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* HecTo cbBMeCTHa NposBa

* AHO - 6bp30 HacTbNBaLY OTOK B A€PMaTa, MOAKOXHATAQ,
NvraBuuaTta u cybmykosure

* YpTuKa — KOXXeH 06puB C nanynoepuUTeMeH XxapakTep C
HenpaBuaHa GopMa, MPUAPYXKEHA OT CUeH Cbpbex ¢ nam bes
OTOK

AHrnoeaem

YpTukapus

* O6pmBBLT NpeMKrHaBa 3a HAKOJIKO Yaca, HO peLnanBMpa Ha 4pyro
MACTO

* AHO —ycTHU, oun, reHutanumn, 'MT, napuHKC, KNTKU, rneseHun

* HAE — myTauwum B reHa 3a Ca1 uHxubutopa
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discharge

T=11 hours




I, 1, 11, IV 1Tmn
* YpTukapus c/b6e3 aHrnoesem
* KOHTakTeH gepmatut

* Erythema fixum

Jleka PCTBEHA - Erythema multiforme
HEMOHOCUMOCT * bporxocnasbm

* Backynut
* UntoneHuu
* [homepynoHedppuUTH

* CnHapoM Ha Stevens-Johnson
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/

IFN-y, TNF-ct (Tw cells) IL-5, IL-4/IL-13 (T2 cells) Perforin/granzyme Bigranulysin (CTL)

Antigen presented by Antigen presented by Cell-associated antigen
cells or direct T-cell celis or direct T-cell or direct T-cell
stimulation stimulation stimulation
Macrophage activation Eosinophils T-cells

Chemokines, cytokines, Cytokines, nflammatory Infected cell
cylotoxins mediators destruction
Tuberculin reaction, DRESS, maculopapular SLS/TEN, bullous exanthema
contact dermatitis exanthema with and fixed drug eruption,

(with Ivc) eosinophilia J hepatitis

A a

CXCL8, GM-CSF (T-cell)

Soluble antigen
presented by cells or
direct T-cell stimulation

Neutrophils

Cytokines, inflammatory
medators

AGEP,
Behcet's disease




* SJS<10%
* SJS/TEN 10-30%
* TEN>30 %

CMHA POM Ha - 3acAraHe Ha yCTHaTa Mraemua ~100%
Stevens- ° 3acsAraHe Ha yporeHuTasHaTa AMrasmua ~70-80%

Johnson / Lye” * OYHO 3acsiraHe — NpeBeHU S, YCNOXHEHUS

MNpuynHn:
* MegnkameHTn —aHTnMbMoTULM, aHTUKMHBYACAHTU, HCTBC

* Mycoplasma pneumoniae




[] = Surface area of epidermal detachment

SJS-TEN
overlap

[T = detached epidermis

515 = Stevens-Johnson syndrome TEN = Toxic epidermal necralysis

Table 1

clinical features that distinguish sjs, sjs-ten overlap, and ten (adapted after 1)

Clinical entity

sJs

SJS-TEN overlap

TEN

Primary lesions

Dusky red lesions

Dusky red lesions

Poorly delineated
erythematous plaques

Flat atypical targets

Flat atypical targets

Epidermal detachment
Dusky red lesions

Flat atypical targets

Distribution Isolated lesions Isolated lesions Isolated lesions (rare)
Confluence (+) on Confluence (++) on Confluence (+++) on face,
face and trunk face and trunk trunk, and elsewhere

Mucosal involvement | Yes Yes Yes

Systemic symptoms Usually Always Always

Detachment (%body <10 10-30 > 30

surface area)




Table 5 Details of the algorithm of drug causality for epidermal necrolysis (ALDEN)

Criterion Values Rules to apply
Delay from initial drug component Suggestive +3 From 5 to 28 days ~3t03
intake to onset of reaction (index day)
Compatible +2 From 29 to 56 days
Likely +1 From 1to 4 days
Unlikely <1 >56 Days
Excluded -3 Drug started on or
after the index day
In case of previous reaction to the same drug, only changes for:
Suggestive: +3:from 1to 4 days
Likely: +1:from 5 to 56 days
Drug present in the body on Definite 0 Drug continued up to index day or stopped at a time point less ~3t00
index day than five times the elimination half-life® before the index day
Doubtful =1 Drug stopped at a time point prior to the index day by more than
five times the elimination half-life® but liver or kidney function
alterations or suspected drug interactions® are present
Excluded -3 Drug stopped at a time point prior to the index day by more

érechallénge/re;gallenée

P;llve sbeclﬂc forr
disease and drug: 4

than five times the elimination half-life®, without liver or kidney
function alterations or suspected drugrlnleractlons"

SJS/TEN after use of same drug -2;0 47

Positive specific for
disease ordrug: 2

SJS/TEN after use of similar® drug or other reaction with
same drug

Positive unspecific: 1

Not done/unknown: 0

Other reaction after use of similar® drug

No known previous exposure to this drug

Negative -2 Exposure to this drug without any reaction (before or after
reaction)
Dechallenge Neutral 0 Drug stopped (or unknown) ~20r0
Negative -2 Drug continued without harm
Type of drug (notoriety) Strongly associated 3 Drug of the"high-risk"list according to previous case-control studies? ~1to3
Associated 2 Drug with definite but lower risk according to previous
case-control studies’
Suspected 1 Several previous reports, ambiguous epidemiology
results (drug “under surveillance”)
Unknown 0 All other drugs including newly released ones
Not suspected -1 No evidence of association from previous epidemiology
studyd with sufficient number of exposed controls®
Intermediate score = total of all previous criteria =11to 10
Other cause Possible -1 Rank all drugs from highest to lowest intermediate score -1

If at least one has an intermediate score >3, subtract 1 point
from the score of each of the other drugs taken by the patient
(another cause Is more likely)

Final score ~<12t0 10

<0, Very unlikely; 0-1, unlikely; 2-3,

ATC, anatomical therapeutic chemical; SJS, St

ible; 4-5, probable; 6, very probabl

“Drug (or active metabolite) elimination half-life from serum and/or tissues (according to pharmacology
account kidney function for drugs predominantly cleared by kidney and liver function for those with high hepatic clearance, "Suspected Interaction was considered when more

Johnson syndi TEN, toxic epid

| necrolysis,
book list lableinc

than five drugs were present in a patient’s body at the same time. “Similar drug = same ATC code up to the fourth level (chemical subgroups), see Methods, “See definitions for
“high risk,"lower risk,"and "no evidence of assoclation”in Methods, ref. 15 (detalled list available in complementary table),

Table 4 Other medications with probable causality assessed by ALDEN

Drug

Probable
causality (ALDEN)

Other drug with probable/very
probable causality (no. of patients)

Ketoprofen 3 Sulfamethoxazole (1)

Valproic acid 3 Lamotrigine (1)
Allopurinol (1)

Phenylbutazone and 3 Metamizole (1)

kebuzone Allopurinol (1)

Fluoxetine 2 Metamizole (1)

Fluconazole 1 Thiabendazole (1)

Thiabendazole 1 Fluconazole (1)

Metronidazole 1 Phenytoin (1)

Citalopram 1 0

Paroxetine 1 0

Leflunomide 1 0

Thioacetazone 1 0

Naproxen 1 Allopurinol (1)

ALDEN, algorithm of drug causality for epidermal necrolysis.

Algorithm for drug causality in epidermal necrolysis

y table), taking into



* Nemouryc

* IlgA 6yno3Ha gepmaTo3a

AndepeHymanHa
AMNAarHo3a

* Erythema multiforme

* CtapumnokokoBa nHpekuma (SSSS)

* [paHy/n3nH
[1porHo3a *IL-15
* HLA-B1502




PRESENTATION OF THE ANTIGEN

Bharopaps 3a

BHUMaHNeTO! THE CYSTEINE CHAPEL
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