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Key clinical message:

Graft Vs Host Disease (GVHD), is an immunologically mediated condition seen in allogenic
Hematopoietic Stem Cell Transplant (HSCT) recipients. Because of the rarity of the disease, non-
specific presentation and lack of clinicopathological correlation, its diagnosis is often delayed and
prompt treatment is deferred, with increased mortality.
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Case Report:

BACKGROUND

Graft Vs Host Disease (GVHD) is an immunologically mediated polymorphically presenting
condition manifesting with widespread systemic, cutaneous and mucosal involvement.(1) It occurs
mostly in allogenic Hematopoietic Stem Cell Transplant (HSCT) recipients, ascribable to cell
mediated programmed destruction by cytotoxic T-Lymphocytes.(2) GVHD is etiologically linked
to minor mismatch in the Human Leukocyte Antigen (HLA) locus. However, host factor such as
age or donor factors such as related vs unrelated, T cell replete vs deplete, or type of conditioning
procedure such as reduced intensity radiotherapy or chemotherapy also aid in causation.(3) As
around 20,000 allogenic HSCT are performed annually, with 66 Transplants conducted in a single
government based tertiary center in Nepal, clinicians need to be vigilant about varied clinical
features of GVHD.(4) (5)Multiple organs are involved in GVHD such as Liver, Gastrointestinal
tract and Skin, in which the later is almost always involved. Skin involvement can also be varied
based on acute or chronic GVHD. In which case, aGVHD presents mostly with maculopapular
exanthem with predominant involvement of extremities and trunk and in extreme forms with Toxic
Epidermal Necrolysis (TEN) like skin denudation linked with high mortality.(2,6,7)

GVHD, due to its varied presentation is difficult for clinicians to diagnose, which more often than
not, leads to fatal consequences.(7) This case report reiterates importance of clinical acumen in
preventing non-relapse associated mortality in hematological cancer patients post allogenic HSCT
in resource poor settings.(8) Herein, we report a case of aGVHD with extensive skin exfoliation,
penile ulcer and survival attributed to good clinical acumen, histopathological correlation and
prompt treatment.

OBSERVATION

An 18-year-old male, known case of Acute Myeloid Leukemia (AML), post 58 day of allogenic
HSCT (Matched related donor-father, HLA match-5/10), presented with mildly pruritic reddish
lesions over bilateral palmoplantar region, with gradual progression of lesion to involve forearm,
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legs, trunk, face, scalp and ears over a period of 10 days. (Figure 1: A-D) Initially, multiple
pinheads sized, flat, lesion with red color were noted over bilateral palm that became confluent to
involve and extend to 95% of Body Surface Area (BSA). Also, a painful solitary ulcer with whitish
slough over glans penis was present. (Figure 2: A, B) There was associated swelling of face, lips
and limbs. Lesions further progressed over period of 10 days with desquamation of skin colored
to brownish scales over the lesion site and extension of penile erosion. (Figure 3 A-D) There was
no history of vomiting, diarrhea, abdominal pain or yellowish discoloration of body. On
examination, erythematous maculopapular exanthem was noted over generalized body with
widespread skin denudation, largest plaque 10 * 5 cm in size irregular shaped over back in the
mid-vertebral line of the spine on genital examination irregular erosion of 1 *0.5 cm in diameter
was noted over glans penis with whitish thick slough. Laboratory investigations showed
pancytopenia, hyponatremia and slightly increased alkaline phosphatase level =167 U/L (Range
30-120) suggestive of mild cholestasis. Biopsy showed vacuolar change of basal layer of cells,
hydropic changes, keratinocyte apoptosis and band like lichenoid dermal lymphohistiocytic
infiltrates.

Patient was treated with oral methylprednisolone 5 mg (milligram) twice daily tapered over 3
weeks and maintained with Tacrolimus 1 mg twice daily for 6 months, along with cotrimoxazole,
Valganciclovir, Ursodeoxycholic acid for cholestasis and sodium chloride tablet for hyponatremia.
Topical mometasone furoate ointment was locally applied over erosion of glans penis twice daily
for 2 weeks with healing of lesion post treatment. The involved cutaneous and penile erosion
healed over three weeks with normal underlying skin devoid of any pigmentation or scarring.
(Figure 4) New lesions of aGVHD have not evolved for 6 months till now and patient is under
remission for AML.
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108  Figure 1 A-D: Erythematous maculopapular exanthem involving Palmoplantar region, extremities
109  and trunk
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114  Figure 2: Solitary ulcer with whitish slough over glans penis
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Figure 3 A-D: Post inflammatory desquamation over face, trunk and extremities post 10" day of
the disease
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Figure 4 A, B: A-Complete resolution of skin lesion; B-healed penile erosion with post
inflammatory mucosal hyperpigmentation

DISCUSSION

Graft Vs Host Disease (GVHD) is an immunologically mediated condition with varied systemic,
cutaneous and mucosal clinical features. It occurs mostly in allogenic Hematopoietic Stem Cell
Transplant (HSCT) recipients, due to T cell mediated cytotoxicity.(1,2) The cause of this T cell
mediated cytotoxicity is largely attributed to minor mismatch in the Human Leukocyte Antigen
(HLA) locus.(3) As in our case, HLA match of 5/10, could be attributed to the occurrence of
aGHVD. Pathogenically, its occurrence is linked to activation of Antigen Presenting Cell (APC),
proliferation of T lymphocytes and cytotoxic destruction of organs such as Liver, Gastrointestinal
tract and skin. In addition to this, host factor such as age or donor factors such as related vs
unrelated, T cell replete vs depleted, or type of conditioning procedure such as myeloablative
radiotherapy or chemotherapy also aid in its causation.(7,9,10) As in our case, GVHD can occur
even in Matched Related Donors, despite use of filgrastim in chemo myeloablative conditioning
regimen, possibly attributable to minor HLA mismatch.(11) As in our case, aGVHD present as
maculopapular exanthem with erythroderma involving almost 95 % BSA and penile ulcer. Usually,
extensive erythrodermic patients with systemic involvement have high mortality.(1,6,12)
However, on the contrary, our patient with extensive skin denudation, mucosal involvement with
cholestatic change survived fatality with no systemic consequences or relapse till date. As in our
case, lesions are initially acral followed by involvement of face, scalp, ear and trunk, which can
be mildly pruritic. This tell-tale sign of acral initiation and subsequent retrograde progression to
involve extremities, trunk and face could be utilized for early diagnosis of the disease.(1,13) Post
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inflammatory desquamation with extensive skin denudation and erythroderma is an inevitable
sequela in severe forms, linearly correlated to mortality.(13) Also, mucosal involvement presenting
as oral aphthous ulcer or penile erosion and slough are a frequent manifestation in aGVHD.(14)
Systemic features such as diarrhea, vomiting, abdominal pain and jaundice usually co-occur
concurrently with skin manifestation, which was absent in our case.(2,6,7) Laboratory
investigations usually show hyperbilirubinemia and transaminitis.(1) In our patient alkaline
phosphatase level was slightly increased which depicted feature of cholestasis. Biopsy usually
shows keratinocyte apoptosis, vacuolar degeneration of basal layer cells, hydropic changes and
band like lichenoid dermal lymphohistiocytic infiltrates as in the histopathological section of our
case. (Figure 2)(2) However, diagnosis will often rely on corroboration of clinical corroboration
and clinical features, as histopathological mimics of aGVHD are often confounding.(15)

aGVHD is treated with oral or intravenous corticosteroid, in dose of 1 mg/ kg twice daily, in
tapering dose, along with prophylactic maintenance with calcineurin inhibitor such as Tacrolimus
or cyclosporine. Corticosteroid resistant cases can be alternatively treated with
immunosuppressant such as Mycophenolate Mofetil, Tumor Necrosis Factor alpha inhibitors,
Janus kinase inhibitor (JAK inhibitor) such as ruxolitinib or commercially available mesenchymal
stem cell product.(3,16) Most often the severe sequelae are mitigated with timely diagnosis and
treatment. And in about half of the cases control of the disease is fortuitously, achieved. Topical
steroid ointment can be applied locally for limited cutaneous or mucosal lesion with healing of
lesion post treatment without pigmentary or scarring sequelae as in our case.

GVHD, due to its varied presentation is difficult for clinicians to diagnose, which can lead to
unforeseen complications including mortality.(12) This case report reiterates importance of clinical
acumen and clinicopathological correlation in preventing non-relapse associated mortality in
hematological cancer patients who have underwent allogenic HSCT in resource poor settings.(8)
Herein, we report a case of aGVHD with extensive skin exfoliation, penile ulcer and survival
attributed to good clinical acumen, histopathological correlation and prompt treatment. This case
report iterates the importance of technique in lieu of technology in resource poor tertiary center of
low-income countries like Nepal.
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