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CLINICAL VIGNETTE

LAZARUS 2.0
A case report of Alpha-1-Antitrypsin deficiency

Peter C. Galier, M.D.

“l can’t believe it. | thought he was on death’s door
just last week when | saw him last.”
“Yea, | know. That stuff brought him back to life.”

A 39-year-old male transferred to SM-UCLA
Medical Center from an out of state hospital for
management of worsening, non-healing and
ulcerating skin wounds, joint pain, and panniculitis.
He had no significant past history. He had the usual
childhood illnesses, but had no chronic or recurring
illnesses.

He presented to his PMD one week after fresh water
fishing in Texas. He developed red, painful swollen
feet with painful nodules. He was initially placed on
oral antibiotics, and when he showed no signs of
improvement, Infectious Disease consultation was
obtained. He was placed on parenteral Vancomycin
and Cefepime via PICC line as an outpatient. He
worsened and developed fever and polyarthalgias.
Despite antibiotics, his symptoms persisted, and he
also developed deep bruising on his thighs, axillae,
and upper arms. These areas then blistered, crusted
and became necrotic.  They required surgical
debridement, and wound vac placement. Studies at
the outside hospital included: Venous Doppler
showing left basilica and axillary vein thrombosis,
likely secondary to the PICC line; CT of left upper
extremity showing diffuse soft tissue edema but no
muscle abnormality; MRI of femur showing the thigh
wounds with a sinus tract, but no abscess; diffuse
muscle engorgement compatible with myositis; and
muscle biopsy of thigh, which was inconclusive.

Upon transfer to SM-UCLA Medical Center,
additional work-up showed worsening pleural
effusions, and multiple small pulmonary emboli. His
panniculitis was so severe that any movement,
dressing change or wound vac change required large
doses of IV narcotics. He was seen by
Rheumatology and autoimmune and
immunodeficiency work-ups were negative. Alpha-
1-antitrypsin (AAT) was considered, but the patient
had no lung disease, liver disease, or recurrent
childhood illnesses of suspicion. A level was sent,

and it returned abnormal at 43, normal ranges being
83-199. His phenotype was ZZ.

Alpha-1-antiprotease was obtained and he was
treated with 60mg/kg, with dramatic improvement of
his panniculitis. All wound vacs were discontinued
by discharge. His pleural effusions resolved, and his
myalgias and arthralgias had resolved to the point
where he was able to move and transfer on his own.
He was left with severe de-conditioning, which
would require short term, acute rehab.

This case was unusual. Most patients with a ZZ
phenotype of AAT deficiency have early onset of
pulmonary emphysema: in the 30’s for smokers, and
early 50’s for non-smokers. Liver manifestations
would have been the most common finding for him.
10-15% of adults with this genotype will have
hepatic dysfunction, also more severe if a smoker’.

Of the people with ZZ phenotype, 11% have had a
history of neonatal jaundice, or ascites, or bleeding
issues®, none of which applied to him. His neonatal
and childhood medical history was negative.

Patients with AAT deficiency have been followed
since childhood. Most had no evidence of clinically
active liver disease by age 18, and only 12% showed
minimal chronic elevations of the ALT or GGT?.

Rarely, adults have developed chronic hepatitis or
hepatocellular carcinoma with no history of
childhood disease®. The prognosis for liver disease
worsens with male gender and obesity, but
interestingly, not for histories of alcohol use or viral
hepatitis®.

Skin disease, whose major manifestation in AAT
deficiency is necrotizing panniculitis, is rare, and
even more so as the initial presenting symptom. The
more common cutaneous manifestations are
vasculitis, urticaria, and angioedema®. The average
age of onset of skin manifestations is 40, and the
usual presentation is painful, red nodules or plaques,
often with a yellow, greasy discharge thought to be



due to the adipose breakdown’. This can be missed
on routine biopsy of affected areas, since most of the
findings are in the deep subcutaneous fat near the
muscles. Typical findings are lobular fat necrosis
and neutrophilic invasion®. Other manifestations of
the ZZ phenotype include abdominal and intracranial
aneurysms, as well as ANCA positive vasculitis® °.
One case controlled study found a statistically
significant increase in ulcerative colitis in patients
with AAT deficiency™. Glomerulonephritis was also
found in a number of AAT deficient patients, but all
had associated liver disease, raising the question of
whether the deficiency itself was a cause, or if the
hepatic disease was the cause in another fashion, such
as an immune complex process™.

Our patient was given 3 doses of AAT infusion at
60mg/kg for a total of 6 grams each time. He had
dramatic clinical improvement. Skin lesions
essentially resolved, as did his pleural effusions and
general anasarca. He will be getting weekly
infusions as an outpatient.  Studies confirm that
weekly infusions keep AAT levels high enough to be
protective. Several studies using larger, less frequent
dosing did not provide sufficient levels to maintain
protection®?.
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