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Nail changes, lymphedema, and respiratory
symptoms
Mike Wang, BS,a and Oscar R. Colegio, MD, PhDa,b

New Haven, Connecticut and Buffalo, New York
A 59-year-old man presented to our clinic with a 2.5-year history of progressive painful yellow discoloration and
deformation of the fingernails (Fig 1) and toenails, accompanied by lower extremity lymphedema. The nail
changes developed at the proximal nailfold and progressed distally. He concurrently had a history of recurrent
sinusitis and a chronic cough. See Fig 2 for the chest computed tomography scan. Immunologic workup and nail
fungal cultures were unrevealing. The patient was started on therapy, with complete resolution of nail signs and
symptoms at 2 years (Fig 3).
Question 1: What is the most likely diagnosis?

A. Chronic paronychia

B. Nail lichen planus
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C. Nondermatophyte mold onychomycosis

D. Onychomadesis secondary to steal syndrome

E. Yellow nail syndrome (YNS)
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Answers:

A. Chronic paronychia e Incorrect. Chronic pa-
ronychia is a condition most likely caused by con-
tact reaction to irritants and most commonly affects
adult women. It is unlikely to affect all digits, as is
the case in this patient.

B. Nail lichen planus e Incorrect. Nail lichen
planus presents with a distinct set of clinical
findings, which include nail thinning, longitudi-
nal ridging and fissuring, and dorsal pterygium.
None of these findings were present in this
patient.

C. Nondermatophyte mold onychomycosis e
Incorrect. Onychomycosis typically begins distally
and spreads proximally, as opposed to this case in
which nail symptoms began at the proximal nail-
fold. Proximal onychomycosis is uncommon and
typically affects those with severely compromised
immune systems.

D. Onychomadesis secondary to steal syndrome
e Incorrect. Vascular steal caused by an arterio-
venous fistula can lead to unilateral, single-limb
nail changes. The nail changes seen in this pa-
tient are bilateral and affect both the fingers and
toes.

E. YNS e Correct. First described in 1964, YNS is
a rare disorder characterized by a constellation of
signs and symptoms predominated by thickened
yellow nail discoloration and deformation, respi-
ratory manifestations, and lymphedema. The un-
derlying systemic mechanism is unknown. A
recent case-control study found marked lymphatic
insufficiency in YNS patients.1 However, in the
largest case series currently available, lymphedema
was present in only 63% of patients, suggesting
that a lymphatic phenotype is not necessary in
YNS.2

Question 2: The chest computed tomography
scan (Fig 2) showed mild bronchiectasis in this
patient, which is commonly associated with
this condition. What other common associa-
tion in this condition necessitates a respiratory
workup for urgent management?

A. Chronic cough

B. Chronic sinusitis

C. Interstitial lung disease

D. Lung carcinoma

E. Pleural effusions
Answers:

A. Chronic cough e Incorrect. Present in this
patient and one of his earliest presenting symptoms,
chronic cough, which occurs in more than half the
patients (56%), is the most common respiratory
manifestation of YNS.2 However, chronic cough
does not require urgent management.

B. Chronic sinusitis e Incorrect. Present in this
patient and a source of distress for him, chronic
sinusitis is a common respiratory manifestation of
YNS that does not require urgent management.2

C. Interstitial lung disease e Incorrect. YNS is
rarely associated with connective tissue and auto-
immune disorders,2,3 which can present with inter-
stitial lung disease.

D. Lung carcinoma e Incorrect. There are sugges-
tions that YNS may be a paraneoplastic phenome-
non, and cases of YNS associated with lung
malignancies have been documented; however,
this association is rare.3

E. Pleural effusions e Correct. Often the most
dangerous component of YNS and the one
requiring the most urgent management, such as
surgery, pleurodesis, or medical management with
octreotide, pleural effusions occur in approximately
half of patients with YNS and are often recurrent.2,4

Question 3: What treatment would be the most
effective in treating this condition?

A. Oral biotin supplementation

B. Oral doxycycline

C. Oral itraconazole alone

D. Oral vitamin E with pulsed oral itraconazole

E. Topical 0.05% betamethasone dipropionate
cream

Answers:

A. Oral biotin supplementation e Incorrect.
Biotin supplementation is a part of the treatment
for onychoschizia. One case of successful treatment
of YNS using biotin has been documented, although
this has not been replicated.5

B. Oral doxycycline e Incorrect. Systemic anti-
biotics are used in the treatment of acute parony-
chia. However, the use of tetracyclines, such as
doxycycline can rarely lead to photo-onycholysis,
which can present with nail changes similar to
YNS.
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C. Oral itraconazole alone e Incorrect. Oral itra-
conazole monotherapy is the standard of treatment
for nondermatophyte mold onychomycosis and is
less effective than oral vitamin E and itraconazole
combination therapy for the treatment of YNS.4

D. Oral vitamin E with pulsed oral itraconazole e
Correct. Used to great effect in this patient (Fig 3),
oral vitamin E (1200-1600 U/d) with pulsed oral
itraconazole (400 mg/d for 1 week per month) is
found to have approximately a 50% response rate in
patients with YNS.4

E. Topical 0.05% betamethasone dipropionate
cream e Incorrect. Topical high-potency steroids
are the treatment of choice for chronic paronychia
but not YNS.
Abbreviation used:

YNS: yellow nail syndrome
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