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Graft-versus-host disease (GVHD) remains a complex 
condition with a challenging diagnosis, in which derma-
tologists play a key role due to its frequent and varied 
cutaneous manifestations (1). We present the finding of 
hyperkeratotic spicules in an allotransplanted patient, 
compatible with an atypical variant of graft-versus-host 
disease (GVHD). Paediatric transplants represent 30% 
or less of all allogeneic stem cell transplants (SCT) per-
formed worldwide (2). Advances in supportive care have 
significantly reduced early transplant-related mortality, 
thereby increasing the focus on long-term complications 
in these patients. Despite the efforts to reduce its inci-
dence, chronic graft-versus-host disease (cGVHD) still 
affects around 50% of allogeneic HSCT recipients. The 
skin is the most commonly involved organ in cGVHD 
(3), lichen planus-like lesions and sclerotic changes being 
the most distinctive cutaneous features. However, less 
frequently, we may find atypical skin manifestations that 
can hinder diagnosis and proper management.

CASE REPORT
A 13-year-old girl had a history of extramedullary acute myeloid 
leukaemia diagnosed in 2019; hematopoietic progenitor transplan-
tation was performed in March 2023 due to the failure of multiple 
lines of chemotherapy. She presented with grade IV GVHD with 
gastrointestinal and skin involvement in April 2023, showing good 
response to ruxolitinib and extracorporeal photopheresis.

In September 2023 the patient was referred to Dermatology 
for hyperkeratotic folliculocentric and spiculated lesions on eryt-

hematous plaques predominantly on the face, of evolution over 
weeks, resembling lichen spinulosus (Fig. 1). Subsequently, she 
presented extra-facial extension, with lesions on the neckline, 
back, pubis, and proximal region of the limbs. The patient had 
a history of unsuccessful treatments for seborrheic dermatitis 
and demodicosis, including topical corticosteroids (0.1% met-
hylprednisolone cream), 1% pimecrolimus, and oral ivermectin. 
Differential diagnosis between lichen spinulosus, trichodysplasia 
spinulosa, and spicules associated with paraproteinemia was sug-
gested. The biopsy showed compact parakeratotic hyperkeratosis 
in the infundibular exit with melanophagia in the basal layer (Fig. 
2) and ruled out the presence of polyomavirus and nonspecific 
immunofixation for immunoglobulins (4). Eventually, she deve-
loped clinical manifestations compatible with enterocolitis and 
gastrointestinal involvement due to GVHD.

Reviewing the temporal sequence, we observed that the skin 
findings appeared following a dose reduction of ruxolitinib (from 
2.5 mg BID to 2.5 mg QD) and improved markedly with the inten-
sification of immunosuppression with oral methylprednisolone, 
photopheresis, and ruxolitinib (Fig. 3). This finding, together with 
the forms of follicular keratosis pilaris-like GVHD described in the 
literature, led us to confirm that we were dealing with an atypical 
variant of GVHD.

DISCUSSION

Graft-versus-host disease is a frequent complication follo-
wing allogeneic stem cell transplantation (SCT), occurring 
in over 50% of cases, influenced by both donor and reci-
pient characteristics (5). GVHD typically manifests in 2 
forms: an acute presentation occurring from days to weeks 
post-allogeneic SCT, or a chronic form that emerges 

Fig. 1 (A, B) Folliculocentric hyperkeratotic spiculated lesions on erythematous plaques on the face and thorax. c-Spiny protrusions reminiscent of lichen 
spinulosus seen in more detail with dermoscopy.
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months to years later. Acute GVHD commonly presents as 
a morbilliform erythematous rash, often accompanied by 
fever, diarrhoea, and elevated liver enzymes. In contrast, 
cGVHD is a more variable condition (6).

Cutaneous GVHD has historically been categorized 
into lichenoid and sclerodermoid variants. However, 
early manifestations can be subtle, and, even in children, 
a wide range of atypical skin presentations may also 
be encountered (7). These manifestations may include 
vitiligoid, poikiloderma, papulosquamous, and keratosis 
pilaris-like eruptions. These atypical cutaneous findings, 
mimicking other skin conditions, should lead dermato-
logists to have a high clinical suspicion for GVHD in 
patients with stem cell transplantation.

Regarding this distinct follicular distribution, several 
studies have proposed the existence of a form of follicular 
GVHD in the adult population. Sale and Beauchamp 
suggest the hair follicle bulge as an early GVHD target 
(8). Follicular involvement is an almost constant histo-
pathological finding in GVHD; however, cases where 
follicular eruptions are the primary clinical manifesta-
tion in either acute or chronic GVHD have rarely been 
reported. Some of these reports include the comedonal 
variant, with follicular lesions that may resemble closed 
and open acne-like comedones (9). Other variants include 
keratosis pilaris-like eruptions, with erythematous fol-

licular papules evolving into old scaly papules (5, 10). 
Additionally clinical manifestations combining lichenoid 
and keratosis pilaris-like eruption have also been descri-
bed (11). While several adult cases of follicular GVHD 
have been described, we were unable to find any publis-
hed reports specifically documenting folliculocentric 
chronic GVHD in paediatric patients. Though keratosis 
pilaris-like GVHD is briefly mentioned in some studies 
(12), to our knowledge this is the first reported case of 
cGVHD mimicking lichen spinulosus.

The primary differential diagnosis is trichodysplasia 
spinulosa, a rare skin disease in immunocompromised 
patients caused by active infection with TSPyV poly-
omavirus, leading to characteristic follicular papules 
and spines. Nonetheless, we ruled out this diagnosis, 
considering that the biopsy did not show compatible 
histology (eosinophilic trichohyalin protein deposits 
in the inner root sheath) and was negative for TSPyV 
immunohistochemistry. Moreover, the intensification of 
the immunosuppressive regimen would lead to a worse-
ning of trychodysplasia lesions, not an improvement, as 
we can appreciate in our case. Another skin entities that 
may present with spiny protrusions includes folliculotro-
pic mycosis fungoides (13) and multiple myeloma (14).

One of the difficulties in the diagnosis of these atypical 
variants of cGVHD is clinicopathological correlation. 

Fig. 3. (A, B) Complete resolution of the lesions after 
the introduction of an immunosuppressive regime with 
methylprednisolone, photopheresis, and ruxolitinib.

Fig. 2. (A) Compact parakeratotic hyperkeratosis in the infundibular exit (H&E, 100×). (B) Perivascular infiltrate composed of lymphocytes in the 
superficial middle dermis with intense melanophagia.

http://medicaljournalssweden.se/actadv
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Traditionally, the histological diagnosis of acute GVHD 
was based on the presence of basal apoptosis, with or 
without lichenoid infiltrate. Chronic GVHD appears 
as a pleomorphic disorder with protean morphological 
clinical patterns including eczematoid, psoriasiform, 
erythrodermic, lupus erythematous-like, and keratosis 
pilaris-like eruption (1). Collaboration between dermato-
logists and pathologists is essential to reach a diagnosis.

First-line treatment typically involves systemic corti-
costeroids, but long-term use can lead to significant side 
effects, and many patients become steroid-refractory 
or dependent, necessitating additional therapies. Skin-
directed treatments such as topical corticosteroids, 
topical calcineurin inhibitors, and phototherapy have 
demonstrated efficacy in improving skin symptoms and 
reducing the need for systemic immunosuppression (15). 
For more severe or refractory cases, systemic agents such 
as immunomodulatory drugs, kinase inhibitors, extracor-
poreal photopheresis, as we have used in our case, are 
increasingly employed, though optimal sequencing and 
selection remain areas of ongoing research. There is no 
universally agreed treatment algorithm, and management 
is often personalized based on organ involvement and 
patient response.

In conclusion, this case highlights a rare and atypical 
presentation of chronic graft-versus-host disease in a 
paediatric patient, manifesting with lichen spinulosus-
like cutaneous lesions. It underscores the importance of 
maintaining a high index of suspicion for cGVHD in 
patients with unusual skin findings following stem cell 
transplantation, especially when conventional treatments 
for other dermatologic conditions fail.

Accurate diagnosis requires close clinicopathological 
correlation and multidisciplinary collaboration, par-
ticularly between dermatology and pathology. Given 
the variability in clinical presentation and the absence 
of standardized treatment algorithms, recognizing and 
reporting such atypical variants is essential to impro-
ving diagnostic accuracy and optimizing patient care in 
paediatric cGVHD.
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