Observation Letters

Graft versus host disease localized to striae distensae: An

example of locus minoris resistentiae

Sir,

Allogeneic stem cell transplantation is frequently used in the
treatment of hematologic malignancies. Graft versus host
disease is among the common morbid complications that
affect transplant recipients and is caused by the recognition
of host antigens as foreign by the transplanted cells.' Locus
minoris resistentiae is a Latin term denoting a skin segment
that presents lesser resistance to the development of disease as
compared to the rest of the skin.? This enhanced susceptibility of
some cutaneous segments to develop a dermatosis is explained
by the interplay of various cutaneous, immunological and
neurological factors. Herein, we report a case of chronic graft
versus host disease preferentially involving the sites of striae
distensae as an example of locus minoris resistentiae.

A 13-year-old girl, with a prior diagnosis of acute myeloid
leukemia, presented with itchy, erythematous papules
on her back on day 128 of myeloablative, haploidentical
hematopoietic cell transplantation. Her past history was
significant for the development of acute cutaneous graft
versus host disease and steroid-refractory, severe acute liver
and gut graft versus host disease 1-month post-transplant,
which had responded to antithymocyte globulin.

Examination revealed multiple fragile, erythematous to
violaceous, scaly papules and plaques on her back, prominently
localized to atrophic striae distensae, conforming precisely
to their topography [Figure 1]. Her back also showed diffuse
background post-inflammatory hyperpigmentation, reminiscent
of acute cutaneous graft versus host disease. Nails and mucosae
were normal. The rest of the skin was normal, and there was no
obvious poikiloderma or sclerosis elsewhere on the skin. At that
point of time, the patient was on tapering doses of prednisolone
and mycophenolate mofetil. A diagnosis of late acute graft
versus host disease (recurrent type) and chronic lichenoid
graft versus host disease was considered, and skin biopsy was
obtained from the papulosquamous lesions located on the striae.

Histopathology from a skin biopsy obtained from the lesions
on the back showed hyperkeratosis, mild hypergranulosis and

Figure 1: Graft versus host disease localized to striae distensae. Multiple
fragile, erythematous to violaceous, scaly papules and plaques are present
on the back, prominently localized to atrophic striae distensae. Diffuse
background post-inflammatory hyperpigmentation is reminiscent of acute
cutaneous graft versus host disease

dense interface dermatitis with multiple apoptotic bodies, foci
of satellite cell necrosis, pigment incontinence and fragmented
collagen fibers [Figures 2a-c]. A diagnosis of lichenoid chronic
graft versus host disease was confirmed. She was advised
topical mometasone furoate 0.1% cream and tacrolimus 0.1%
ointment for local application. The dose of prednisolone was
increased. Sirolimus was added to mycophenolate mofetil and
the lesions resolved within a month.

Graft-versus-host disease represents one of the most
common complications of allogeneic hematopoietic stem cell
transplantation.' Its classification was previously based on the
time point of 100 days (acute 100 days); though this was later
revised to include cases of acute graft versus host disease
that occurred beyond this time-point (persistent, recurrent
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epidermis shows spongiosis with diffuse basal cell vacuolization and perivascular
lymphocytic cell infiltration in the superficial dermis (H and E, x100)

Figure 2b: Histopathological findings of skin biopsy of lesion on the back. The
epidermis shows dyskeratotic keratinocyte (red arrow), satellite cell necrosis
(blue circle) and lymphocytic exocytosis in the epidermis (H and E, x200)

and de-novo). Though acute graft-versus-host disease can
be usually diagnosed clinically depending upon skin, liver
and gastrointestinal manifestations, the same is not true for
chronic graft versus host disease, where diagnosis relies on
the presence of either diagnostic manifestations (classical
lichen planus, poikiloderma or sclerosis), or distinctive
manifestations that are subsequently proven to be chronic
graft versus host disease on histopathology (lichenoid or
sclerotic features in the skin).> For our patient, since she
presented on day 128 post-transplant, and the lesions were not
very suggestive of classic lichen planus; both diagnoses were
considered; that is, late acute (recurrent) or chronic lichenoid
graft versus host disease, and histopathology established the
diagnosis to be chronic lichenoid graft versus host disease.
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Figure 2c: Histopathological findings of skin biopsy of lesion on the back.
Interface changes accompanied by basal cell vacuolization and apoptotic
keratinocytes are seen in the epidermis (arrows) (H and E, x400)

The index patient had also developed classic acute graft versus
host disease (affecting skin, liver and gut) initially (after 1
month of transplant); following which she gradually developed
extensive striae distensae probably because of the concomitant
pubertal growth spurt and intake of systemic corticosteroids.
Striae distensae represent traumatized dermal collagen zones,
and their selective affliction by chronic lichenoid graft versus host
disease in the index patient aptly demonstrates the phenomenon
of locus minoris resistentiae. An easy transit and access of
lymphocytes to cutaneous antigens through the damaged dermal
matrix in the striac might be a plausible explanation for this
occurrence. Chemotherapy-induced skin eruptions localized
to radiotherapy site* and melanoma metastasis;® as well as
infective conditions like verruca® and tinea barbae’ localized
to verrucous epidermal nevus and scar tissue, respectively, are
other examples of locus minoris resistentiae. Fixed drug reaction
secondary to minocycline localizing to areas of herpes zoster
and burn scars has also been described.® Vitiligo,” psoriasis,'®
plane xanthomas," drug-induced exanthems'? leukemia cutis"
and lichen sclerosus' are some of the other dermatosis that have
been reported to localize to striae distensae.

Though graft versus host disease is a systemic affliction, the
skin is affected preferentially; in both acute and chronic forms.
Atypical cutaneous variants have been previously described
[Table 1]'5'® highlighting the effect of the microenvironmental
and constitutional factors on the final presentation of the
disease. Blaschkoid (both acute and chronic)" and chronic
sclerotic graft versus host disease conforming to the sites of the
waistband, radiotherapy, needle sticks and healed herpes zoster
has been previously reported.® Lichenoid graft versus host
disease localizing to striae has been sparingly reported before.?!
All these cases highlight previously described Wolf’s isotopic
or Koebner’s isomorphic response; both of which can now be
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Table 1: Atypical cutaneous manifestations of
graft-versus-host disease’s"®

Acute graft-versus-host
disease

Chronic graft-versus-host
disease

Psoriasiform Psoriasiform

Follicular erythema/lichenoid Follicular erythema/lichenoid
Contact dermatitis Acral keratosis
Type-II pityriasis rubra pilaris-like  Pityriasis rosea-like
Hand-foot-mouth disease-like Annular scleroderma-like plaques
Localized to tattoo skin Eczematoid

Atopic dermatitis-like
Exfoliative dermatitis
Dermatomyositis-like
Lupus erythematosus-like

Hypertrophic lupus
erythematosus-like

Erythema multiforme-like

Total body leukoderma

Koebner isomorphic pattern
Blaschko-linear

Black hairy tongue
Nodular/keloidal scleroderma-like

clubbed into the unifying concept of an immunocompromised
cutaneous district or the locus minoris resistantiae,?? which the
index case aptly represents, though for a rarer disease.
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