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Cryopyrin-Associated Periodic Syndrome (CAPS)

TUMOR
NECROSIS CHRONIC
FACTOR INFANTILE
RECEPTOR- NEUROLOGIC ~ DEFICIENCY
, . ASSOCIATED MUCKLE- CUTANEQUSAND  OFIL1
paua,  Mevloate Kinase Defency MKD)— “oppne”  pMUALCOD  WELS  ARTCUUR  RECEPTOR
MEDITERRANEAN HYPERIMMUNOGLOBULIN MEVALONIC ~ SYNDROME  AUTQINFLAMMATORY SYNDROME  SYNDROME  ANTAGONIST
FEVER (FMF) D SYNDROME (HIDS) ~ ACIDURIA (TRAPS) SYNDROME (FCAS) (MWS) (CINCA) (DIRA)
Mode of Inheritance  Autosomal Autosomal recessive Autosomal  Autosomal Autosomal dominant  Autosomal  Autosomal dominant  Autosomal
faCessive racessive dominant dominant racassive
AgeatOnsetfly) <X 3 q 20 9 <0 l Birth, <4 wk
Ouration of attack <2 L4 45 s ¢ 12 1 Continuous
(days)*
Cutaneous Erysipelas-fike Maculopapular rash Morbillform ~ Migratory rash, ~ Cold-induced uricariz- ~ Unticaria-lke ~ Urticaria-lka lesions ~ Generalized
Invelvement erythema rash overlyingarea  like lesions rash pustulosis
of myalgia
Musculoskelatal ~ Monoarthvitis ~ Arthvalgia, occasionl Mitvalga ~ Severamyalgia  Athvalgia common;  Lancinglimb  Epiphyseal bone  Sterile
Involvement common oligoarthritic commen  common; occasional mild pain, formation pustulous
occasional frank ~ myalgia arthrelgia ostaomyelits
monoarthritis common;
arthritis can
occur
Abdominal Sterile peritonitis  Splenomegaly, severepain  Splenomegaly, Severe pain None Mayoccur  Hepatosplenomagaly
Involvement common comman panmay  common
occur
Eye Involvement  Uncommon Uncommon Uncommon  Conjunctivitis and ~ Conjunctivii Conjunctivtis; Papilladema with
periorbita somatimas  possible loss of
edama common opticnerve  vision, uveitis
elavation
Distinguishing Erysipeles-fike Prominent cervical Dysmomphic ~ Migratory nature  Cold-induced uricariz-  Sensorineural - Chronic aseptic
Clinical Symptoms ~ erythema lymphadenopathy faaturss, ofmyalgiaand ke lesions hearing loss  meningts,
neurologic  rash, periorbita sensoringural
gymptoms~ edemz hearing loss,
arthropathy
Gene Involved MEFV MVK MK TNFRSFIA CIAST = NLRF3 CIAST = CIAST = NRLF3 IL-1RN
NLRF3
Protein Involved ~ Pyrin (marenastrin] ~ Mevalonate kinase Mevalonate ~ Type Ttumor ~ Cryopyrin Cryopyrin -~ Cryopyrin IL-1RA
kinase necrosis factor
[ecentyr —

494l pandl cilaPlia (V) Joandl
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JHagdld B plaa (Y) Jsadl

Major criteria Minor criteria

Recurrent febrile episodes with serositis Recurrent febrile episodes
(peritonitis, synovitis or pleuritis)

Amyloidosis of AA type without a predisposing disease Erysipelas-like erythema
Favourable response to reqular colchicine treatment FMF in a first-degree relative

Definitive diagnosis: 2 major or 1 major and 2 minor criteria. Probable diagnosis: 1 major and 1 minor criteria

TEL HASHOMER CRITERIA FOR CLINICAL DIAGNOSIS
OF FAMILIAL MEDITERRANEAN FEVER

MAJOR CRITERIA MINOR CRITERIA
Recurrent febrile episodes with serositis Recurrent febrile episodes
Amyloidosis (AA) without predisposing disease Erysipelas-like erythema
Favorable response to colchicine treatment FMF in first-degree relative
T o
‘--u‘_“__\““_ ”,,/
l gl j
2 Major OR - T~ 1 Major PLUS
1 Major + 2 Minor 1 Minor
l Genetic testing
SPDOW

=]
’ﬂ N | Further investigations |
/
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TaeLe 3. Criteria set for the diagnosis of FMF in childhood according to multiple
logistic regression analysis

Criteria Description
Fever Axillary temperature of =38°C,
6—72 h of duration, =3 attacks
Abdominal pain 6—72 h of duration, =3 attacks
Chest pain 6—72 h of duration, =3 attacks
Arthritis 6—72 h of duration, =3 attacks, oligoarthritis

Family history of FMF

4 gikal) A jay FMF ) gt julaa (¥) Jgaad

(YY) (F) dsaad) B add) HLaalls Jaeall 4giad jlae Lioal deadiead) julaall (g

agd) il LY S5 ol A g FMP Ay e e agaal adll ol 8Y) sie sl
Gag 3 Aalleay acny FMF Gt o8 (@il ol i 3 5 3 5ika) (ol Ladiia
k) ey 22y et aeal il HLAAY) adiun (g g pead) Cpuenl) A8) a5 (el SIL
K paldi¥) vie MEFV (o e da peall il glall G 0l a5a s (8 ¢ oalaiin g
Can el 5 Ay yed) el Gl FMF (e sl JLiay) (81 il
Ososha 38 agh a il a5y G g (o sall S 3l e Gl sl (5 el
Jiiually (sl

Jarall 488 lma (€) Jgaad)

Major criteria
1—<. Typical attacks
1. Peritonitis (generalized}
2. Pleuritis {unilateral) or pericarditis
3. Monarthritis {hip, knee., anklc)
4. Fever alone
5. Incomplete abdominal attack
Minor criteria
1-2. Incomplete attacks involving 1 or more of the tollowing sites:
1. Chest
2. Joint
3. Exertional leg pain
4. Favorable response to colchicine

* The requirements for diagnosis of FMF are =1 major criteria, or =2
minor criteria. Typical attacks are defined as recurrent (=3 of the
samc typce). febrile (rectal temperature of 38°C or higher)., and short
{(lasting between 12 hours and 3 days). Incomplete attacks are defined
as painful and recurrcnt attacks that differ from typical attacks in 1 or
2 features, as follows: 1) the temperature is normal or lower than 38°C;
2) the attacks arc longer or shorter than specified (but not shorter than
6 hours or longer than a week}; 3) no signs of peritonitis are recorded
during the abdominal attacks: 4} the abdominal attacks are localized: 5)
the arthritis involves joints other than those specified. Attacks not
fulfilling the definition of typical or incomplete attacks are not counted,
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MEFV GENE LOCUS

680-761

—

Amino Acid Substitution
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Severity score by Pras et al. modified for children.
Parameter Features Score
Age of onset (yvears) 11-20 2
6-10 3
- 4
Mumber of attacks per month =1 1
1-2 2
=2 3
Arthritis Acute 2
Protracted 3
Erysipelas-like erythema 2
Amyloidosis 3
Dose of colchicine Less than appropriate’ dose D
Appropriate dose 1
More than appropriate dose 2
Adapted from Pras et al. The severity score is the sum of the score of each parameter.
A score of 3-5 is accepted as mild, 6-9 is moderate and =9 is severe disease.
© Starting colchicine doses for children with familial Mediterranean fever. =5
years 0.5mg/day; 5-10 years 1.0mg/day; =10 years 1.5 mg/day.
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