THE MEDICAL BULLETIN OF

SISLI ETFAL HOSPITAL

DOI: 10.14744/SEMB.2021.73384
Med Bull Sisli Etfal Hosp 2022;56(4):564-567

Infantil Acute Hemorrhagic Edema in a Neonate: A Case Report
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Abstract

Acute infantile hemorrhagic edema is a rare leukocytoclastic vasculitis with symptom triad of fever, large purpuric skin lesions, and
edema. The major features are an ecchymotic purpura, an inflammatory edema of the limbs and face. It is a benign condition with
a dramatic onset, resolves spontaneously and completely within 1-3 weeks, and is seen in children younger than 3 years of age.
We would like to detail a newborn with acute infantile hemorrhagic edema, as it is a rare disease in childhood, especially in the

neonatal period.
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cute infantile hemorrhagic edema (AIHE) is a rare leu-

kocytoclastic vasculitis seen in children younger than 3
years of age and seen in the neonatal period. Disease was
first defined by Snow as “purpura, urticaria, and angioneu-
roticedema in the hands and feet”in 1913.MItis also known
as post-infectious cockade purpura, Finkelstein disease, or
Seidlmayer disease. The exact prevelance of the disease is
unknown.” This disease is more common in men than in
women. Goraya and Kaur speculated on the link between
IgA vasculitis and infantile hemorrhagic edema. Accord-
ing to the authors, since the infant’s IgA system is not fully
mature, if acute hemorrhagic edema is associated with IgA
vasculitis, the patient is unable to mount an IgA-mediated
immune response, which would explain the IgA deficiency
on immunofluorescence.® The disease is characterized by
large purpuric lesions, fever, and edema and these symp-
toms disappear within 3 weeks. The main skin lesions are

an ecchymotic purpura, usually annular pattern, and an
inflammatory edema of the limbs and face. The lesions
are usually located outer parts of trunk. There is no specific
treatment for acute infantile hemorrhagic edema. It occurs
after infections such as vaccination, otitis media, upper re-
spiratory tract infection, or conjunctivitis.” It has also been
shown to be associated with CMV, HSV-1, or rotavirus infec-
tion. Since children take antibiotics and antipyretics before
lesions occur, it can also develop due to drugs. This disease
increases in the winter season.!

In some cases, it has been reported that steroids and an-
tihistamines can be used in some cases, and the general
opinion is that the treatment does not change the clinical
course of the disease.”® On the other hand, there are also
cases reporting that the lesions regress rapidly after 24 h
with the use of steroids.”'” In general, heamatologic values
and coagulation factors are normal. The initial findings of
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the disease can be considered as Henoch Schonlein purpu-
ra meningococcal septicemia or purpura fulminans lesions
and may lead to unnecessary investigation and treatment
interventions."""'? In the pathogenesis of leukocytoclastic
vasculitis, it is considered that circulating immune com-
plexes are located in the vessel wall."" The factors that initi-
ate the immune complex formation in leukocytoclastic vas-
culitis are not fully known. Recurrence is not usually seen,
but it may occur rarely one to four times.'® All reported
AIHE cases recovered without sequelae within an average
of 35 days." Since it is rarely seen in the neonatal period,
we aimed to present a 19-day-old newborn admitted to
our emergency service, AIHE. In this presented case, paren-
tal consent was obtained.

Case Report

A 38-week born to a 27-year-old mother 2700 g male neo-
nate was admitted to our emergency service on the post-
natal 19" day. In his medical history, the family used diaper
powder for his skin lesions approximately 5 days, when
the lesions did not regress, they were admitted to another
hospital and were prescribed an anti-fungal cream. They
applied to the emergency service of our hospital when
purple rashes developed after using this cream. Physical
examination revealed a purplish erythematous and annu-
lar plaques diameters ranging 1-3 cm edema on the limbs
and chest which faded with pressing and left a paleness.
He had no fever and abnormal findings in his vitals. In his
phsical examination, his body weight was 3400 g, length
was 50 cm, body temperature was 36°C, heart rate was
144/min, respiratory rate was 44/min, and arterial blood
pressure was 60/35 mmHg. There was a dense purpuric
rash on the arms and especially legs (Fig. 1). In laboratory
findings, white blood cell count was 10300/mm?3, hemo-

Figure 1. Purpuric rash on the arms and especially legs.

globin was 18 g/dL, hematocrit was 54.4%, platelet count
was 248000/mm?, and C-reactive protein was 11.14 mg/L.
Other biochemical parameters and bleeding profile were
normal. Serological tests including hepatitis B and C, HIV,
and TORCH infections were negative. The patient had a
negative COVID-19 PCR test and had no family history of
COVID-19 infection. Lumber puncture performed on the
patient and no signs of regarding meningitis obtanined;
therefore, ampicilin and cefotaxime treatment was started
for the patient. Histopathological examination of the right
lower extremity lesion demonstrated hyperkeratosis in the
epidermis, edema between collagen fibers in the dermis,
and mild lymphocyte infiltration (Fig. 2). The pathological
findings were compatible with infantile acute hemorrhagic
edema. The patient was diagnosed as AIHE as a result of
clinical and histopathological findings. All of the skin le-
sions disappeared totally within 4 days of admission to
neonatal intensive care unit and the patient discharged in
the 7t day of admission.

Discussion

AIHE is a benign condition characterized by leukocytoclas-
tic vasculitis. It is usually limited to the skin, involvement of
visceral organ and other systems is very rare.”! AIHE is first
described by Snow in 1913.M There is no accurate evidence
about etiopathogenesis; drug use, vaccination history, and
infection may be trigger factors.™® |t is diagnosed usu-
ally clinically based on the criteria reported by Krause et
al., these are four main criteria which help clinician to di-
agnose:l'”]

(i) Purpuric rashes beginning before age of 2 years, (ii) pur-
puric rashes especially on the face and extremities together
with edema, (iii) no visceral or systemic skin lesions disap-

Figure 2. Hyperkeratosis in the epidermis, edema between collagen
fibers in the dermis, and mild lymphocyte infiltration.
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pears spontaneously in a few days or weeks. Some of the
clinicians consider AIHE as a mild form of Henoch-Shoen-
lein purpura (HSP), and (iv) skin lesions develop a target
like shape within 24-48 h and disappears in days or weeks.

Although fever is one of the most important findings of
AIHE, in this case, our patient did not have a fever at admis-
sion and did not develop fever during his hospitalization.
Parker et al. found it to be 0.7 per thousand in children un-
der 2 years of age. Fever complaint was 65%. The youngest
baby in the study was 6 months old, fever may not have
been observed in our case since fever is not a very common
finding in newborns.'"® The skin lesions were characteristic
target like purpuric lessions. These lesions disappeared ap-
proximately in 1 week. Furthermore, one of the major find-
ings of this disesase is that the skin lesions are usually seen
in face and lower extremities, also in our case, the rashes
were on the face and gross on the limbs. In one study, 85%
of the rashes were purpuric, most (96%) the rash occurred
on the lower extremities but also on other parts of the body
including the upper limbs and face."®

Although laboratory findings are usually normal in AIHE,
sometimes leukocytosis, trombocytosis, eosinophilia, and
elevated C-reactive protein levels can be seen with a nor-
mal bleeding profile. Only C-reactive protein level was
11.14 mg/L, even cerebrospinal fluid values are normal in
lomber puncture in our case and bleeding profile was nor-
mal as expected in AIHE. Parker et al. found significantly
higher CRP in their study.['®

Because of AIHE is a leukocytoclastic vasculitis, skin biopsy
shows the perivascular neutrophilic infiltration of the small
dermal vessels and this leads to a fibrinoid necrosis." Fur-
thermore, extravasation of erytrocytes and interstitial ede-
ma can be seen. The pathologic findings in the case that we
reported are edema around collagen fibers in dermis, a few
dilated vessels and light lenfocyte infiltration around them.

AIHE has no spesific treatment. Antibiotics can be used
only in association with an infection. There is no need for
steroid or antihistaminic therapy. Treatment is usually sup-
portive. It is recommended that antibiotics should be giv-
en if there is an evidence of concurrent infection. Systemic
steroid therapy and antihistamines appear to be ineffective
for the treatment of AIHE.™!

The disease limits itself and complete recovery and disap-
pearing of lesions are expected within 1-3 weeks.?” No
relaps expected. Parker et al. found complications such as
arthralgia or arthritis melena or hematochezia microscopic
hematuria and compartment syndrome in 50% of cases.
They diagnosed familial Mediterranean fever as a result of
gene analysis of the patient with compartment syndrome.
The authors suggest that in complicated cases, attention
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should be paid to the patient’s medical history and family
history. In our case, there was no family history and it was
not complicated, but we cannot give a result in terms of
FMF because we did not follow-up for a long time.l"®

Conclusion

As a conclusion, AIHE is such a rare disease in the neonatal
period characterized by purpuric lesions and edema. Diag-
nosis is basicly depends on clinical appereance. Diseases
and conditions such as meningococcemia, thrombocyto-
penia, and coagulopathis should be thought in differantial
diagnosis. In this case, we wanted to emphasize that this
disease can be seen in newborns although it is rare. AIHE
should be considered by the clinician in the differantial di-
agnosis of presenting purpuric lesions in neonatal period.

Disclosures

Informed consent: Written, informed consent was obtained
from the patient's family for the publication of this case report
and the accompanying images.

Peer-review: Externally peer-reviewed.

Conflict of Interest: None declared.

Authorship Contributions: Concept - C.C.G., E.C; Design -
C.C.G,, E.C,; Supervision - E.C,, S.H., Y.U.; Materials - C.C.G,, S.0.G,;
Data collection &/or processing — C.C.G,, Y.U.; Analysis and/or in-
terpretation - E.C., S.H.; Literature search — C.C.G,, S.0.G.; Writing
-C.CG,S.0.G, EC,SH.,, Y.U, Critical review - E.C,, S.H.

References

1. Snow IM. Purpura, urticaria and angioneurotic edema of the
hands and feet ina nursing baby. JAMA 1913;61:18-9. [CrossRef]

2. Jindal SR, Kura MM. Acute hemorrhagic edema of infancy-a rare
entity. Indian Dermatol Online J 2013;4:106-8. [CrossRef]

3. Goraya JS, Kaur S. Acute infantile hemorrhagic edema and He-
noch-Schénlein purpura: is IgA the missing link? J Am Acad Der-
matol 2002;47:801. [CrossRef]

4. Caksen H, Odabas D, Kdsem M, Arslan S, Oner AF, Atas B, Akcay G,
Ceylan N. Report of eight infants with acute infantile hemorrhag-
ic edema and review of the literature. J Dermatol 2002;29:290-5.

5. Binamer Y. Acute hemorrhagic edema of infancy after MMR vac-
cine. Ann Saudi Med 2015;35:254-6. [CrossRef]

6. Calonje E, Brenn T, Lazar AJ, Billings MD. Vascular diseases. In:
Calonje E, Brenn T, Lazar AJ editors. McKee's Pathology of the
Skin,vol 1. 5th ed. Elsevier; 2020. p. 714-70.

7. Kicuktasci K, Semiz S, Colpan A. Acute hemorrhagic edema of in-
fancy. Turkish J Pediatr Dis 2010;4:109-13.

8. Mentes SE, Taskesen M, Katar S, Glinel ME, Akdeniz S. Acute hem-
orrhagic edema of infancy. Dicle Tip Derg 2009;36:56-8.

9. da Silva Manzoni AP, Viecili JB, de Andrade CB, Kruse RL, Bakos L,
Cestari TF. Acute hemorrhagic edema of infancy: a case report. Int
J Dermatol 2004;43:48-51. [CrossRef]


https://doi.org/10.1001/jama.1913.04350010020008
https://doi.org/10.4103/2229-5178.110630
https://doi.org/10.1067/mjd.2002.122741
https://doi.org/10.1111/j.1346-8138.2002.tb00265.x
https://doi.org/10.5144/0256-4947.2015.254
https://doi.org/10.1111/j.1365-4632.2004.01820.x

Gok et al., Acute Hemorrhagic Edema in Neonate / doi: 10.14744/SEMB.2021.73384

10.

11.

12.

13.

14.

15.

16.

Offidani A, Cellini A, Bossi G. Guess what! Acute haemorrhagic oe-
dema of the skin in infancy. Eur J Dermatol 2001;11:63-4.
Tinaztepe K, Glger S. Lokositoklastik vaskulit. Katki Pediatri Der-
gisi 1995;16:152-64.

SaraclarY, Tinaztepe K. Infantile acute hemorrhagic edema of the
skin.J Am Acad Dermatol 1992;26:275-6. [CrossRef]

LegrainV, Lejean S, Taieb A, Guillard JM, Battin J, Maleville J. Infan-
tile acute hemorrhagic edema of the skin: study of ten cases.J Am
Acad Dermatol 1991;24:17-22. [CrossRef]

Jones EM, Callen JP. Collagen vascular diseases of childhood. Pe-
diatr Clin North Am 1991;38:1019-39. [CrossRef]

Sites LY, Woodmansee CS, Wilkin NK, Hanson JW, Skinner RB Jr,
Shimek CM. Acute hemorrhagic edema of infancy: case reports
and a review of the literature. Cutis 2008;82:320-4.

AlSufyani MA. Acute hemorrhagic edema of infancy: unusual
scarring and review of the English language literature. Int J Der-

17.

18.

19.

20.

567

matol 2009;48:617-22. [CrossRef]

Krause |, Lazarov A, Rachmel A, Grunwald MM, Metzker A, Garty
BZ, et al. Acute haemorrhagic oedema of infancy, a benign vari-
ant of leucocytoclastic vasculitis. Acta Paediatr 1996;85:114-7.
Parker L, Shahar-Nissan K, Ashkenazi-Hoffnung L, Harel L, Amir J,
Trivizki O, et al. Acute hemorrhagic edema of infancy: the experi-
ence of a large tertiary pediatric center in Israel. World J Pediatr
2017;13:341-5. [CrossRef]

Savino F, Lupica MM, Tarasco V, Locatelli E, Viola S, di Monteze-
molo LG, et al. Acute hemorrhagic edema of infancy: a troubling
cutaneous presentation with a self-limiting course. Pediatr Der-
matol 2013;30:e149-52. [CrossRef]

Lee HM, Kang EY, Kim HU, Hwang PH. Acute hemorrhagic edema
in an infant mimicking Henoch-Schoénlein purpura: a case study.
Korean J Pediatr 2006;49:1354-7. [CrossRef]


https://doi.org/10.1016/S0190-9622(08)80315-5
https://doi.org/10.1016/0190-9622(91)70002-J
https://doi.org/10.1016/S0031-3955(16)38165-2
https://doi.org/10.1111/j.1365-4632.2009.03917.x
https://doi.org/10.1111/j.1651-2227.1996.tb13904.x
https://doi.org/10.1007/s12519-017-0032-7
https://doi.org/10.1111/pde.12004
https://doi.org/10.3345/kjp.2006.49.12.1354

