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Colchicine versus cimetidine:

the better choice for Periodic fever, aphthous stomatitis, pharynagitis,
adenitis (PFAPA) syndrome prophylaxis, and the role of MEFV gene mutations
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Table 1 Comparison of three classification criteria of PFAFA syndrome

.Cuwl (PFAPA)

classification criteria

Modified Marshall’s

Vanoni et al

Takeuchi et al

Fewver

Duration of fever
Symploms

Exclusion
Growth and development

Family histony
laboratory Tests

corticosteroids during febrile

episode

Regular recurrent fevers

Constitutional symptoms, absence
of infection, = 1 of the following
signs:

1. Apthous stomatitis

2 Cervical lymphadenitis

3 Pharyngitis

Cyclic neutropenia

Mormal
Growth and development

Periodic Fever for at least & months:
a fever=385°C

b. Regular recurrent fevers = 5
episodes, interval between

fevers = 2 months, Asymptomatic
batween episodes

2=7 days

Pharyngitis, cervical adenitis,
Aphthous stomatitis, = 1 in every
episodes and = 2 from 3 in the
majority of episodes

Other causes of recurrent fever

MNormal
Growth

Fever > 380 °C that
Recurs = 4 times
Asymplomatic between episodes

< 8§ day

Tonsillitis or pharyngitis
Accompanying symptoms with > 1
of the following signs

1. Aphthous stomatitis

2cenvical lymphadenitis

3s0re throat

4yomiting

Ssevere headache

6.Mo cough

A history of recurrent fever

Inflammatory findings (CRP & SAA)
during febrile episodes

Elevations of IgD

Significant effect

CRP C-reactive pratein, 344 Serum amyloid, igD immunoeglobulin D
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[ 75 PFAPA patient ]

e [ Excluded n=3 ]

Randomized

Colchicine group Cimetidine group
N= 38 M=34
\ Allocation
[ Reluctance to continue ] Follow up

treatment N=2

!

1. Do not take medication due to non-
recurrence of fever N=1

2. Use of herbal medicines N=1

3. Do not take medication completely N=1

{ Analyzed n=36 ] [ Analyzed n=31 ]

Flg. 1 PRIEMA Aowchart of study
h,
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Table 2 Demoegraphic data and other charactenistics of patients

Characteristics Colchicine group Cimetidine group P-value
Age (months)imean £ 50] Fl22+ 2847 T6.16 % 2044 068
Age at onset (months) (mean £ 50) 27191907 B4+ 2319 081
Sex
Female 12 {33%) 9 [25%) L]
Male 24 (G790) 22 (719%)
Weight (Kg) NBEEHTI 21592616 085
Positive family history” A(11%) 30000 058
Parents blood relatives Bl229%) S{16%) 052

* Posithee family history of recumment fevers

Table 3 Clinical symptoms and signs of the patients in two groups

Variable Colchicine group Cimetidine group Total P-Value
Fever 35(100%) 31100} 67 076
Pharyngitis 33(92%) 27 (BT 60 {905) 069
Oral Aphthous B3] 24 7] 54 (81%) 0.54
Lyrmphadenopathy 27(75%) J0655%) A7 [70re) 0.35
Abdominal pain 25(69%) T 5r) al [61%) 0.13
Arthrakgia 17(47%) 16{5.r%) 33 (89%) 0.72
Headache 11(31%) W) 20{30%) 0.89
Rash HEW) 0] 3 (5% 0.24

Table 4 Numbser of febrile attacks before and after treatment in two groups

variable Drug regimens Mean 25D FPvalue®* Pyalue®
Three months befone Three months after
treatment treatment
febrile attacks (numbser) Colchicine 511+ 203 LV7E 175 = QU000 88
Cirmatickinee 465+ 215 L52E1.76 = 00001

* P within Subjects Effects/ Repeated Measures analysis
® P betwieen Subjects Effectss Repated Maosures anadysis

Table S Laboratory examination during febale episodes in patients

variable Mean £ 5D

Colchicine group Cimetidine group Pwalue
White Blood Cell fml 127193444 1272539186 0.9%
Platelets fmcl IF2 42792479 27410996501 £ 65 0
Erythrocyte Sedimentation Rate (ESR) mmvhr 3ILIB+£58 313184+95 059
C-Reactive Proteln mdg/dl 411498 3114+29 002

Table & Frequency of MEFV gene mutations in responder group and non-responder group

variable Responder group Nonresponder total P
group value
MEFV mutation Cimetidinge Carriers (number) 4 [36%) 1 (14%) g [2Ew) |
Hon Carriers (number) 6% 6 [B5%) 13 (779%)
colchicine Carriers (number) 7415 Al44%) 110429}
Men Carriers (number) 10059%) S(56%) 15(58%)

* Fisher's Exact Teit
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