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Abstract:

Lipoidoproteinosis or Urbach’s disease, is a genodermatosis with an autosomal recessive transmission pattern,
without sex predilection. Characterized by varying degrees of intercellular deposits of hyaline material in the
skin, mucous membranes and internal organs, leading to infiltration and thickening of affected organs. The course
is slow and benign. Two cases are reported: a 6-year-old schoolgirl who consulted for dry skin and hoarseness
since she was 2 years old; and a 13-year-old adolescent with similar symptoms. The clinical and histopathological
diagnosis is made. Treatment with oral pentoxifylline was started, and a significant improvement of the lesions

was observed after six months.
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1.Introduction

Lipoidoproteinosis (LP) is a genodermatosis in which PAS (periodic acid-
Schiff)-positive eosinophilic hyaline material is deposited in the skin,
mucous membranes, brain tissue, and other organs. It is also known as
hyalinosis of the skin and mucous membranes or Urbach-Wiethe disease. It
is most common in people of European ancestry: descendants of German,
Dutch, and Swiss. It affects 1 in every 300 inhabitants, there are just over
400 cases described in the literature. The age of diagnosis varies from 6
months to 60 years old. 2

Symptoms vary greatly. The disease usually begins in early childhood with
dysphonia due to thickening of the vocal cords. Lesions and scars also appear
on the skin, usually on the face and distal parts of the extremities; The skin
can be easily damaged as a result of minor trauma or injury, leaving residual
scars. Poor wound healing results in an aged appearance. White or yellow
infiltrates develop on the lips, oral mucosa, tonsils, uvula, epiglottis and
frenulum of the tongue. The diagnosis is based on clinical findings and is
confirmed by histopathology 34°.

This disease is benign with lesions progressing into early adulthood without
affecting life. Early diagnosis may justify treatment that aims to reduce
stigma and improve the lifestyle of affected individuals. Currently, there is
no effective treatment. Several molecules have been used with different
results, such as D-penicillamine, dimethyl sulfoxide and retinoids for their
inhibitory effect on collagen. > On the other hand, pentoxifylline has been
reported in the treatment of many skin diseases. "8. However, there are
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currently few reports of the use and effectiveness of this drug in the treatment
of LP.

2. CASE REPORT
2.1 Patient 1

A 6-year-old female, from Coro, Falcon State, Venezuela, attends to the
Pediatric Dermatology Service accompanied by grandmother who refers dry
skin since 2 years of age with a tendency to fragility and poor healing of
wounds at sites of trauma, associated with a hoarse voice.

The patient is a daughter of non-consanguineous parents, clinically healthy
and without personal or family pathological history. With 2 equally
asymptomatic brothers. Within her perinatal history, she comes from a single
preterm pregnancy of 32 weeks of gestation from a 24-year-old mother and
is extracted due to premature rupture of ovular membranes.  Also, she
does not breathe or cry at birth and remains on non-invasive ventilatory
support. During her development, she receives complementary feeding from
2 months of age and is diagnosed with severe malnutrition at 6 months. Weak
cry from birth, evolving to dysphonia. At 2 years old, she begins with
isolated vesicle-type lesions on the flexor surfaces of extremities with
residual scarring that evolve over the years.

The physical examination revealed a Fitzpatrick 111 skin phototype and aged
facie with a generalized dermatosis on the chest, extremities and face
characterized by cutaneous xerosis, multiple yellowish micropapules that
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converge to form plaques with a rough surface which alternate with

excoriations and hematic scabs, and atrophic scars at the site of previous
trauma. The genital area, gluteal area, palms and plantar region are not
affected. Thinning hair and diffuse alopecia are evident on the scalp.
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A skin biopsy was performed and sent for histopathological study which

reported: Skin section covered with intact epithelium that shows moderate
acanthosis and preserved basement membrane. The entire dermis shows
elastosis and is occupied and replaced by an amorphous, basophilic material
with areas of hyalinosis. Absence of pilo-sebaceous or sweat annexes.
(Figure 1A, 1B)

Patient 1: First consultation November 2022.

All these histopathological findings accompanied by the physical examination and time of evolution allowed us to guide the diagnosis of: URBACH
DISEASE-LIPOID-PROTEINOSIS-MUCOUS CUTANEOUS HYALINOSIS (Figure 2).

Histopathological study patient 1 Hematoxylin/Eosin staining 10x vision.

The therapeutic approach consisted of general skin protection measures and
pharmacological treatment with 400mg of pentoxifylline orally (10 mg per
kilogram of weight per day). After 6 months of continuous administration of

pentoxifylline, improvement of the skin lesions was demonstrated, without
alterations in laboratory studies or side effects. To date, the patient has been
on treatment for more than 1 year, maintaining the same dose without side
effects (Figure 3A,3B,3C, 3D).

Photographic evolution of the case. Patient 1: April 2023, September 2023, March 2024 June 2024

2.2 Paciente 2

The second case report is about a 13-year-old teenager from Maracaibo,
Zulia state, Venezuela. With no family pathological history, symptoms
began at 2 years of age characterized by dry skin, dysphonia and poor wound
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healing. (Figure 4A,4B). According to physical examination and
histopathological findings, the diagnosis was similar to that of the first case,
and it was decided to start oral pentoxifylline at a rate of 10 mg per kilogram
of weight. Currently, the patient has received 4 months of treatment showing
significant clinical improvement. (Figure 5A, 5B).
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Patient 2: First Consultation September 2023

Photographic evolution of the case. Patient 2: Control March 2024, June 2024.

3. Discussion

LP was described in 1929 by dermatologist Erich Urbach and
otorhinolaryngologist Camilo Wiethe, with the term lipoidosis cutis y
mucosas. A decade after its description, Urbach suggested the name
Cutaneous Mucous Hyalinosis. There are just over 300 cases described in
the bibliography. The age of patients at the time of diagnosis varies from 6
months to 60 years. The molecular basis of LP was unknown until 2002 when
it was shown that the genetic defect was located on the long arm of
chromosome 1g21, the gene that encodes the extracellular matrix protein-1
(Extracellular Matrix Protein or ECM1). Mutations cause a loss of function
in the ECM1 gene leading to lipoidoproteinosis. This gene is made up of 11
exons, the mutation can occur in any of them but the most frequently
compromised are 6 and 7. %10

The global function of the extracellular matrix is associated with
angiogenesis, healing, proliferation and differentiation of the basement
membrane, which has an important role in fibroblasts of the dermis. The
ECM1 defect generates an increase in type IV collagen, resulting in deposits
of abnormal hyaline material in the dermis and other tissues. -
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Clinical findings are determined by the degree of infiltration of hyaline
material into the skin, mucous membranes, and internal organs. Generally,
the infiltration begins in the vocal cords and oral mucosa, manifesting with
alterations in the tone of the voice or crying. Subsequently, an infiltration
occurs in the skin that shows very characteristic small pearl-shaped papules
on the edge of the eyelids called “moniliform blepharosis”; yellowish
papules and nodules with a warty appearance also appear on elbows and
knees, as well as blisters that leave atrophic scars when they resolve. Lesions
that occur on the scalp leave scarring alopecia. In the oral cavity, dental
anomalies occur such as aplasia or hypoplasia of the upper incisors,
macroglossia with dental impressions on their lateral edges, and edema of
the lips and tongue. In addition to the skin and mucous membranes, there
may be infiltration in the central nervous system that causes calcifications at
the level of the temporal lobes with manifestations ranging from behavioral
alterations such as memory disorders, schizophrenic behavior and depression
to seizures, 101%

The diagnosis includes the findings on physical examination and is
confirmed by histopathological study of the skin. Histologically, the tissue is
stained with Periodic Acid Schiff (PAS). With Hematoxylin and Eosin (H/E)
staining, a pale pink thickening is observed in the capillaries of the dermal
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papillae. Under the electron microscope, deposition of amorphous hyaline

material is observed around the walls of blood vessels and fibroblasts,
showing cytoplasmic inclusions containing granular electron-donous
structures.'?. The evolution is chronic and in the first years of development
(childhood and adolescence) it is compatible with a normal life. Morbidity is
conditioned by complications due to infiltration of different organs, while
mortality is associated with obstruction due to airway infiltration.'>

The reported cases present a patient of school-aged and adolescent with a
history of dysphonia since childhood and skin lesions characteristic of this
pathology, which facilitated the diagnosis. In this regard, it should be noted
that not all the cases reported in the literature show varied and extensive
dermatological involvement, particularly on the face and extremities.!3. This
pathology is inherited with an autosomal recessive pattern, patients often
have affected relatives, this was not the case of our patients, nor are data
collected on other family members who have this condition. However, signs
and symptoms may vary among affected individuals within a family or
population, including the presence of neurological abnormalities in the
absence of cutaneous manifestations. The clinical variability between
siblings carrying the same homozygous mutation indicates that the genotype
is not the only factor that determines the phenotype. Genetic, epigenetic and
environmental factors likely play a role in the clinical expression of LP. 14,

Regarding pharmacological therapy, topical and oral corticosteroids,
chloroquine, etretinate, dimethyl sulfoxide and D-penicillamine have been
used, but the results have been variable, and the adverse effects are evident.
Likewise, adjuvant methods such as fractional CO2 laser have been
described as a treatment for this disease. Recently, the use of pentoxifylline
has shown great results with evident clinical improvement. Pentoxifylline is
a synthetic derivative of the methylxanthine group, which due to its
pharmacological activity as a vasodilator and ability to reduce blood
viscosity, was initially indicated in various diseases that cause vascular
obstructive processes. This drug stimulates adenosine receptors on red blood
cells, leukocytes and platelets; inhibits phosphodiesterase and increases
cyclic adenosine monophosphate or cCAMP. There is greater knowledge of
its anti-inflammatory and protective activity in inflammatory processes
generated in vascular endothelium and tissue. It also has effects on
fibroblasts and events related to healing and collagen diseases, due to its
inhibitory action on the production and activity of tumor necrosis factor. 8°.
In this case, the use of Pentoxifylline, after 6 months of treatment,
demonstrates the clinical effectiveness of the medication in improving the
skin lesions presented by the patient, highlighting that the prolonged
administration of the medication has had no side effects in the patient.
Currently, the patients are in great general condition, with satisfactory
progress.

CONCLUSIONS

The importance of making these two clinical cases known is that it is a rare
disease and there are very few documented cases of the use of Pentoxifylline
as a treatment for this disease, highlighting its effectiveness evidenced by the
clinical improvement of dermatological lesions.
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Informed Concent
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and authorized the publication of photographs for educational purposes.

References

1. De Almeida HL Jr, Rodeghiero RG, Suzuki PNA, Ogawa MM.
Ultrastructural aspects of the skin in lipoid proteinosis (Urbach-
Wiethe disease). An Bras Dermatol. 2021 Nov-Dec;96(6):730-734.
doi: 10.1016/j.abd.2021.04.010.
https://pubmed.ncbi.nlm.nih.gov/34544637/

2. Godinez-Chaparro JA, Vidaurri-de la Cruz H, Quintal-Ramirez MJ,
Lara-Cintora L. Lipoidoproteinosis en un paciente pediatrico
mexicano. Dermatol Rev Mex.2021; 65 (suplemento 1): S125-S134.
https://doi.org/10.24245/dermatolrevmex.

3. Lourengo AG, Araujo VC, Passador-Santos F, Sperandio M, Neville
BW, Dorta RG. Lipoid Proteinosis: A Rare Disease In Pediatric
Dentistry. Braz Dent J. 2020 Mar-Apr;31(2):186-189. doi:
10.1590/0103-6440202003054.
https://pubmed.ncbi.nlm.nih.gov/32556019/

4. Bendaoud L, Bigjoine I, Hocar O, Amal S. Association Between
Lipoid Proteinosis and Coeliac Disease. Dermatol Pract Concept.
2023 Jan  1;13(1):e2023003.  doi:  10.5826/dpc.1301a3.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9946112/

5. Thaddanee R, Khilnani AK, Pandya P, Chaturvedi M. Lipoid
proteinosis (Urbach-Wiethe disease) in two siblings. Indian
Dermatol Online J. 2014 Dec;5(Suppl 2):S95-7. doi: 10.4103/2229-
5178.146168.
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4290189/

6. Natarajan B, Prathap P, Asokan N, Balakrishnan S. Lipoid
proteinosis — An erratic disease with an archetypal presentation. J
Skin Sex Transm Dis 2020;2(1):56-8. https://jsstd.org/lipoid-
proteinosis-an-erratic-disease-with-an-archetypal-presentation/

7. Kamath SJ, Marthala H, Manapragada B. Ocular manifestations in
lipoid proteinosis: A rare clinical entity. Indian J Ophthalmol. 2015
Oct;63(10):793-5. doi: 10.4103/0301-4738.171517.
https://www.ncbi.nlm.nih.gov/pmc/articlessPMCA4728981/

8. Meza Méndez B. Pentoxifilina en dermatologia. Dermatologia

Peruana, 2003; 13(3): 216-19.
https://sisbib.unmsm.edu.pe/bvrevistas/dermatologia/v13_n3/Pdf/a
07.pdf

9. Aranibar L, Ramirez C, Arellano J, Wortsman X, Sazunic I.
Pentoxifilina como tratamiento efectivo de la lipoidoproteinosis.
Dermatol. Pediatr. Latinoam, 2014; 12(1): 31-34.
https://pesquisa.bvsalud.org/portal/resource/pt/lil-776143?lang=es

10. Olivares LM, Forero OL, Sanchez Stieb AP, Maronnall E.
Variabilidad fenotipica de la lipoidoproteinosis: comunicacion de un
caso. Med Cutan Iber Lat Am, 2016; 44 (3): 206-208.
https://www.medigraphic.com/pdfs/cutanea/mc-2016/mc163h.pdf

11. Avila R, Bermldez V, Chacin MC, Vilchez E, Contreras |.
Lipoidoproteinosis o enfermedad de Urbach- Wiethe: presentacion
de un caso y revision de la literatura. Piel, 2019;34(7):396-399.
https://doi.org/10.1016/j.piel.2018.06.012

12. Urdaneta JR, Medina M, Romero Z, Cano C. Lipoidoproteinosis y
cancer de cuello uterino. Reporte de caso. Revista Estudiantil
CEUS,2021; 3(3): 19-26.
https://ceus.ucacue.edu.ec/index.php/ceus/article/view/68

Page 4 of 5


https://pubmed.ncbi.nlm.nih.gov/34544637/
https://doi.org/10.24245/dermatolrevmex
https://pubmed.ncbi.nlm.nih.gov/32556019/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4290189/
https://jsstd.org/lipoid-proteinosis-an-erratic-disease-with-an-archetypal-presentation/
https://jsstd.org/lipoid-proteinosis-an-erratic-disease-with-an-archetypal-presentation/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4728981/
https://sisbib.unmsm.edu.pe/bvrevistas/dermatologia/v13_n3/Pdf/a07.pdf
https://sisbib.unmsm.edu.pe/bvrevistas/dermatologia/v13_n3/Pdf/a07.pdf
https://pesquisa.bvsalud.org/portal/?lang=es&q=au:%22Aranibar,%20Ligia%22
https://pesquisa.bvsalud.org/portal/?lang=es&q=au:%22Ram%C3%ADrez,%20Constanza%20M%22
https://pesquisa.bvsalud.org/portal/?lang=es&q=au:%22Arellano,%20Javier%22
https://pesquisa.bvsalud.org/portal/?lang=es&q=au:%22Wortsman,%20Ximena%22
https://pesquisa.bvsalud.org/portal/?lang=es&q=au:%22Sazunic,%20Ivo%22
https://pesquisa.bvsalud.org/portal/?lang=es&q=au:%22Sazunic,%20Ivo%22
http://portal.revistas.bvs.br/transf.php?xsl=xsl/titles.xsl&xml=http://catserver.bireme.br/cgi-bin/wxis1660.exe/?IsisScript=../cgi-bin/catrevistas/catrevistas.xis|database_name=TITLES|list_type=title|cat_name=ALL|from=1|count=50&lang=pt&comefrom=home&home=false&task=show_magazines&request_made_adv_search=false&lang=pt&show_adv_search=false&help_file=/help_pt.htm&connector=ET&search_exp=Dermatol.%20pedi%C3%A1tr.%20latinoam.%20(En%20l%C3%ADnea)
https://pesquisa.bvsalud.org/portal/resource/pt/lil-776143?lang=es
https://www.medigraphic.com/pdfs/cutanea/mc-2016/mc163h.pdf
https://doi.org/10.1016/j.piel.2018.06.012
https://ceus.ucacue.edu.ec/index.php/ceus/article/view/68

Clinical Research and Clinical Trials

13. Ravi Prakash SM, Verma S, Sumalatha MN, Chattopadhyay S. Oral
manifestations of lipoid proteinosis: A case report and literature
review. Saudi Dent J. 2013  Apr;25(2):91-4. doi:
10.1016/j.sdentj.2012.12.004.
https://www.ncbi.nIm.nih.gov/pmc/articles/PMC3723256/

Copy rights@ Jennifer Katherine Cafiarte Mero,

14. Srinivas SM, Maganthi M, Chandrasekaran PJ, Gowdra A, Palany

R. Clinical and molecular characterization of lipoid proteinosis in
three Indian families. Indian J Paediatr Dermatol 2020;21:167-73.
DOI: 10.4103/ijpd.lIPD_9_20.
https://journals.lww.com/ijpd/Fulltext/2020/21030/Clinical_and_M
olecular_Characterization_of_Lipoid.3.aspx

To Submit Your Article Click Here:

YVVVYVYVYYVY

DOI1:10.31579/2693-4779/218

trials

Ready to submit your research? Choose Auctores and benefit from:

This work is licensed under Creative
By Commons Attribution 4.0 License fast, convenient online submission
rigorous peer review by experienced research in your field
rapid publication on acceptance
authors retain copyrights
unique DOI for all articles
immediate, unrestricted online access

At Auctores, research is always in progress.

Learn more https://auctoresonline.org/journals/clinical-research-and-clinical-

Auctores Publishing LLC — Volume 11(1)-218 www.auctoresonline.org
ISSN: 2693-4779

Page 5 of 5


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3723256/
https://journals.lww.com/ijpd/Fulltext/2020/21030/Clinical_and_Molecular_Characterization_of_Lipoid.3.aspx
https://journals.lww.com/ijpd/Fulltext/2020/21030/Clinical_and_Molecular_Characterization_of_Lipoid.3.aspx
file:///C:/C/Users/web/AppData/Local/Adobe/InDesign/Version%2010.0/en_US/Caches/InDesign%20ClipboardScrap1.pdf
https://www.auctoresonline.org/submit-manuscript?e=78
https://auctoresonline.org/journals/clinical-research-and-clinical-trials
https://auctoresonline.org/journals/clinical-research-and-clinical-trials

