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ABSTRACT:

An “incurable” lymphologist reflects
on his life, unanswered questions, patients who
became friends, and lessons learned during a
brief encounter with a Iymphatic soul-mate.
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It was a surprise and a pleasure to find
you [Dr. Marlys Witte] had been invited to
Oxford last week as a recognized authority on
the topic of ignorance. It gave me a chance to
introduce you to the home of Sir William
Osler of which I am Curator and for us to dis-
cuss our common interest of areas of igno-
rance in the field of lymphology.

When discussing the therapeutic power
of Osler, which some believe is based on
friendship, I recalled recent advances in the
study of talk between the brain's cortex and
the amygdala. I expressed my fascination with
how stimuli such as toys, pets, spirits, ances-
tors, and landscape can result in the brain re-
leasing endorphins, and many hormones (1-3).
The contemporary finding that the brain has a
lymphatic system raises the question whether
the lymphatic and not just its blood supply
can act as a conduit for such hormones.

While speaking of conduits, you remem-
bered that I have written about the elastin
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Fig. Left to right: Marlys Witte, Terence Ryan and
Grace Wagner. Dining after a visit to the home of
Sir William Osler , Regius Professor of

Medicine.

fiber coated with vitronectin, decay accelera-
ting factor and plasminogen activator inhibi-
tor, as a guide rail in the skin. I wrote with De
Berker (4) about other's descriptions of elas-
tin's role in the mesentery or as a conduit for
lipid or the preferred route along which a me-
lanocyte can travel. I have been encouraged by
those who believe that in the lymph node elas-
tin acts as a conduit important for its immune
function (5,6). I note not so much ignorance
but blindness to the significance of the de-
struction of elastin especially by neutrophil
elastases to skin function in lymphedema.

We also returned to a previously dis-
cussed topic when endothelium expressing
blood vascular identity decides to adopt lym-
phatic identity to play a role in bulk lymphatic
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transport of fluid as well as the lymphocyte or
dendritic cells. We spoke of high endothelium
(6), the arachnoid villi (7), and the canal of
Schlemn (8). Amazing that our concern for
these dates back more than fifty years and
still there is ignorance.

I am pleased that your emphasis on
ignorance as opposed to knowledge has an
audience here in Oxford.
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	Prevalence
	Clinical findings
	Disease
	A rare intestinal disease characterized by dilated intestinal lacteals which cause lymph leakage into the small bowel lumen. Clinical manifestations include edema related to hypoalbuminemia (protein-losing gastro-enteropathy), asthenia, moderate diarrhea, lymphedema, serous effusion, and failure to thrive in children. Primary intestinal lymphangiectasia is generally diagnosed before 3 years of age but may be diagnosed in older patients with very few symptoms. The main symptom is predominantly bilateral lower limb edema related to protein-losing enteropathy associated with hypoalbuminemia. 
	Lymphangiectasia or Waldmann’s disease
	A rare, syndromic nail anomaly disease characterized by the variable triad of characteristic yellow nails, chronic respiratory manifestations, and primary lymphedema.
	Yellow Nail syndrome
	Most cases are of late onset, after 50 years of age, but the disease has also occasionally been observed in neonates and children. About one third of the patients with nail changes have associated lymphedema and respiratory tract involvement. Lymphedema is the most consistent associated finding and usually affects the lower limbs. The etiology has not been elucidated; impaired lymphatic drainage not due to anatomical abnormalities, but rather to a functional disorder, appears to have a central role.
	OMIM: 153300
	<1 / 1,000,000
	Capillary and lymphatic hypoplastic malformations, associated with soft tissue and bony hypertrophy, limb asymmetry, hemangioma, venous insufficiency, cellulitis, gastrointestinal hemorrhage, pulmonary embolism, tall stature, and venous thrombosis.
	Klippel–Trenaunay syndrome
	OMIM: 149000
	Unknown
	The Ehlers-Danlos syndrome type VI is an autosomal recessive connective tissue disease which is characterized by severe hypotonia at birth, progressive kyphoscoliosis, skin hyper-elasticity and fragility, joint hypermobility and (sub-) luxations, microcornea, rupture of arteries and the eye globe, and osteopenia.
	Ehlers-Danlos syndrome type VI
	1-5 / 10,000
	Lymphangiomas are malformations of the lymphatic system characterized by lesions that are thin-walled cysts; these cysts can be macroscopic, as in a cystic hygroma, or microscopic. These malformations can occur at any age and may involve any part of the body, but 90% occur in children less than two years of age and involve the head and neck. 
	Lymphangiomas
	1-5/ 10,000
	Primary lymphedema is a lymphatic system malformation characterized by swelling of an extremity that can be associated with other lymphatic effusions, due to an underlying developmental anomaly of the lymphatic system (abnormal lymphangiogenesis). It can be hereditary or not and be congenital or late onset.
	Primary lymphatic hypoplasia
	Unknown
	A chylolymphatic cyst is a rare variant of a mesenteric cyst. These cysts present within the mesentery, lined with a thin endothelium or mesothelium and filled with chylous and lymphatic fluid. Although mesenteric cysts in general have been reported in the literature fairly frequently, chylolymphatic cysts in the pediatric age group are extremely rare in the modern medical literature, therefore very little information is available regarding their presentation and complications. 
	Chyle cysts
	Unknown
	A rare developmental defect during embryogenesis characterized by multifocal dilated lymphatic vessels involving multiple organs and tissues. Patients mostly present in infancy and childhood. Clinical course and prognosis depend on the affected sites and extent of the condition, deterioration of lung function being a major cause of morbidity and mortality.
	Lymphangiomatosis
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