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Under this heading we will deal with some po-
tentially fatal skin conditions where rapid diagnosis
and proper management may decrease its morality.

The first emergency is Toxic Epidermal
Necrolysis (TEN) :

Toxic epidermal necrolysis (TEN) is the most
severe blistering disease with a mortality rate of 20-
30% . TEN is drug induced in 89% of cases ®.
Some of the drugs that were reported to cause TEN
are phenytoin, phenobarbital, carbamazepine ,
valproic acid, sulfamethoxazole, trimethoprim and
other sulfonamides ©, Naproxin, oxicam and other
NSAIDs 7%, aminopenicillins, quinolones,
ciprofloxacin, cephalosporins, allopurinol, corticos-
teroids ©, Chlormezanone (Muskel-Trancopal pain
killer)® cytosine arabinoside (cytarabine)®,
cymetidine”, phenolphthalin @Y, methotrexate 2,
vitamins, minerals and natural medications (3.
There was no significant risk for thiazides, duiretics
and hypoglycemic agents ©.

TEN affecting patients who give no history of
drug intake, may be related to infection as varicella
zoster virus U9, HIV infection where the incidence
of TEN is 1 per 1000 per year reflecting an inherent
high risk and more exposure of patients to
sulfonamids ), acute Graft Versus Host Disease
(GVHD) @61 Food additives, fumigants and con-
tact with chemicals have been reported to cause TEN
in few cases U9,

None of the drugs has an excess risk that exceeds
five cases per million users per week ©.

Complications of TEN"? include ulceration,
dehydration, electrolyte abnormality, gastro-intes-
tinal hemorrhage, acute tubular necrosis, secondary
infection of the skin, pneumonia, bacterial conjunc-
tivitis, keratitis, septic infarcts of internal organs,
heterotropic ossification that resulted in multiple
joint contrature.

The incidence of TEN was estimated in
France®”, Germany @V, Italy @ to be 1.3 per mil-
lion per year.

Clinically TEN begins by a prodromal stage of
2-3 days or one day to 3 weeks. In the prodromal

stage the patient gets signs and symptoms of upper
respiratory tract infection; fever, anorexia, rheinitis,
sore throat, cough, conjunctivitis and difficult
micturation.

The prodromal stage is followed by the acute
phase which lasts from 8-12 days. During the acute
phase fever persists and mucous membranes are af-
fected especially conjunctivae, oral, pharyngeal, tra-
cheal, bronchial, nasal, anal, vaginal and urethra with
urine retension. The skin lesions begin as burning,
red, tender and painful eruption which usually be-
gins on the face and upper body and spreads cau-
dally U®, but predominates on the trunk and proxi-
mal part of the limbs. The skin shows large flaccid
bullae, sloughing of the epidermis and positive
Nicolsky’s sign in large areas (Fig.1) and at sites of
adhesive plaster or adhesive electrodes. The rash
generally spreads rapidly and reaches maximal ex-
tension in 2-3 days and sometimes few hours and
one in seven patients will get 100% loss of epider-
mis in less than 24 hours.

The acute phase is followed by a recovery phase
which takes 1-2 or 3-4 weeks %23 during which
mucous membranes and skin re-epithelialize even
while the disease is still spreading to the lower limbs.
No scarring occurs except in areas of pressure or
infection. The thorax regenerates in few days while
flexures and back heal more slowly. The mucous
membranes take longer time and the glans penis may

Fig. 1 : Toxic Epidermal Necrolysis
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need 2 months to heal.

Approximately 30% of patients die (), especially
elderly patients and those with extensive lesions.
Sepsis and pulmonary involvement are the most fre-
quent causes of death. Multisystemic involvement
is frequent and contributes to the severity of the pro-
cess %4,

TEN may be complicated by ‘% :-

1- Persistant,high fever and sudden drop rather than
rise of temperature is more indicative of infec-
tion. Impaired thermal regulation may occur.

2- Skin infection, nail dystrophy and nail loss, hy-
pohidrosis and dermal dessication, scarring alope-
cia, hypo or hyper pigmentation that may improve
by time and may persist for more than 10 years.

3- Mucous membrane affection :

One) Gastrointestinal tract: epidermal and intes-
tinal epthelium undergo extensive apoptosis
and mucosal death ? leading to chronic
mouth erosion and xerostomia, impairing
alimentation, oesophageal bleeding and
stricture, dysphagia, oesophageal rupture®®,
profuse protein rich diarrhoea leading to in-
creased fluid loss and hypoalbuminemia,
severe chronic diarrhoea may occur and
may require intestinal resection, overt hepa-
titis may occur in 10% of patients. Acute
pancreatitis may occur with increase in se-
rum amylase and serum lipase @7,

Two) Respiratory complications occur in 30% of
patients such as mucous retension, erosion
and sloughing of tracheo-bronchial mucosa
which when aspirated leads to shallow
breathing, atelectasis, pneomonitis and
pneumonia. Interstitial oedema due to in-
creased alveolar capillary permeability and
10-20% of patients may need artificial ven-
tilation. Involvement of bronchial epithe-
lium must be suspected in patients with
dyspnoea, bronchial hypersecretion and
seem to indicate a poor prognosis “®

4- Occular complications may occur in up to 50%
of patients and they need special attention and
include :

One) conjunctivitis which may lead to
pseudomembranous conjunctival erosions.

Two) Photophobia

Three) Ectropion, entropion and symblepharon,

Four) Vascularization of the cornea, corneal

opacities, ulceration and scarring.

Five) Lacrimal duct destruction and chronic dry

eye,

Conjunctival destruction with fusion of
the eye lids to one another and to the globe
leading to blindness.

5- Fluid loss: an adult with 50% of the body surface
affected looses 3-5 liters of liquid from the skin
with 40 grams of protein in each liter with elec-

* trolyte loss in the same concentration as in

plasma. The fluid loss leads to hypokalaemia

and kidney failure.

6- Blood: Normocytic hypochromic anaemia, lym-
phopenia, neutropenia which is seen in 30% of
patients and is a poor prognostic sign, thromb-
ocytopenia in 15% of patients, disseminated in-
travascular coagulopathy from release of lyso-
somal enzymes by sepsis.

7- Sepsis: Infection by staph aureus or pseudomo-
nas aerogenosa may spread from skin and cause
septicemia and septicaemic shock which is fa-
tal. Central catheters and venous lines promote
infection.

8- Kidneys may rarely show glomerulo nephritis,
prerenal azotaemia and tubular necrosis.

O- Increased energy expenditure
One) Hypermetabolic state produced by IL-I.

Hypermetabolism is twice the basal meta-

bolic rate when 50% or more of the body

surface is affected.

Environmental temperature below 25°C

increases the hypermetabolic state.

Three) In an adult protein loss from skin surface
and hypercatabolism may lead to protein
loss upto 150-200 grams per day.

Four) Inhibition of insulin secretion and or in-
sulin resistance in peripheral tissue lead
to glucosurea which leads to increased
aminoacid break down which will cause
more calory and fluid loss.

10- Miscellaneous: (a) Hypovolemia; (b) Hypoxic
injury to the brain from hypotension; (c¢) Gas-
trointestinal haemorrhage; (d) Pulmonary em-
boli; (e) Sjogren syndrome; (f) Urinary tract
infection;(g) valvovaginal and genital involve-
ment is frequent with ©@*?% chronic erosion of
genitalia and phymosis; (h) Abnormal liver func-
tion 482330 and hypocalcemia @2, In TEN secre-
tory sweat glands are not affected but there 1s
significant reduction in sweat ducts. This is of

Six)

Two)

|
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clinical importance because TEN affects 30-
100% of the body surface @.

A skin biopsy should be performed in every case
of TEN and a frozen section usually rapidly con-
firms the diagnosis by showing necrotic detached
epidermis, from a little-altered dermis. The di-
agnosis of autoimmune blistering disorders and
staphylococcal scalded skin syndrome have to be
ruled out.

TEN could be differentiated from erythema
multiforme (EM) histopathologically because in
EM there is dense T lymphocyte infiltration while
in TEN there is poor cellular infiltrate with pre-
dominant macrophages and dendrocytes with
strong immuno reactivity to tumour necrosis fac-
tor alpha (TNF-alpha) ¢,

Pathogenesis :

Patients who develop TEN may have a low con-
stitutive N-acelylating capacity and this predisposes
them to adverse reaction to drugs that require N-
acetylation ¥, Keratinocytes normally express death
receptor Fas (CD 95). Keratinocytes from TEN ex-
press lytically active Fas ligand (FasL). Thus inter-
action between Fas receptor and FasL is involved
in patholgenesis of TEN ¢, Keratinocytes in TEN
undergo extensive apoptosis and so drugs that in-
hibit apoptosis may have a role in treatment of TEN
for example cyclosporine A ©%. Soluble tumor ne-
crosis factor alpha (sTNF alpha) and their receptors
(sTNf-R1 and sTNF-R2) were high in blisters and
serum of patients with TEN. The soluble TNF re-
ceptor 2 (STNF-alpha-R2) cnhanccs the cytotoxic
effect of TNF alpha signifying a pathomechanism
of TNF alpha system in epidermal necrosis and
sloughing in TEN ©7,

Treatment :

Early treatment in intensive care unit or burn cen-
ter reduces the rate of bacteremia and mortality rate
in TEN ©®,

Avoidance of systemic steroid needs to be
stressed in treatment of TEN®?), because of increased
mortality with prolonged use of systemic steroids
@041 Steroid could be used early as an adjuvant treat-
ment to suppress T.N.F. alpha®?,

Prophylactic antibiotic is not recommended @9,
Sepsis is the cause of death in 50% of cases. It is
vital to control infection and it is recommended to
do repeated culture from multiple skin sites and from

blood daily.

LLaboratory investigations are essential for diag-
nosis, prognosis and monitoring the disease and
treatment.

Antiseptic bath and change of intravenous lines
and urinary catheters. Antibiotics are only given if
infection is proven.

Artificial nutrition® and control of hypovolemia
is essential and 5-7 liters of fluids are needed in first
24 hours.

Fluids are given by nasogastric tube and intrave-
nous lines. Fluids given are water, electrolytes,
plasma, albumin and macromolecular solutions as
synthetic colloid.

Patient may need help from other medical disci-
plines particularly ophthalmology.

Hyperbaric oxygen is given in a pressure cham-
ber with pure oxygen at two atmospheric pressure
for 60-120 minutes once daily. This treatment acti-
vates dermal metabolism and enhances epidermal
regeneration, has antishock and antiseptic effect and
is possibly immuno suppressive @9,

One of the first lines of treatment of TEN is ex-
change plasmapheresis. Alternate day exchange is
better than everyday. It is safe, effective and causes
immediate relief from pain and rapid cessation of
necrolysis “>49 and reduces mortality rate and it
appears that some kind of necrolytic factor is re-
moved by plasmapheresis “7> %40 Plasmapheresis
also removes offending drugs and their metabolites
and eliminates inflammatory mediators *®,

Intravenous immunoglobulins have been used
successfully to treat TEN “?. Antibodies present in
pooled human intravenous immunoglobulins (IVIG)
block Fas mediated keratinocyte death and gives
rapid favorable results ¢,

Cyclosporin A (CSA) has been used successfully
to treat TEN. CSA inhibits the main cell population
in TEN, lymphocytes, macrophages and
keratinocytes. CSA has antiapoptotic effect and
apoptosis is the mechanism leading to keratinocyte
death in TEN. Tumor necrosis factor alpha is an
important cytokine which plays a major role in epi-
dermal destruction in TEN. CSA acts on TNF al-
pha diminishing its role in TEN ©¢%5D,

Thalidomide although a potent inhibitor of
apoptosis is paradoxically detrimental in TEN as it
paradoxically enhances production of TNF alpha®.

Granulocyte colony stimulating factor is used in
neutropenia in TEN 2,
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Intravenous cyclophosphamide 300mg/day is
very helpful and systemic toxicity in TEN ceases in
two days®?. Cyclophosphamide (Cytoxan) is a de-
rivative of nitrogen mustard : 75% of the drug is
absorbed from gastrointestinal tract. It is mainly
metabolized in the liver and its alkylating effect is
exerted by its metabolites which are 50% protein
bound. Fifty percent of the drug is excreted in urine
and its half life is 2-10 hours. The recommended
dose is 1-5 mg/kg/body weight/day and is best given
in the morning with plenty of fluid to avoid cystitis
and some prefer to give the drug on 3 divided doses.
The side effects of cytoxan are : increased risk of
lymphoma 5-40%, increased risk of bladder cancer,
cardiomyopathy, pneumonitis, pulmonary fibrosis,
haemorrhagic colitis, azospermia, anorexia, nausea,
vomiting, stomatitis and anagen alopecia ©®. Moni-
toring the drug is essential by doing basic CBC
weekly, the W.C. should not be less than 3000/cu.mm
and the granulocytes must be greater than 1000/
cu.mm. Urine analysis should be done daily and
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may affect up to 90% of the total body surface
(Fig. 2,3,4).
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of the skin usually begins on the central part of the
face, axillae, groin and neck - There is usually crust-
ing around the mouth and nose. Sheets of epidermis
peel off leaving a moist erythematous skin under-
neath that looks scalded. Most patients recover with
appropriate antibiotic treatment within a week®.

The staphylococcus aureus is often isolated from
blood cultures of adult patients and rarely from chil-
dren ©®. SSSS is life threatening in children(”. They
are the prime susceptable patients because they lack
immunity to the staphylococcal epidermolytic tox-
ins and because of their renal immaturity there is
poor clearance of these exotoxins ®.

The syndrome primarily affects preterm infants®;
neonates !9; infants or young children as well as
very old subjects V. Many cases were reported in
adults (1213:1415.1617.18.5) — Adults with SSSS may be
suffering from renal failure, immunosuppression,
overwhelming sepsis, leukemia 9, oral steroid
therapy®?; NSAID®!13 and HIV®2%23), Experimen-
tally SSSS was reported to fulfil Koch’s postulates®®
and the following statements were found -

1- Staphylocossus aureus was isolated from ev-
ery case

2- Isolated S-aureus can produce the syndrome
in experimental animals.
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Fig. 3 : (SSSS)

Fig. 4 : (SSSS)

3- A specific extracellular toxin can reproduce
the disease.

4- Antibody to toxin can protect experimental
animals from SSSS. It was found also that E.T. does
not cause the erythema or tenderness but other fac-
tors such as delta haemolysins are involved in patho-
genesis of these conditions (D,

The diagnosis if SSSS is confirmed by histopa-
thology. Diagnosis can be made by examining fro-
zen sections and conventional skin biopsy (229, A
top of a blister is removed and sent to laboratory on
saline moistured gauze to prepare frozen sections

by which precise diagnosis is reached within min-
utes. The histopathology shows in SSSS cleavage
plane high in the epidermis being subcorneal in lo-
cation and consist of stratum corneum and few squa-
mous cells. Tzank smear from the base of the blis-
ter shows no inflammatory cells.

Systemic treatment with appropriate antibiotic is
mandatory together with replacement of water, col-
loid and electrolytes lost through the scalded skin
which have lost its barrier function. Recovery with
treatment is the rule but the disease still carries sig-
nificant or high mortality rate 7,
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drome?, seborrhoeic dermatitis ©, Wiscott Aldrich®,
Icthyosis vulgaris ®, pityriasis rubra pilaris @, irri-
tant contact dermatitis '? and other inflammatory
dermatoses ). It has been also reported with heal-
ing second degree burn ", traumatic facial abrasion
(12 and autologous skin grafting %).

The majority of such Kaposi’s varicellrform
Eruption are due to herpes simplex virus infection
(eczema herpeticum) and rarely due to vaccinia vi-
rus causing eczema vaccinatum. Eczema herpeticum
is caused by haematogenous dissemination of her-
pes simplex virus type I (HSV-1) infection in pa-
tient with atopic dermatitis especially those with

18
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severe or erythrodermic variety.

The majority of eczema herpeticum are primary
infections with HSV-1. The source of infection is
usually a family member with HSV-1 infection or
from the use of hot tub together with a person who
has “fever blisters” because HSV can survive hot
tub environment “ and in 20% of cases dissemina-
tion of infection may occur endogenous following
recurrent HSV attack®. Recurrence of eczema
herpeticum in the same person was reported & 19,
Sometimes the recurrence of eczema herpeticum is
due to exogenous re-infection (9,

Two genotypes of HSV-1 were identified F1 and
F35. The F35 genotype of HSV-1 seemed to be as-
sociated more frequently with eczema herpeticum
than F1 genotype 7.

The susceptibility of some atopic children to HSV
infection is most likely explained by a reduced num-
ber of Natural Killer cells (NK) and a decrease in
IL-2 receptors and increased activity of IL.-4 in atopic
dermatitis rather than a HSV immune defect either
humaral or cell mediated %129, The systemic or
local use of steroid could not be always associated
with the occurrence of eczema herpeticum infection
and it is not known whether the use of heavy steroid
predispose to herpetic infection or simply reflects
the severity of atopic eczema and hence a more sus-

-y 4

Fig. 5 : Eczema Herpeticum
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Fig. 6 : Eczema Herpeticum
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The fourth emergency is Purpura Fulminans
PK) :

Disseminated intravascular coagulation (DIC) is
manifested clinically as purpura fulminans (PF) with
a mortality rate of about 30-40% . It could be se-
vere and rapidly fatal in 2-3 days.

The onset is sudden with high fever and devel-
opment of progressively enlarging hemorrhagic skin
necrosis and varying combinations of bleeding,
thromboembolism and hemolytic anemia and sep-
tic shock. Clinically there is massive ecchymosis
with hemorrhagic necrosis of the skin (Fig.7,8) and
acral necrosis which can result in limb amputation®.

There is thrombocytopenia, decreased fibrinogen
and increase in fibrin degradation products.
HistologicallyPF shows intravascular thrombi and
wide spread extravasation of erythrocytes.

PF in neonates is a marker of proteins C and S
deficiency *¥. PF can result from severe herpes
simplex infections *?, disseminated herpes simplex
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in renal transplant recepient ©, severe varicella (7,
klebsiella pneumonia sepsis, complicating kawasaki
discase ® and gram negative septicemia. PF also
results from acute premyelocytic leukemia ©, snake
bite 19, giant hemangiomas 1% 13, pregnancy re-
lated adult respiratory distress syndrome !9, tissue
damage in juvenile chronic arthritis !, periarteritis
nodosa (9, systemic lupus erythematosus @7,
nonsuppurative recurrent febrile panniculitis (We-
ber Christian syndrome) '®, severe sclerema neo-
natorum ? and pyoderma gangrenosum ©%.
Meningococcal sepsis can cause PF in adults and
in children due to elaboration of endotoxin ¢! 2% 2%
24,25,26,27)  The endotoxin disturbes the balance of
anticoagulants and procoagulants activities of en-
dothelial cells. This appears to be mediated by
cytokins particularly interleukin-12, interferon
gamma, tumor necrosis factor alpha and interleukin-
1 leading to consumption of protein C and S and
antithrombin III @®, In Intravascular coagulopathy
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laboratory tests shows that Prothrombin time (PT)
is increased, Partial Thromoplastin time PTT is in-
creased, Factors V, VII, VIII are decreased, Pro-
thrombin is decreased, Fibrinogen is decreased, Fi-
brin degradation products are increased. Patients
with DIC are admitted to intensive care unit for
management.

Treatment includes administration of antibiotic,
fresh blood transfusion and platelet suspension ¢V,
Protein C concentrate is given early as replacement

Fig. 7& 8 :
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The fifth emergency is Angio Edema :
Angio Edema (AE) is characterized by oedema

of subcutaneous tissue and mucosa and is of sudden
onset.

Any part of the body may be affected by AE but
the commonest sites are lips, eyelids, genitalia,
tongue and pharynx (V. Before the advent of mod-
ern therapy mortality from AE of the larynx and
acute airway obstruction reached 20% .

AE can be due to a variety of causes ®. The first
cause can be an immediate type one IgE mediated
hypersensitivity reaction when the AE is a variant
of urticaria in which the subcutaneous tissue rather
than the dermis is affected by the oedema (Fig.9).
This immediate type one reaction may present clini-
cally with urticaria alone in 40% of cases or AE alone
in 11% of cases or mixed urticaria and AE in 49%
of cases™,

These IgE mediated reactions may be induced
by drugs, foods, chemicals and is sometimes 1d10-
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pathic ®. Both urticaria and AE may be acute or
chronic and it is estimated that 50% of cases of
chronic urticaria have an autoimmune disorder me-
diated by autoantibodies to the high affinity IgE re-
ceptor on mast cells ® and may be in some cases
associated with thyroid autoimmunity ® and such
cases respond to thyroid hormone therapy.
Mucosal AE in the IgE mediated reaction causes
great distress and is life threatening and needs emer-
gency treatment by giving the patient adrenaline 1/
1000 in the dose of 0.01/c.c./kg intramuscular or
subcutaneous together with intravenous or intramus-
cular antihistamine and the patient may need intra-
venous hydrocortisone as well. It is also essential
to correct associated hypovolemic shock and tra-
cheostomy may be needed as a life saving measure®.
The second cause of AE is hereditary AE (HAE)
and acquired AE (AAE). HAE is autosomal domi-
nant with the inherited gene on chromosome 11 @,
HAE represents 1% of all cases of AE and 5% of all
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angio-oedemas not associated with urticaria.

HAE and AAE are disorders of C1 esterase in-
hibitor protein (C1-1NH) caused by deficiency, dys-
functions or exhaustion of the C1-INH molecule ©.
Eighty five percent of HAE patients have reduced
C1-1NH to 5 or 30% of the normal value of the C1-
INH ©® and in 15% was found to be inactive . The
C1-INH is an alpha 2 globulin and is synthetized in
the liver. C1-INH is a natural inhibitor of Kallikrin.

In absence of C1-INH there will be activation of
C1 leading to uncontrolled CIS activity with break
down of C4 and C2 and release of vasoactive pep-
tide kinin leading to vasodilatation of post capillary
venules causing oedema ©,

The onset of HAE is sudden and usually starts in
childhood but may be delayed till adulthood and the
oedema usually lasts 48-72 hours. Patients with HAE
get recurrent AE of skin of face (Fig.10), tongue,
supraglottis, extrimities and gastrointestinal tract .
The patients also suffer from nausea, vomiting, ab-
dominal pain and colic, small bowel AE, urinary
symptoms and colorectal interssusception was re-
ported as an unusual gastrointestinal complication
of HAE ®. ILaryngeal oedema in HAE is poten-
tially lethal and accounts for mortality rate as high
as 30% ©.

Abdominal lesion in HAE may occur without skin
manifestations and may cause a great diagnostic dif-
ficulty and in a large series 34% of such patients
had abdominal surgery “9,

HAE may increase the risk of spontaneous abor-
tion and premature labour @Y. Episodic attacks of
HAE occur spontancously or may be precipitated

by vigorous exercise, emotional stress, menses ©
trauma, dental trauma or surgery and HAE may get
exacerbated by Helicobacter pylori infection (',

Acquired C1-INH deficiency give the same clini-
cal picture as in HAE except that it usually has a
late onset and was reported to occur in association
with B-cell lymphoma, systemic lupus erythemato-
sus, secondary antiphospholipid syndrome, IgM
lambda type monoclonal paraproteinemia @* and
chronic hepatitis C 9,

Angiotensin converting enzyme inhibitors
(ACEI) can cause angio odema without urticaria
(Fig.11). The AE occurs within the first weeks of
ACEI treatment and some cases occur after months
or years of its use (9,

The late onset AAE is more prevalent among
immunosuppressed cardiac and renal transplant pa-
tients (9,

Angiotensin II receptor antagonist can rarely in-
duce AE (7. In HAE the C1-INH level is low (nor-
mal values are 15-35mg%) © and the levels of C2,
C4 are low during, after and in between attacks of
HAE (C2 normal level is 1.6-4mg%) ©.

In asymptomatic carriers of HAE, C4 is nearly
always low (normal 15-45mg%) ©. A normal C4
level excludes the diagnosis of HAE®. HAE re-
sponse to treatment with adrenaline, systemic ste-
roid and antihistamine is generally inadequate.

Treatment during an acute attack of HAE or AAE
needs replacement therapy with fresh frozen plasma
or purified C1-INH. C1-INH concentrate infusion
given in HAE was safe and effective leading to re-
lief of oedema twice as fast than if not treated .

Fig. 9 : Immediate Type one reaction AE
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Fig. 11: Angiotensin converting enzyme inhibtor AE

C1-INH transfusion proved to be satisfactory in a
dose of more than 100.000 units and the HAE attack
was relieved after transfusion by 50+ 8 minutes %,
No side reactions, antibody formation or virus trans-
mission were observed after C1-INH transfusion ¢,

C1-INH concentrate after being vapor heated to
inactivate hepatitis and human immuno-deficiency
viruses was safely and effectively used to treat acute
HAE @V,

HAE patients undergoing surgical procedures

Reference :

1- Black-AK; Champion-RH: Urticaria Angio odema in
Rook, Wilkinson, Ebling Text Book of Dermatology.

Blackwell Science sixth edition 1998 P2134-139.

2- Wagner-WO : Angioedema-frightening and frustrating.
Cleve-Clin-J-Med. 1999 Apr; 66(4):203-5.

3- Kumar-SA; Martin-BL : Urticaria and angioedema.
diagnostic and treatment considerations.
J-Am-Osteopath-Assoc. 1999 Mar;99(3 Suppl):S1-4.

4- Heymann-WR : Chronic urticaria and angioedema
asociated with thyroid autoimmunity : review and
therapeutic implications.

J-Am-Acad-Dermatol. 1999 Feb;40(2 Pt 1):229-32.

5- Wuthrich-B; Devay-J; Spath-P :Hereditary or acquired
angioedema caused by functional deficiency of C1 inhibitor-
a still unfamiliar disease picture.Schweiz-Med-Wochenschr.
1999 Feb 20,129(7):285-91.

0- Al-Kassem-H : Case report of hereditary angioneurotic
oedema.

The Practitioner-East Mediterranean edition 1999; 10:37-38.
7- Altman-KW; Woodring-AJ; Pappano-JE : Angioedema
presenting in the retropharyngeal space in an adult.
Am-J-Otolaryngol. 1999 Mar-Apr; 20(2):136-8.

8- Witschi-A; Krahenbuhl-1.; Frei-E; et al : Colorectal
intussusception: an unusual gastrointestinal complication of
hereditary angioedema.

need short term prophylaxis by danazol ??. Danazol
is an attenuated androgen anabolic drug given in the
dose of 200-600 mg per day for 4 days pre/and post
operative restores the compliment components to
normal levels. CI1-INH concentrate was also used
for short term prophyloxis before surgery @,

Epsilon (aminocaproic acid) is also given as pro-
phylaxis in the dose of 12-18 grams daily.
Tranexamic acid which is a protease inhibitor is also
used for prophylaxis in HAE 9.

Int-Arch-Allergy-Immunol. 1996 Sept; 111(1):96-8.

9- Galan-HL; Reedy-MB; Starr-J; et al :Fresh frozen plasma
prophylaxis for hereditary angioedema during pregnancy. A
case report.J-Reprod-Med. 1996 Jul; 41(7):541-4.

10- Agostoni-A; Cicardi-M : Hereditary and acquired C1-
inhibitor deficiency : biological and clinical characteristics
in 235 patients.

Medicine 1992; 71:206-15.

11- Nielsen-EW; Gran-JT; Straume-B; et al : Heriditary
angio-oedema: new clinical observations and autoimmune
screening, complement and kallikrein-kinin analyses.
J-Intern-Med. 1996.Feb;239(2):119-30.

12- Rais-M; Unzeitig-J; Grant-JA : Refractory exacerbations
of hereditary angioedema with asociated Helicobacter pylori
infection.

J-Allergy-Clin-Immunol. 1999 Apr; 103(4):713-4.

13- Nagy-L; Hannema-A; Swaak-A: Acquired C1 inhibitor
deficiency associated with systemic lupus erythematosus,
secondary antiphospholipid syndrome and IgM monoclonal
paraproteinaemia.

Clin-Rheumatol. 1999;18(1):56-8.

14- Farkas-H,; Csepregi-A; Nemesanszky-E; et al : Acquired
angioedema associated with chronic hepatitis C.

J-Allergy-Clin-Immunol. 1999 Apr; 103(4):711-2.
15- Guo-X; Dick-L : Late onset angiotensin-converting

24

Volume 7, No. 2, October 2000



The GulfJournal of Dermatology

enzyme induced angioedema : case report and review of the
literature.

J-Okla-State-Med-Assoc. 1999 Feb; 92(2):71-3.

16- Abbosh-J; Anderson-JA; Levine-AB; et al :Angiotensin
converting enzyme inhibitor-induced angioedema more
prevalent in transplant patients.

Ann-Allergy-Asthma-Immunol. 1999 May, 82(5):473-6.

17- Schuster-C; Reinhart-WH; Hartmann-K; et al :
Angioedema induced by ACE inhibitors and angiotensin II-
receptor antagonists:analysis of 98 cases.

Schweiz-Med-Wochenschr. 1999 Mar 6, 129(9):362-9.

18- Kunschak-M; Engl-W; Maritsch-F; et al : A randomized,
controlled trial to study the efficacy and safety of CI inhibitor
concentrate in treating hereditary angioedema.

Transfusion. 1998 Jun; 38(6): 540-9.

19- Visentin-DE; Yang-WH; Karsh-J: Cl-esterase inhibitor
transfusions in patients with hereditary angioedema.

The Sixth emergency is Necrotizing Fasciitis

(N. F.) :

Skin Bacterial infections may account for upto
17% of the dermatologic clinic . N.F. is a severe
emergency with dermatologic presentation® and is
one of the most serious infections caused by high
inoculum of aggressive bacteria which cause cellu-
litis and rapidly spreading infection to fascial planes
resulting in thrombosis of blood vessels that are run-
ning through the fascia leading to necrosis of skin,
subcutaneous fat, fascia and even muscle along with
bacteremia.

Patient is usually severely ill and toxic and there
is high mortality @ that was reported to reach 45%".
In a prospective study of group A streptococcal N.F.
34% of patients who also suffered from hypoten-
sion and bacteremia died ©. Patients usually present
with red or dusky red swollen, very indurated hot
tender area which rapidly spreads and causes destruc-
tion of superficial nerves leading to local cutaneous
anesthesia. Sometimes the onset of N.F is indolent
and gives rise to a false sense of lack of emergency®,
but pain out of proportion to the clinical findings
should make the clinician alert and aware of N.F.
The definitive diagnosis is made by biopsy and fro-
zen section obtained at bed side and rapid histologic
assessment to establish early diagnosis 7%,

The diagnosis may be also helped by MRI which
reveals deep fascial involvement @ !9, N.F. usually
affects lower extrimities, the abdominal and thoracic
walls, the perineum and genital area commonly
known as Fournier’s gangrene. Rarely the face and
neck are affected with NF because of its rich vascu-
larity that makes the face and neck less succeptible
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to infection and development of ischemia™?. Neck
infection is rare but often fatal and is predisposed to
by odontogenic infection '» or peritonsillar ab-
scess'?. NF may complicate accidental needle prick
injury @9, traumas, ulcers and cutanecous infesta-
tions?, pressure ulcers 1% 17, foot infections in dia-
betics®19, surgical wounds"V, liposuction!”, tube
gastrostomy @9, trauma with bowel perforation @V,
systemic lupus erythematosus @2, lupus nephritis®?,
immune suppression @9, HIV (2, Paronychia was
reported to be followed by NF affecting symmetric
chest wall®®. NF affects any age and in infants may
follow birth trauma, omphalitis @%, scalp elec-
trodes®”, and circumcision @®®. It has been reported
that diclofenac injections may induce greater sever-
ity of NF due to delay of therapy as a consequence
of the misleading clinical effect of NSAID and not
to inhibition of antibacterial defence 9.

Diclofenac intramuscular injection was reported
to be followed by streptococcal fasciitis, myositis
and toxic shock syndrome and so intramuscular
injection of NSAID is no longer needed ©9.

A wide variety of bacteria have been isolated with
NF. N.F. is caused by aerobic, anaerobic and mixed
bacterial flora ®Y. An example of the aerobic and
anaerobic bacteria is Marganella marganii and
Bacteroides species respectively . N.F. in children
is caused by polymicrobial anaerobic and aerobic
or facultative bacteria.

Group A betahemolytic streptococci are often
associated with varicella infection®®. Group A strep-
tococcal infection is characterized by M protein and
Tagglutinin typing and PCR detection of streptococ-
cal pyrogenic exotoxin genes A and C©),
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The facultative organism streptococcus pyogenes
was present alone in 25% and mixed aerobic and
anaerobic bacteria were isolated in 75% of patients.
The predominant isolates were Peptostreptococcus,
streptococcus pyogenes, bacteroides fragiles group,
Clostridium perfringens, Escherichia coli and
Prevotella ©¥. Pseudomonas aerogenosa ©* and non
group A streptococcus was also found in the mixed
infection N.F. (%,

The mixed bacterial infection in NF commonly
includes streptococcus pyogenes which is known in
the lay press as flesh eating bacteria ©¢*. N.F. could
be exclusively caused by group A streptococci and
may have a fulminante course with systemic toxic-
ity and with severe intravascular coagulation or may
have a subacute course without systemic toxicity and
mild intravascular coagulation %, N.F. is reported
to be caused also by toxic shock strains of strepto-
coccus @7 and is associated with toxic shock. Cul-
ture was positive for staph. aureus ?* and strepto-
coccus pyogenes serotype A. These bacteria pro-
duced superantigen TSST-1; enterotoxin A, entero-
toxin C (staph. aureus) and erythrogenic toxin C
(strept. pyogenes) and the patient also presented with
staphylococcal scalded skin syndrome which proved
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Treatment :

The most important aspect in treatment is early
diagnosis and aggressive surgical therapy with im-
mediate incision, open drainage ©>, emergency de-
bridement and excision of all necrotic tissue in or-
der to halt disease progression and prevent patient
mortality % and mitigate exotoxin release (!®, At
the same time aggressive medical treatment with
antibiotic and hyperbaric oxygen * will give the
lowest mortality ©?. The main antibiotics used are
penicillinase resistant semisynthetic penicillins; first
generation cephalosporins, the macrolides and high
dose clindamycin ©9; combination antibacterials
such as amoxicillin / clavulinate potassium and
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includes packing with aloevera gel and saline soaked
sponges “? and later split thickness skin is grafted®“®,

8- Majeski-J; Majeski-E. Necrotizing fasciitis: improved
survival with early recognition by tissue biopsy and
aggressive surgical treatment.

South-Med-J. 1997 Nov;90(11):1065-8.

9- Schmid-MR; Kossmann-T; Duewell-S: Differentiation of
necrotizing fasciitis and cellulitis using MR imaging.

AJR-Am-J-Roentgenol. 1998 Mar;170(3): 615-20.

10- Loh-NN; Ch’en-1Y; Cheung-LP; et al: Deep fascial
hyperintensity in soft-tissue abnormalities as revealed by T2-
weighted MR imaging.

AJR-Am-J-Roentgenol. 1997 May,; 168(5): 1301-4.

11- Sepulveda-A; Sastre-N: Necrotizing fasciitis of the face
and neck.

Plast-Reconstr-Surg. 1998 Sep;102(3):814-7.

12- Mohammedi-I; Ceruse-P; Fontaine-P et al: Cervical
necrotizing fasciitis disclosing HIV infection.
Ann-Otolaryngol-Chir-Cervicofac. 1997;114(6):228-30.

13- Hadlfield-PJ; Motamed-M; Glover-GW: Synergistic
necrotizing cellulitis resulting from peri-tonsillar abscess.
J-Laryngol-Otol. 1996 Sep; 110(9):887-90.

14- Hagberg-C; Radulescu-A; Rex-JH : Necrotizing fasciitis
due to group A streptococcus after an accidental needle-stick
injury [letter; comment]

N-Engl-J-Med. 1997 Dec 4; 337(23):1699.

15- Bikowski-J: Secondarily infected wounds and
dermatoses: a diagnosis and treatment guide.

26

Volume 7, No. 2, October 2000



The Gulf Journal of Dermatology

J-Emerg-Med. 1999 Jan-Feb;17(1): 197-206.

16- Kaplan-LJ; Pameijer-C; Blank-Reid-C; et al :
Necrotizing fasciitis:

an uncommon consequence of pressure ulceration.
Adv-Wound-Care. 1998 Jul-Aug; 11(4): 185-9.

17- Gavrankapetanovic-1; Gavrankapetanovic-F':
Necrotizing fasciitis and decubitus ulcers in the ischial area.

Med-Arh. 1998; 52(2): 113-4.

18- Reyzelman-AM; Armstrong-DG; Vayser-DJ; et al:
Emergence of non-group A streptococcal necrotizing diabetic
foot infections.

J-Am-Podiatr-Med-Assoc. 1998 Jun; 88(6):305-7.

19- Sakai-H; Fukami-Y; Ibe-M; et al: A verrucous lesion on
skin grafted after necrotizing fasciitis in a diabetic patient
successfully treated with combined topical 5-FU and
tacalcitol.

J-Dermatol. 1997 Sep; 24(9): 573-7.

20- Matfin-G; Howard-C; Demasi-R; et al: Complication
following tube gastrostomy.

Hosp-Pract-Off-Ed. 1998 Apr 15; 33(4):55-6, 61.

21- Lucas-CE; Ledgerwood-AM: Autologous closure of giant
abdominal wall defects.

Am-Surg. 1998 Jul;64(7): 607-10.

22- Mendez-EA; Espinoza-LM; Ilarris-M; et al: Systemic
lupus erythematosus complicated by necrotizing fasciitis.

Lupus. 1999; 8(2):157-9.

23- Kohagura-K; Sesoko-S; Tozawa-M; et al: A female case
of Fournier’s gangrene in a patient with lupus nephritis.

Nippon-Jinzo-Gakkai-Shi. 1998 Jul; 40(5):354-8.

24- Jarrett-P; Ha-T; Oliver-F: Necrotizing fasciitis
complicating disseminated cutaneous herpes zoster.

Clin-Exp-Dermatol. 1998 Mar; 23(2): 87-8.

25- Banwell-PE; Pereira-J; Powell-BW: Symmetrical
necrotising chest wall infection following paronychia.

J-Accid-Emerg-Med. 1998 Jan; 15(1):58-9.

206- Lally-KP; Atkinson-JB; Wooley-MM et al: Necrotizing
fasciitis: a serious sequela of omphalitis in newborn.
Ann-Surg. 1984, 199:101-3.

27- Siddiqi-SF; Taylor-PM;: Necrotizing fasciitis of the
scalp.

Am-J-Dis. Child. 1982; 136:226-8.

28- Woodside-JR : Necrotizing fasciitis after neonatal
CIFCUMCISION.
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by acute swelling with protosis and marked oedema
of conjunctiva and lids. Orbital cellulitis in chil-
dren may cause blindness in hours, and is reported
also to complicate Behcet’s syndrome®. The pa-
tient presents with septic fever, exophthalmos, peri-
orbital pain and swelling and severe cerebral symp-
toms, headache, convulsions papilloedema and vi-
sual loss. The prognosis is grave and invariably fa-
tal. Culture to isolate causative organism and CT
Scan should be performed.
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Early diagnosis, urgent admission and aggressive
management was reported to reduce mortality from
50% to 26% (9.

Early and intensive treatment of acute purulent
infections of the maxillofacial area is important and
essential to prevent progression of infection. Delay
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