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A 52-year-old woman
with skin lesions and liver
function abnormalities

52-YEAR-OLD WOMAN presents to her
: doctor with a pruritic rash of 6 weeks’
duration. Review of her medical history
reveals a total abdominal hysterectomy and
tobacco use. She has been taking conjugated
estrogen (0.625 mg daily) for the past 6
months after complaining of hot flashes and
night sweats. The only other medication she is
taking is topical hydrocortisone for sympto-
matic relief of her rash. She denies alcohol
abuse or illicit drug use.

The physical examination

On physical examination her blood pressure
is 120/70 mm Hg, respiratory rate 16 per
minute, and heart rate 64 beats per minute
with a regular rhythm. The lungs are clear to
auscultation and percussion. No cardiac mur-
murs or extra sounds are detected. Abdominal
examination shows no organomegaly.
Examination of the skin reveals enhanced
facial pigmentation, increased fragility of the
skin, erythema, and vesicular and ulcerative
lesions involving the face, forehead, hands,
and forearms (FIGURE 1).

A chemistry panel and a complete blood
count show normal values. Liver function
tests, however, are abnormal, with an alanine
aminotransferase (ALT) level of 62 U/L
(normal 0-35 U/L), an aspartate aminotrans-
ferase (AST) level of 56 U/L (normal 0-35
U/L) and a gamma-glutamyl transferase
(GGT) level of 73 U/L (normal 0-30 U/L).
Her serum ferritin level is 590 ng/mL (nor-

mal 18-300 ng/mL).
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B SORTING OUT THE SIGNS

Which is the most likely diagnosis in this
patient!

Q Pellagra

Q Porphyria cutanea tarda

Q Polymorphous light eruption
O Discoid lupus erythematosus

Skin fragility, vesicles, and erosions on sun-
exposed areas in a patient taking estrogen
replacement suggest porphyria cutanea tarda
(PCT). This patient’s history and the pat-
tern of her rash make the other choices less
likely.

Discoid lupus erythematosus also involves
the face; however, it features red scaly areas
showing marked follicular plugging.

Pellagra is usually associated with the
triad of dermatitis, dementia, and diarrhea.

Polymorphous light eruption is an idio-
pathic, recurrent photosensitivity disorder,
which is characterized by erythematous
papules, papulovesicles, or plaques; most
patients have their first attack before age 30.

What is porphyria cutanea tarda?

The porphyrias are a group of diseases that
result from various defects in the metabolic
pathway of heme production. PCT, the most
common form of porphyria in North America,
is caused by a deficiency of uroporphyrinogen
decarboxylase (URO-D), the enzyme neces-
sary to convert uroporphyrinogen to copropor-
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phyrinogen in the liver (meure 2). Without
URO-D, uroporphyrinogen and its precursors
undergo auto-oxidation outside the cells and
are excreted as porphyrins, particularly uro-
porphyrin and 7-carboxylase porphyrin.

Full expression of URO-D deficiency

requires an inducing factor such as:

¢ [ron overload.

e Alcohol ingestion.

e Estrogen or various other drugs such as
barbiturates, phenytoin, valproic acid,
or tolbutamide.

e Exposure to certain toxins, eg, hexa-
chlorobenzene.

e [nfection with hepatitis C.

SKIN SIGNS OF PORPHYRIA
CUTANEA TARDA

What do the cutaneous manifestations of

PCT include?

Skin fragility, bullae, and hypertrichosis
Dystrophic calcifications and alopecia
Sclerodermoid changes
Photosensitivity

All the above

oOoo0oo

All the above manifestations are well-recog-
nized features of PCT. The skin lesions occur
on light-exposed areas and classically are in all
stages of development and involution; howev-
er, the sclerodermoid changes of PCT typical-
ly spare the hands. Acute cutaneous photo-
sensitivity reaction in PCT is rare. Ocular
photosensitivity may present as bilateral kera-
toconjunctivitis.

# LABORATORY ABNORMALITIES

Which of the following is not a laboratory
abnormality found in PCT?

Decreased serum iron

Abnormal liver function tests

Positive ANA

Increased urinary porphyrins

Pink fluorescence of urine when exposed

to Wood’s light

OO000oD

Sixty percent of patients with PCT have
increased serum iron, and 60% have abnormal
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FIGURE 1. Skin lesions on hands, typical of porphyria

cutanea tarda.

SOURCE: PERMISSION TO REPRINT GRANTED BY MEDCOM, INC, CYPRESS, CA

liver function tests. Positive ANA, usually in
low titers, is present in 40% of patients.

The diagnosis of PCT is usually made by
documenting increased urinary porphyrins,
especially  uroporphyrinogen.  However,
increased porphyrinuria is also seen in other
conditions, including viral hepatitis, lym-
phomas, lead intoxication, acquired immun-
odeficiency syndrome (AIDS), and tha-
lassemia. The urine has a red or brown color
and typically displays pink fluorescence when
exposed to Wood’s light.

Porphobilinogen levels are typically nor-
mal. Skin biopsy may be helpful in the diag-
nosis, although it is not essential.

TREATING PORPHYRIA CUTANEA TARDA

does the treatment of PCT

What

include?

Phlebotomy
Chloroquine
Sunscreens
Erythropoietin
All the above

a
u
a
a
a

In addition to withholding offending drugs,
alcohol, and toxins, all of these therapies have
been used.
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by mobilizing stored iron into hemoglobin.

Sunscreens are useful as adjunctive thera-
py and should be used until phlebotomy
begins to have a beneficial effect.

PATHWAY OF HEME BIOSYNTHESIS

Glycine + succinyl coenzyme A

Delta-aminolevulinic acid
# ASSOCIATED CONDITIONS

Porphobilinogen

¥ : Which of the following conditions are
Hydroxymethylbilane associated with PCT?
Uroporphyrinogen ---------- ; O Thalassemia
(Uroporphyrinogen ' (auto-oxidation) g ﬁ{DSt ; )
decarboxylase) i .
% O Bone marrow transplant
Coproporphyrinogen IlI Porphyrins Q2 All the above
Uroporphyrin
7-Carboxylate porphyrin Benign and malignant primary liver tumors in
Protoporphyrinogen IX the absence of cirrhosis have been reported in

patients with PCT. In one reported patient, all

clinical evidence of PCT disappeared when
Protophoporphyrin IX the tumor, a benign hepatic adenoma, was

2 surgically removed.

- PCT is increasingly being recognized in
patients with HIV infection; all reported cases
were in men, with a mean age of 36 years. Most
had a history of intravenous drug abuse and

Heme

FIGURE 2 Pathway of heme biosynthesis. The normal

pathway is shown on the left. In porphyria cutanea alcoholism, with an average CD4 count rang-
tarda, a deficiency of the enzyme uroporphyrinogen ing from 3 to 400 per cc. Phlebotomy is gener-
decarboxylase leads to the creation of porphyrins ally contraindicated in patients with AIDS and
(depicted in the right), which are excreted in the urine. PCT because it can cause anemia. The main-

stay of treatment—in addition to alcohol absti-
nence—is chloroquine in a low dosage (25 mg
twice a week) and is usually effective.

Phlebotomy works by depleting excessive Thalassemia and bone marrow transplan-
iron stores. Five to six phlebotomies (500 cc of  tation are less commonly associated with por-
blood weekly) are usually needed to achieve  phyria cutanea tarda. o

remission. With this form of therapy, blistering
is the first sign to disappear, liver function tests B SUGGESTED READING
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