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CASE REPORT

Cutaneous necrosis secondary to terlipressin therapy. A rare but serious side

effect. Case report and literature review

Enrique Iglesias-Julidn', Ester Badia-Aranda?, Belén Bernad-Cabredo?, Daniel Corrales-Cruz® and Maria J. Romero-Arauzo®

Departments of 'Internal Medicine, *Digestive Diseases and *Pathology. Hospital Universitario de Burgos. Burgos, Spain

ABSTRACT

Terlipressin is a vasopressin analogue used in esophageal variceal
bleeding and hepatorenal syndrome management. It is a safe drug
with mild secondary effects. However, potentially serious ischemic
complications may occur, such as cutaneous necrosis. It is useful to
recognize these events early, in order to withdraw terlipressin and
introduce other adjuvant drugs if needed. We report a detailed case
of cutaneous necrosis secondary to terlipressin administration and
present a case review of patients, describing their characteristics,
risk factors, lesion locations, doses, methods of administration and
possible treatments.
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INTRODUCTION

Terlipressin is a vasopressin analogue used in the
management of esophageal variceal bleeding (OVB) and
hepatorenal syndrome (HRS). Undesirable effects are usu-
ally mild. However, secondary ischemic events such as
cutaneous necrosis may occur, which can be potentially
dangerous.

CASE REPORT

An 84-year-old woman with a medical history of alco-
holic and hepatitis C virus (HCV) cirrhosis and large
esophageal varices due to portal hypertension (in treatment
with propranolol as primary prophylaxis of bleeding) was
admitted because of OVB. In addition, she had arterial
hypertension, chronic renal failure and auricular fibrilla-
tion, for which she was anticoagulated with acenocumarol.
OVB was resolved after endoscopic ligation and treatment
with intravenous bolus of terlipressin was initiated (1.5
mg/4 h).

Twenty-four hours after the start of vasoactive thera-
py, the patient suffered from diffuse abdominal pain. At
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that point, spontaneous bacterial peritonitis and intestinal
ischemia were excluded. One day later, hematoma and bul-
lous lesions were seen over the hypogastrium, and black-
ish-brown, reticular shaped lesions were observed in the
flanks and periareolar regions (Fig. 1) during the following
few days. Cutaneous biopsy revealed necrosis of the epi-
dermis and focal detachment that extended into the papil-
lary dermis. Lymphocytic and neutrophilic infiltrate with
interstitial and perivascular distribution was seen in the
superficial dermis without evidence of thrombi or vascu-
litic signs. Hematic interstitial extravasation was observed
and immunofluorescence was negative (Fig. 2).

Terlipressin therapy was suspended due to the sus-
picion of cutaneous necrosis secondary to its adminis-
tration. Cutaneous lesions evolved until dermal detach-
ment and the appearance of granulation tissue, with early
improvement within a few weeks. Both the patient and
her daughter consented to the publication of this case and
photographs.

DISCUSSION

Terlipressin is an arginin-vasopressin analogue with
high V1-receptor affinity, which are mainly found in the
smooth muscle within the splanchnic circulation vessels
and also in the systemic circulation, kidneys and heart.
Its undesirable effects are usually mild (paleness, hyper-
tension, bradycardia, headache, abdominal pain, diarrhea
and hyponatremia), and patient’s rarely present ischemic
events such as intestinal ischemia, muscular and myocar-
dial infarction or skin necrosis.

The appearance of skin lesions has been reported in 21
cases within the literature (2-9), including the one currently
presented. Terlipressin indication was HRS in 62% and
OVB in 38% of cases, mean age was 62.3 + 12.1 (39-84)
years and 76% were men. Cirrhosis etiology was: alcoholic
in 52%, HCV in 19%, non-alcoholic fatty liver disease
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Fig. 1. Reticular lesions in the breast bilateral periareolar area and
abdominal flanks.

Fig. 2. Lesion biopsy. Necrosis of epidermis with focal detachment,
extended to the papillary dermis. Lymphocytic and neutrophilic infiltra-
tion with interstitial and perivascular distribution. There was no evidence
of thrombi or vasculitic changes (H&E, x10).
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in 14%, hepatitis B infection in one case and autoimmune
liver disease in another.

Some possible risk factors have been proposed, but
obesity was the most prevalent within these cases, pres-
ent in 29% of cases (it could have been present in more
cases but may not have always been reported). Regarding
arteriopathy, cardiac ischemia was present in 14% and
previous stroke in one case, but no cases with peripheral
arteriopathy were reported. Other proposed risk factors,
such as venous insufficiency, diabetes or spontaneous bac-
terial peritonitis were found in one case each, so we cannot
confirm them as predisposing factors.

The mean time from terlipressin administration to the
appearance of skin lesions was 2.74 + 2.28 (0.5-11) days.
While lesions appeared during treatment in 20 of the
reported cases, one case reported the appearance of lesions
two days following terlipressin withdrawal.

Terlipressin was administrated in bolus in 90.5% of cas-
es, in varying doses of 0.5, 1 or 1.5 mg every four to six
hours. The average dose was 5.21 + 2.90 (2-12) mg/day.
In two cases, continuous perfusion was used with 9 and
12 mg/day respectively. A recently published study (10)
suggests that continuous infusion could avoid secondary
effects, as lower doses of the drug are needed. Howev-
er, none of the patients within this study presented with
cutaneous necrosis; they only report one isolated periph-
eral ischemia case within the continuous infusion group.
Nevertheless, in the patients we analyzed, the ones treated
with bolus received lower total daily doses of terlipressin
than the patients on continuous infusion. The total dose
from which the skin lesions appeared was highly variable
(14.34 £ 15.9 [4-66] mg) so we cannot relate this effect
to the drug accumulation. Based on that, it is difficult to
comment on the association with total daily dose or route
of administration.

Skin lesions involved the thighs in 62% of cases, abdo-
men in 48% (generally in flanks) and scrotum in 38% of
men. Other less affected areas were toes, breasts, back,
forearms (excluding hand and fingers), scalp and tongue.
Unlike other vasoactive drugs where ischemic changes
occur at distal areas with progression to proximal areas,
only 18% of the cases reported with terlipressin had acral
involvement. Arteriopathy should be an expected risk fac-
tor for the appearance of secondary adverse events with
terlipressin due to its vasoconstrictor effect. However, it
was not a common observation in our case studies. As obe-
sity is frequent within these patients, with a reported pre-
dominance of thighs and abdomen lesions, some authors
have postulated that this could be explained by a greater
amount of V1 receptors in the adipose tissue. This assump-
tion is consistent with the breast damage observed (two in
five women) but does not explain the common scrotum
injury in men, scalp or other areas with less adipose tis-
sue. At this point, the atypical location of the lesions is
probably based on the heterogeneous distribution of V1
receptors within the body, but this uncertainty still remains.
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The reported histopathological studies were unspecific,
similar to the one presented in our case (Fig. 2), but they
are useful to rule out other pathologies, mainly vasculitis.
These lesions present a characteristic blackish geographi-
cal shape (Fig. 1), which should raise suspicion in patients
being treated with terlipressin.

When cutaneous necrosis is suspected, terlipressin treat-
ment must be suspended. In this context, 65% of the cases
improved after terlipressin withdrawal. When unfavorable
evolution occurred, treatment with alprostadile (10 pg/day)
(6) and sildenafil 50 mg/12 h (6,9) has been used. Nitrates
have also been proposed in this context (4).

It is important to point out that, amongst the reported
cases, mortality within 30 days was 71%, mostly not relat-
ed to cutaneous necrosis but secondary to complications
related to the advanced liver disease of patients receiving
terlipressin.

CONCLUSION

Secondary cutaneous necrosis due to terlipressin is a
rare but serious side-effect. It is more frequent in obese
patients. It does not seem to be dependent on the adminis-
tration method (perfusion or bolus) nor on daily or accu-
mulative dose. Lesions have characteristic locations that
usually respect distal areas. Early identification is essential
for the immediate withdrawal of the drug, which will result
in improvement of the lesions in a large percentage of cas-
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es, whilst others may require the use of complementary
treatments.
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