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Letter to the Editor
Musculoskeletal chronic graft versus host 
disease  –  A rare complication of allogeneic 
hematopoietic stem cell transplantation: 
A case report and review of its literature
DOI: 10.4103/sajc.sajc_145_17
Dear Editor,
Chronic graft versus host disease  (cGVHD), the most 
common complication after allogeneic hematopoietic stem cell 
transplant  (Allo‑HSCT), is the main contributory factor for 
morbidity and mortality in transplant patients. Musculoskeletal 
GVHD is a rare manifestation of cGVHD, with a potential to 
cause functional impairment, disability, and affect the quality 
of life. Here, we report a 36 years male, who had chronic skin 
and musculoskeletal GVHD after 9 months of Allo‑HSCT. The 
patient was successfully treated with steroids. Musculoskeletal 
chronic GVHD is an extremely rare complication of allogeneic 
stem cell transplantation. We present a case of musculoskeletal 
cGVHD and review of its literature.
A 34‑year‑old male was diagnosed with Philadelphia 
chromosome‑positive chronic myeloid leukemia in chronic 
phase in November 2014. The patient was started on 
imatinib 400  mg once a day. He developed bilateral cervical 
lymphadenopathy, for which he underwent excision of 

Figure 1: Positron emission tomography‑computed tomography showing 
multiple minimally enhancing lesions in the muscles of body

Figure  2: Positron emission tomography‑computed tomography scan 
after 4 months of treatment showing near complete resolution of multiple 
minimally enhancing lesions in muscles of body

the cervical lymph node. Histopathological examination 
revealed T‑cell lymphoblastic lymphoma. He received four 
cycles of chemotherapy regimen of cyclophosphamide, 
vincristine, Adriamycin, Dexamethasone, cytarabine, and 
methotrexate and dasatinib. After treatment, he achieved 
complete molecular remission. Then, he underwent human 
leukocyte antigen‑matched, major ABO mismatch Allo‑HSCT 
on September 2015. In the posttransplant period, he was treated 
with cyclosporine and short‑term methotrexate as GVHD 
prophylaxis, and cyclosporine was stopped after 6  months. 
His chimeric studies showed complete donor chimera and his 
blood group changed to donor type. His breakpoint cluster 
region‑Abelson kinase  (BCR‑ABL)  (real‑time quantitative 
polymerase chain reaction  [RQ‑PCR]) was normal. However, 
he developed grade  2 skin and oral chronic GVHD after 
discontinuation of cyclosporine which was treated with 
steroids and had good response to it and was tapered. While 
the steroids were being tapered off, he presented with acute 
onset weakness of both upper and lower limbs along with 
swollen, red, and tender muscles. Investigations revealed high 
creatinine phosphokinase MM (1027 U/L). Neurologist opinion 
was taken for limb weakness. His bone marrow studies and 
BCR‑ABL  (RQ‑PCR) were normal. Chimeric studies by 
variable number tandem repeat also showed donor cells. His 
viral marker studies including cytomegalovirus and adenovirus

(Continue on page 168...)
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were normal. Positron emission tomography‑computed 
tomography  (PET‑CT) showed multiple minimally enhancing 
lesions in the muscles of body  (maximum standardized uptake 
value of 5.7)  [Figure  1]. He underwent muscle biopsy, which 
revealed mononuclear infiltrates. After extensive investigations, 
he was diagnosed with musculoskeletal chronic GVHD and 
was treated with steroids with good response. His weakness 
gradually improved and he was discharged. PET‑CT scan 
done after 4  months showed near complete resolution of 
multiple minimally enhancing lesions in muscles of body 
(maximum standardized uptake value of 1.72)  [Figure  2]. He 
was on regular follow‑up, and his disease is under complete 
molecular remission with his BCR‑ABL IS normalized copy 
0.00% which at the time of diagnosis was 161.18% [Figure 3].
Chronic GVHD is an immune‑mediated disorder that 
affects multiple organs and tissues with varying severity. 
Musculoskeletal complications of chronic GVHD are rare 
with incidence ranging from 0.54%–0.55% to 2%–3%[1,2] after 
Allo‑HSCT. These complications are important contributory 
factor for morbidity; and thus, significantly impair functional 
status and quality of life of patients with increased risk 
of mortality.[3] The pathophysiology of chronic GVHD is 
incompletely understood. It has been postulated that defective 
selection of T‑cells by damage to the thymus, T‑regulatory 
cell deficiencies, aberrancy in B‑cells leading to autoantibody 
production, and formation of profibrotic lesions are hypothetic 
theories that emerged from experimental studies.[4] A biopsy 
read as “consistent with” or “unequivocal” GVHD will be 
considered sufficient to support the diagnosis of chronic 
GVHD if accompanied by at least one distinctive clinical 
manifestation.[5] The skeletal muscle biopsy changes have 
been reported to range from mild perimysial lymphocytic 
infiltrates to extensive endomysial inflammation with necrosis 
and regeneration of fibers.[6] Corticosteroids are the mainstay 
of treatment for musculoskeletal chronic GVHD. Improvement 
occurs within days in many cases or may be delayed up 
to 4–6  weeks.[7] Our patient has distinct clinical feature of 
musculoskeletal chronic GVHD supported by histopathology. 

He has ocular and oral GVHD. He responded to corticosteroids, 
and eventually, steroids were tapered, and now his muscular 
weakness has improved, and the disease is under complete 
molecular remission.
A musculoskeletal complication of chronic GVHD is extremely 
rare. Early recognition of these complications is of high 
importance for appropriate treatment and avoidance of 
potentially life‑threatening events. Our report also highlights 
the teamwork between hematologists, radiologists, neurologists, 
neurophysiologists, and physiotherapists, which is important 
for the better care of musculoskeletal chronic GVHD‑related 
diseases.
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Figure 3: Breakpoint cluster region – Abelson kinase is normalized copy 
percentage trend from diagnosis, that is, 161.18%–0.00% suggesting 
complete molecular remissions
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