sideroblasts (MDS-RS) in cases lacking mutations 
in the spliceosome gene SF3B1. SF3B1 mutations are found 
in 60%-80% of patients with refractory anemia with ring 
sideroblasts (RARS) or RARS with thrombocytosis (RARS-T) and 
are associated with favorable prognosis [3]. In the recent World 
Health Organization (WHO) 2016 classification, cases with ring 
sideroblasts and multilineage dysplasia without excess blasts or 
isolated del (5q) abnormality are categorized as MDS-RS. Recent 

Address for Correspondence/Yazışma Adresi: Hande KIZILOCAK, M.D.,
İstanbul University Cerrahpaşa Faculty of Medicine, Department of Pediatric Hematology-Oncology,  
İstanbul, Turkey Phone :  +90 533 648 21 88
E-mail : handekizilocak2@yahoo.com 

Received/Geliş tarihi:  January 25, 2016
Accepted/Kabul tarihi: September 06, 2016

DOI: 10.4274/tjh.2016.0044


