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Calciphylaxis

1-496, of the ESRD populatien
s Prebably rare in general pepulation
Mortality/IVieroiaity,
s Mortality rate’ 60-80%
s Leading cause of death Is sepsis frem Infected, necrotic skin lesions

= VMortality rate is nigher in patients with: proximal disease than in those
withrenly’ distall or acral disease

More prevalent inf Whites
F:M 3:1
6 menths to 83iyears

a Vean age of 48 years

= Younger patients withilenger duration of renal replacement therapy
more predispesed



Clinical

lncreasead: risk

s Obesity

Increased where bedy fat IS mest abundant, the
thIghs, buttecks and Iower: alndenen

s Glucocorticold expesule



Pathegenesis

Multiractorial

s Associated diserders chironic renall fallure, hypercalcemia,
Ay pPerphoesphatemia, anlelevated! calcium-phosphate preduct and
secondany hyperparatnyreldism

= HHypercoagulakle conaitions including pretein € and protein:'s
GEfiCIEnCcIES
Selye’s Rat model
x Hypersensitivity induced by a Set off “sensitizing™ agents

= Calcinesis eccurred only in these suksequently subjectedl to a
greups of challengers;, andenly. after a chtical 1ag tinme

= Sensitizing events and agents included nephrectemy: and
exposure to parathyroid hermoene and vitamin D

s Challengers included egg albumin and metallic salts



Radiolegic

Plain films: Unifermly demoenstrate: an
arbernization off vascular calcriication Within
the dermis, and! subcutaneous tissue

x Commoen In ESRD and net Specific fior
calClphylaxis



HIStopatiolegy

Iiacisionall BIePSY. IS usually diagnoestic Wit
subcUtaneous tissue sampled

Calcrfication Within the' media off smallf and
medium-sized arterioles Withr extensive Intimail
Ayperplasia andtfibrosis

Mixead inflammatery infiltrate eccurs freguently:

Subcutaneeus calciumi deposits with panniculitis
and fat NecresIs may. Sometimes be found

Vaseular microthrembi are freguent



Treatment

Slippertive

lotal’ or stbtetal parathyreldectomy: With
autetransplantaen

Avoid glucecorticolds



Differential Diagnoesis

IRfiectious; panniculitis
Vaseculitis
Fhremiotic diserder



IHIStory

2Z2iyear eld epleptic patient en
Phenokarita

Peveleped rapid enset ofi paintul
erythematous Iesiens oVer most of bedy,
IncIUding mMUcous memBranes






















Toxic Epidermal Necrolysis

Prodremal symptoms may. precede: skin lesions; by 1-2' Weeks
a [Eever s the mest common symptom.

= Upper respiratory infection=like: symptoms, stich' as malaise, anerexia, lheadache,
sore threat, cough, nausea, vemiting, and diarrhea, are present.

Skinis diffiuse, erythematous, and: painfull, and! tender skin lesions

= Scalp usually'is spared

s Erythematous morbilliiorm: er discrete macules that rapidly’ cealesce and become
patches of loese skin (INikolsky: sign)

Mucous membranes blisters
Fever

Bilateral purulent conjunctivitis, Which manifests asi edema, crusting, amnd
uiceration with pain and phetephchia

= Pain and phoeteplchia
Bronchopneumonia in 30%, withiventilatery support



TEN Vs, SJ8

Arch Dermatel 2002 Aug); 138(8):1019-24
Survey: firom; 19891te 1995 of 1800 hespital' departments; in Europe

552 patients and 1720 controel subjects.

Erythema multiierme major differences

Younger males
Frequent reCuUrrences
LLess fever

Milder mucesalllesions

Lack of association withi collagen vascular diseases, numan immunodeficiency.
virusiinfection, or cancer

REecent or recurrent herpes was the: prncipall risk factor for enythema multiierme
majus (etielogic fractions of 29% and 17%, respectively)rand had a roelein
Stevens-Johnson syndrome (etiologic firactions ofi 6%, and! 10%) but net in
everlap: cases;or texic epidermal necroelysis

Drugs: hiad higher etielogic fractions for Stevens-Johnsen syndreme, overlap, or
toxic epidermall necralysis (64%-66%) than fer erythema multiforme major
(18%0)



Working Classification

BulleUs' enythema multiferme
Reculrent erythiema multiferme
Persistent erythema multiferme
Stevens-Johnson syndreme

Overlap Stevens-Johnson syndrome/toxic
epidernmal necrelysis
x (epidermal aetachment between 10-30%)

Toxic epidermal necrolysis with Spot
1 (Widespread purpurc macules or target lesiens)

Toxic epidermal necrolysis witheut Spets



TEN

TEN may. present withl generalized! eryihema rapidly pregressing| te
plisters and shedding of skin

Mortality: may: be up te 35%

Unlike'ernythema multiferme, drugs are implicatedl in the majority. of
cases

Sulfienamides and sulfenes

Ryrrazoelone denvatives (eg, phenylbutazene, oxyphenbutazene; phenazoene)

Antipietics (eg, aminepenicillins, tamethoprm, cephalesponns, ciprofioxacin,
doxycycline, enythremycin, tetracycline)

Anticonvulsants; (ea), phenyiein, phenoharbitall, and carbamazepine)
Nonstereidal anti=inflammaterny drugs

Allepurinel

Antituberculesis drugs (eg, thiacetazone,, Iseniazid)

Majerity’ of cases; are idiopathic



TEN Histepatholegy,

Acute onset of
Interface: dermatitis

Minimal inflammatory
Infiltrate

Usually: detachment: of
epldermis; frem
dermis

May: show extensive
epidermal necrosis




Differential Diagnoesis

Erythema multiferm/SIs
Staphylococcal Scalded Skin Syndreme
Epidermolyisis Bullesa



IHIStory

35 year old E

1 mentn histery: ofi BliIsterng IeSIeNS) eVer:
Mest ol edy, orallesiens

Menogamoeus relationship fioxr 10ryears















Pempnigus; Vulgars

Mucesal lesions in 50-70% ef patients

IHeal Withouit scaring; URIESS) secondary
Infiections

Incidence Righ Iniregiens Where: the
JewiIsh pepulation IS predeminant

s Jerusalem 1.6 per 100,000

s Connecticut, Incidence was 0.42 per 100,000
s Finland 0176 per millien



Pathephysielogy.

Cellcell adhesion of
Epidermal cells

Auteimmune: blistering
@ISEasES

s Binding of auteantinodies
to the desmesomal
cadnerins desmoglemn 1
and 3

s Complement alse interacts

s DIE shows Intraepidenmal
Intraceliular distrbuiien



Causes and Assoclations

PENMPHIGUS IS propeseadl to, denote the many
CAUSES ofi the disease

m PESticides

Malignancy:

Pharmaceuticals

IHOrMONES

Infectious agents

Gastrenomy.

Ultraviolet radiation

Stress



HIStopatiolegy

Intradermaliblister Withl acantinely/sIs

Stipranasal epidermal cells separate frem
the hasal cells te form cleftss and bliIsters

s Basal cells tomlstene appearamnce

a Blister cellsiwithracantaoelysis

zank: preparaton; shewss acantnoelytic cells

Blisteringlis preceded vy eosinephilic
SPONQIOSIS
















t location for DIE Is hormal penlesional skin

= DIFE performedion lesional skin may give false-
0J0) SJEJ/’:‘ results

= Direct iImmunofiuerescence (DIE) on normal-

£10)0) ea) rJr 10| perilesional skin

= Inairect immunoiiuerescence: (IDIE)using tne
chLJr‘rl S| serum 1 DIE 1S positive
s Preferred substrate for IDIE Is monkey esophagus or
salt-split normal humani skin substrate
= DIE shoews/ g6 deposited intercellular
LINOCYLES
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Differential Diagnoesis

IHYPErsensIitvity’ reaction
Bullous; pemphigoid; uUrticaral stage
GreVvers; disease



Case Stuay

NEewRem With Septicenia

Piifitiser hemoriagic and ecehyimosed
areas eVer ody:

Bloed cultures pending
Vaginal cultures on moether pending















D.1.C.

Acute disseminated ntravascular coagulatien-Usually hemerrhagic

Most common etiology Is infection (gram-positive and gram-negative septicemia,
typhoid fever, Recky Mountain Spetted fever, viremia, and parasites)

Obstetric patients; (abruptio placentae, amniotic fitidiembelism, hypertonic saline
abortion, and eclampsia)

Acutes tissue: Injuries; (snakenites, necrotizing enterocolitis, freshwater drowning,
eat stroke, brain and crushi injury, renal homoegraft rejection, dissecting aortic
aneurysm, and-hemoelytic transtusion| reactions)

IHomoezygous protein C andl S deficiency, factor V. Leiden, severe liver disease;
heparn:-induced thrembocytepenia

Subacute or chronicidisseminated intravascular coagulation-Usually
thremhbotic

Malignancies; especially: mucin-preducing adenecarcinemas (lireusseau
syndreme)

Retained dead fetus; alse can create a prothrombotic state.

Giant cavernous hemangiomas, chronic renal disease, Venous thrombosis,
pulmenary emboelus; and marantic endocarditis



Laberatory: Evaluation

Screening tests P and aPiiT, platelet count, and fibrnnegen

s |1 results ofi all tests are abnermal, diagnesis Is moest likely
D-dimer test

a Positive test confiirms the fiermation: of boeth| thrombin andl plasmin

s [hremiin; cleaves fibinoegen tol linerate finrinepeptides A and B, leaving
filorin  Moenemer

s [ hrombin also activates factor Xl to induced soeluble cross-linked fibrin
monomer to becomes insoluble

s When plasmini forms, It cleavesiinseluble, cress-linked, fibrin menemer
that Isiheld tegether by its; D domains

s Liberates a dimer oii the D' demain
Eibrin (split) degradatien preducts (EDPs)
x Only: measure: plasmin-cleaved filsrnogen: or filrn
s When findings are positive, EDPs do not indicate thrembin fermation
m In cases ofi severe DIC, fibrin menoemer findings can be negative



HIStopatiolegy

Rarely piopsied
Extensive epidermal analdermmalinecresis

Ellorn thrembl with Secondany, Vasculitic
ChaNgEs



Differential Diagnoesis

FEP/iHemoelyuc-Uremic syndreme
Anti-phesphelipid antibedy: Syndrone
Cryeglehulinemia
Warfiarnn/Coumadin NECrosIS
Heparn-Induced Fromnocylepenia




HIStony,

545 Mwitiar ANNL,
Statls post Induction
chemotherapy

Develeped painiiul
ecchymotic patches
near I\ sites













MUcCormycosIS

RiAlnecerenral mucormycos|s; nmost
commen type

Cutaneeus diseaser may. e primany or part
eff disseminated Infection

s Ass@ciated withrecclusive therapy:in
ImmUnecompremised patients

a Prematuny



Radielogic Findings

.......

Rhinecerebral ferm
With lefit firenital sinus
PENY. deNISCENCe Seen
on CT

Extension of disease
on o dura seen on
VIR



Histepathoelogy

Wice branching
Ayphae

\/ascular invasive

IRfilamnmateny
InRfiltrabe vVamianie
depending upen
ImmunRe status of
patient




Differential Diagnesis

Apsergilius
Candida



Questions

Knoew: hew! te listen,
anahyeu will profit
even from these Who
talk padly.

——Plutarech
(46 ADI - 1201 AD)
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