Case Report
Allopurinol induced SJS

BImAAEKRER
RER R

e

OUTLINE

OR o4
ORAN8

O & 4 TRk =1 R
OR A&t RH
D&

B

Case report

F

mAEETH(1)

O3 3
O&#: 735k,
OARz A #5: 2013/7/20
Ox% & X%
Intermittent conscious loss recently
O AR K
Fever
Diabetes with renal manifestations
Urinary tract infection (UTI)
Hypokalemia

Snycope, r/o seizure, r/o electrolytes imbalance or
infection related, or intracranial lesion related
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Cellulitis, lip, suspect herpetic labialis
Oral candidiasis, improved
Type 2 DM
Hypertension
CKD
Chronic ischemic heart disease
Parkinsonism
O:% & &4&: Nil
O% %% #: Nil
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Fexofenadine 60 mg BID
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Fluocinonide # ¥
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452 % 455 » 43 B & M 2 Chlorpheniramine 5 mg
IV ST+Q12H » 3#DC § 4 # & Allopurinol
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FREEE£(2)

MR E | i 6/10 779 7/20 7/22 7/23 7/26 7/29 81 8/2
BUN mg/dL 21 32 26 43 33 33
D 201 3/7/22 CREA mg/dL 0.91 141 1.89 1.82 1.88 1.57 215 1.58 2.04
DC *ﬂ" A * B eGFR mi/min/1.73m® | >60 |38.9 |27.7 |28.9 |27.9 |343 |239 |341 |254
Na mmol/L 140 130 131 137 138 135 144 151 152
02013/7/25
K mmol/L 3.3 26 2.77 23 24 3.7 29 2.8 4.1
*—t%*h# ’ ft&ﬁﬁ ’ tm‘iﬂ CRP% ¥ | mg/dL 24.83 | 6.79 9.75 12.32
3 g
Allopurinol 7] #&Steven's Johnson syndrome s 4§
A s B #Menphencala BID -+ Fucidin(4§ o) BID AST Ui 7 53
ALT UL 4 39
D 201 3/7/27 WBC 103/ul 4.7 9.32 8.63 11.09 | 14.17 | 18.79 | 17.8 19.24
#F-Hydrocortisone 200 mg IV Q6H RBC | 10%ul 377|382 |393
Hb g/dL 1.7 121 127 12.2 12.4 11.2 129 8.5
D 201 3/8/2 Platelet | 103ul 183 209 168 196 184 236 262 236
BAEEB ERAR  REICUSLR NEU % 462 |578 |69.7 54 |381 |637 |578 |655
LYM % 28.9 129 10.2 10 29.6 29 30.2 31.8
D 201 3/8/5 MONO % 20.9 71 9.4 1" 9.2 4.4 5.2 23
&H h*&i‘ ’ i B!ﬁ EOS % 23 21.2 9.3 25 20.3 1.6 6.1 0.2
BASO % 1.7 1 14 L] 28 1.3 0.7 0.2
TLC cells/mu 1358.3 | 1202.3 | 880.3 1109 4194.3 | 5449.1 | 5375.6 | 6118.3 |
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Stevens-Johnson
syndrome
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Epidemiology ]
OEstimates of incidence for all three
disorders per million people per year
OSJS:TEN=3:1
OCan occur in patients of any age

OWomen account for over 60 percent of
cases

Etiologies ]
O In adults
Medications cause 30 to 50 percent of cases of SJS and up
to 80 percent of cases of TEN
Infections are the next most common trigger of adult SJS
(up to 15 percent)
Medications
Anti-gout agents (especially )
Antibiotics (sulfonamides >> penicillins > cephalosporins)
Antipsychotics and anti-epileptics (inclljlding s

dilantin, ,and
Analgesics and non-steroidal anti-inflammatory agents
(especially

O In children

Medications are the leading cause of SJS and TEN

Infections, particularly mycoplasma pneumonia and herpes
viruses, are associated with a greater proportion

&

Clinical presentation(1) %

OProdrome
Fever and influenza-like symptoms one to three
days before the development of mucocutaneous
lesions
Fever is usually higher with TEN, and often
exceeds 39 degrees Celsius
Alert clinicians to the possibility of SUS/TEN
Confluent erythema (erythroderma)
Facial edema or central facial involvement
Skin pain
Palpable purpura
Skin necrosis
Blisters and/or epidermal detachment
Mucous membrane erosions and crusting

& Swelling of tongue

Clinical presentation(2) g
OSkin

A burning sensation or other paresthesias may be
noted

Lesions are symmetrically distributed, and start
upon the face and thorax before spreading to
other areas

Vesicles and bullae then form and the skin begins
to slough within days
OMucosa

Mucous membranes are involved in more than 90
percent of cases of SUS/TEN

Typically, at least two mucus membranes are

& affected

Clinical presentation(3) "53?

OLaboratory abnormalities

Hematologic abnormalities, particularly anemia
and lymphopenia, are common in TEN

Eosinophilia is unusual, despite the strong
association of TEN with drug ingestion

Neutropenia is noted in about one-third of
patients, and is correlated with a poor prognosis
OTime course
From prodrome to hospital discharge in the
absence of significant complications, is typically
two to four weeks
OReepithelialization

Begin after several days, and typically requires
} two to three weeks
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Cutaneous changes of Stevens-Johnson
Syndrome

Generalized eruption of lesions that initially had a target-like
appearance but then became confluent, brightly erythematous,
and bullous. The patient had extensive mucous membrane
involvement and tracheobronchitis.

Cutaneous findings of Stevens Johnson
Syndrome

Note the vesicles and bulla that are characteristic of the cutaneous
findings in Stevens Johnson syndrome.

Mucosal changes in Stevens-Johnson
syndrome/toxic epidermal necrolysis (SJS/TEN)
Changes similar to those observed in SJIS/TEN can be observed
also in erythema multiforme majus.




4%

Toxic epidermal necrolysis
Diffuse erythema and large areas of denuded epidermis
are present.

Toxic epidermal necrolysis
Multiple bullae overlying diffuse erythema are present.

Toxic epidermal necrolysis
Multiple bullae and large areas of denuded epidermis
are present.

Toxic epidermal necrolysis

Usually caused by drugs, toxic epidermal necrolysis
demonstrates widespread erythema and confluent
vesiculation, leading to sloughing of the skin.
Affected patients are at risk for hypernatremic
dehydration and sepsis.

Bullous erythema multiforme

Detachment less than 10 percent of BSA plus

Typical targets or

Raised atypical targets

Stevens-Johnson syndrome

Detachment less than 10 percent of BSA plus

Widespread macules or

Flat atypical targets

Overlap Stevens-Johnson syndrome-Toxic epidermal necrolysis
Detachment between 10 and 30 percent of BSA plus

Widespread macules or

Flat atypical targets

Toxic epidermal necrolysis

With spots or without blisters

Detachment of greater than 30 percent of BSA plus

Widespread macules or

Flat atypical targets

Without spots

Detachment greater than 10 percent of BSA with large epidermal sheets and

hout any macules or targets
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Allopurinol(1) .
HLA-B*58:01 is a risk factor for allopurinol induced
DRESS and SJS/TEN in a Portuguese population.
2013 Apr 21.
L] - COOBJECTIVE
L I te rat u re rev‘ ew Study the association of HLA-B*58:01 with allopurinol induced
sCADR in a Portuguese population
OMETHODS
Studied 25 patients (11M/14F, mean age 67.4y) with sCARD from
allopurinol

Compared statistically with a control group of 23 allopurinol tolerant in
dividuals and the control population
ORESULTS
HLA-B*58:01 was associated with a higher risk of Scadr
DRESS (OR=85.36, 95% ClI: 32.52-224.04)
SJS/TEN (OR=99.59, 95% Cl: 17.91-553.72)
[~ OCONCLUSIONS

Allopurinol(2) ‘%

Allopurinol Hypersensitivity: A Systematic Review of

All Published Cases, 1950-2012.
2013 Jul 20.

COOBJECTIVE
Review all published cases of allopurinol hypersensitivity (AH)
documented in the literature in order to better understand the
constellation of factors predisposing to this reaction
OMETHODS
Literature search was conducted in MEDLINE and EMBASE to identify
relevant articles published between January 1950 and December 2012
ORESULTS
Nine hundred and one patients (overall AH cohort) were identified from
320 publications
COCONCLUSIONS
Risk factors associated with AH, such as concomitant diuretic use,
pre-existing renal impairment and recent initiation of allopurinol
A clear risk factor was the HLA-B*5801 status

confirmed as such

%‘ High allopurinol dose, previously suggested to be a risk factor, was not

Allopurinol(3)

O UpToDate
Dermatologic: Rash
Gastrointestinal: Diarrhea, nausea
Hepatic: Alkaline phospt increased, liver enzymes increased
<1% (Limited to important or life-threatening): Stevens-Johnson
syndrome, taste perversion, thrombocytopenia, toxic epidermal
necrolysis

O Micormedex
Dermatologic: Rash (less than 1% ), Stevens-Johnson syndrome
(less than 1% ), Toxic epidermal necrolysis (less than 1% )
Hematologic: Agranulocytosis, Aplastic anemia, Eosinophilia,
Myelosuppression, Thr ytopenia (0.6% )
Hepatic: Granulomatous hepatitis (less than 1% ), Hepatic necrosis
(less than 1% ), Hepatotoxicity
Immunologic: Immune hypersensitivity reaction

%E Renal: Renal failure (less than 1% )
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Nateglinide %

O UpToDate
>10%: Upper respiratory infection (11%)
Central nervous system: Dizziness (4%)

Endocrine & metabolic: Hypoglycemia (2%), uric acid
increased

Gastrointestinal: Diarrhea (3%), weight gain
Neuromuscular & skeletal: Back pain, (4%), arthropathy (3%)
Respiratory: Bronchitis (3%), cough (2%)
Miscellaneous: Flu-like syndrome (4%)
Case reports: Cholestatic hepatitis, hypersensitivity
reactions (including pruritus, rash, urticaria), jaundice, liver
enzymes increased

O Micormedex
Endocrine metabolic: Hypoglycemia (1.3% to 3%% )
Respiratory: Upper respiratory infection (10.5% )

&

Other suspected drugs

OUpToDate
Ceftazidime & Clopidogrel

<1% Stevens-Johnson syndrome, toxic epidermal
necrolysis

Sitagliptin
Stevens-Johnson syndrome, have been reported in
postmarketing surveillance. Events have generally been
noted within the first 3 months of therapy, and may
occur with the initial dose

Furosemide & Spironolactone

Dermatologic: drug rash with eosinophilia and systemic
symptoms (DRESS), Stevens-Johnson syndrome, toxic
epidermal necrolysis
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Statistical
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| Wik Mallopurinol $8F REKZ ¥ R HARMI |

FAREERE

HH BAL (%)

10019805 FFIERERIE

Acute hepatic failure 1 0.7
10021428 SR AFHARRME

Drug hypersensitivity, Hypersensitivity syndrome 13 9
10040785 REMELRRME 131 90.3

Stevens-Johnson syndrome 93 71

Toxic epidermal necrolysis 21 16

Hith® 17 13

* B3 skin rash, erythema multiforme, skin eruption, exfoliative dermatitis %
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48 % % & %8 241 Rallopurinol 4 A # 7

(RHEH=145) FiofE + FEE (BE) R (%)

El3 71(49%)

hog:3 74(51%)
THER (%) 62.48+15.83 (19-92)

FEEER (mg/day) 177.43%112.94 (50-900)
BtE
& 65(44.8%)
34(23.4%)
41(28.3%)
= 5(3.4%)
B3 RE 2 BT E R
B 125(86.2%)
B 18(12.4%)
BE (BTME) 1(0.7%)
ERAN”
REEBEREL 35(24.1%)
BEMEEENXBAERREL 26(17.9%)
BREME 46(31.7%)
2B A B R B 1 B E KB 29(20.0%)
BEABELRERBERSS
& 4(2.8%)
B8 1(0.7%)
B2y 3(2.1%)
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KALH SEEAL

(F7) (%)
90 3,588 - 62.1
45 193 50
17 2 215 2.2
BT 43 3,180 4738

SKAREE T OT B AT 2 R E 29 - 52.7
BEMAENZER

ENARRERETLC - BRAB 2 - 3.6
EERZERE

HRATBEHZENTIRKE 1 - 18
AREAEREN 3 5 55
Ei 2 o 3.6
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O Allopurinol
Gout (chronic): Oral
Mild: 200-300 mg/day
Severe: 400-600 mg/day

Initiate dose at 100 mg/day and increase weekly to recommended
dosage

Maximum daily dose: 800 mg/day
igigmlopurinolﬁﬂﬂk* REEHTRRY  EARET®

HLA-B*58:01 3 Bl i3 #) & B4
O Nateglinide
Management of type 2 diabetes mellitus: Oral

Initial and maintenance dose: 120 mg 3 times/day, 1-30 minutes
before meals

May be given alone or in combination with metformin or a
thiazolidinedione

Patients close to HbA1c goal may be started at 60 mg 3 times/day

& Nateglinide & F @it




Thanks for your attention!




