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En el ultimo afo se han publicado los resultados de 2 ensayos clinicos sobre la eficacia de tocilizumab en
pacientes con polimialgia reumatica

- en pacientes con PMR de reciente diagndstico, denominado PMRSPARE

- en pacientes con PMR corticodependiente, el SEMAPHORE
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Tocilizumab in patients with new onset polymyalgia
rheumatica (PMR-SPARE): a phase 2/3 randomised
controlled trial
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* Ensayo clinico de fase 2/3 multicéntrico, doble ciego

* Se incluyen 36 pacientes con PMR de reciente aparicion.

* Se asignan aleatoriamente a recibir TCZ subcutaneo ( 162 mg semanales) o placebo durante 16 semanas, todos
con prednisona oral en descenso rédpido, de 20 mg/dia a 0 mg en la semana 11

* Objetivo primario: porcentaje de pacientes en remision sin corticoides en la semana 16

* Objetivos secundarios: tiempo hasta la primera recidiva y la dosis acumulada de corticoides a la semana 16y 24
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| 39 Patients were assessed for eligibility | | 3 were excluded

= 1 withdrew informed consent
= 1 had latent uberculosis

]

J6 undenyvent randormization

| -1 had alevated liver enzymeas

14 assigned to tocilizumab weekly plus 17 assigned to placebo weekly plus
11-wk prednisone taper regimean 11-wk prednisons taper regimen
4 Withdrew
2 Withdrew -1AE
-2 BAE

- 2 withdrew informed consent

- 1 nonadherence to tial regime

[17 cmnm:ated week 12 | 13 curnprleted week 12

A

1 Withdrew
- 1 excluded due to AE

—

[17 complelod woek 16 | | 12 completed week 16 |

| 1 lost to follow up je—

—= | 1 lost to follow up |

| 16 mmplretad week 24 | | 11 completed week 24 |
Figure 1 Screening, randomisation and follow-up of patients at
week 16 (primary endpoint) and week 12/24 (secondary endpoints). AE,
adverse event: SAE, serious AE.
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Table 1 Demographic and disease characteristics of patients at

score (0-100)

*Data shown are means+5D, unless stated otherwise.

baseline*

Tocilizumab Placebo
Characteristic N=19 N=17
Age (years) 68.8+9.0 71.1+9.0
Female sex 52.6% 52.9%
Caucasian ethnicity 100% 100%
Weight (kg) 81.7+28.5 72.0£13.9
Body mass index (kg/m®) 26.5+4.5 25.743.9
Disease duration (days) at 845 6+3
screening
Patients on prednisone 100% 94%
Current prednisone dose (mg) 16.7£3.9 17.2+3.1
Erythrocyte sedimentation rate 243x16.4 241187
(mm/hour)
C-reactive protein (mg/dL) 1.6+2.4 0.98+1.5
Pain by Visual Analogue Scale (mm) 30.8+26.0 22.8+16.7
Patient global assessment of 30.1+25.9 26.0+24.4
disease activity by Visual Analogue
Scale (mm)
Heath Assessment Questionnaire  0.64+0.60 0.65+0.61
(0-3)
Short Form-36 physical component 47.7+7.5 45.9+5.2
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Figure 2  Efficacy analysis for patients treated with tocilizumab
or placebo. (4) Glucocorticoid-free remission at weeks 12, 16 (primary
endpoint; p=0.002) and 24. (B) Time to relapse (Kaplan-Meier curves

nsoring patients who dropped out or were lost to follow-up). (C)

lean cumulative prednisone dose over time.
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Table 2 Secondary endpoints in the intention-to-treat population

Testing hierarchy Secondary endpoints* Tocilizumah Placebo P value
1 Proportion of patients in glucocorticoid-free remission at week 12 57.%% 17.6% 0.02
2 Propaortion of patients in glucocorticoid-free remission at week 24 57.9% 17.6% 0.02
3 Time to first relapse (days; mean+5E) 130 (£13) 82 (£11) 0.007
4 Cumulative prednisone dose at week 16 (mg) 727 (721-847) 935 (B61-1244) 0.003
5 Cumulative prednisone dose at week 24 (mg) 781 (721-972) 1290 (1106—1809) 0.001
6 Proportion of subjects with increased ESR (=20 mm'hour) at week 24 21.1% 47.1% n.r.

or 42.1% 52.9% n..

Proportion of subjects with increased CRP (=5 mgfL) at week 24
7 Pain by Visual Analogue Scale (mm) at week 16 12.0 (4.0-29.0) 15.0 (1.5—45.5) n.d.
B Patient global assessment of disease activity by Visual Analogue Scale (mm) at week 16 8.0 (3.0-25.00 16.0(3.0-50.0) n.d.
9 Evaluator global assessment by Visual Analogue Scale (mm) at week 16 2.0 (0—6.0) 5.0 (1.0-30.0) n.d.
10 Short Farm-36 (Physical Component Score) at week 16 56.3 (48.8—61.0) 46.9 (42.2-49.8) n.d.
1 Health Assessment Questionnaire (0-3) at week 16 0.0 (0.0-0.5) 0.88 (0.13-1.13) n.d.

n.d., not done: n.r, not reported.
*Data shown are medians and IQRs, unless stated otherwise.
CRP, C-reactive protein; ESR, erythrocyte sedimentation rate.

En pacientes con PMR de nueva aparicion tratados con pauta rapida de descenso de corticoides, TCZ fue
superior a placebo en conseguir la remision libre de prednisona, el tiempo hasta la recidiva y en la dosis
acumulada de corticoides
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* Hay pocos tratamientos disponibles para pacientes con polimialgia
reumatica dependiente de glucocorticoides. Los antagonistas de la IL-6
pueden reducir la actividad de la enfermedad en pacientes con PMR
activa corticodependiente

* Objetivo: Comparar la eficacia de tocilizumab frente a placebo en
pacientes con PMR corticodependiente
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* Diseno: Estudio doble ciego, de grupos paralelos, controlado con placebo. Se aleatorizaron 101
pacientes con PMR de 17 hospitales de Francia desde febrero de 2017 hasta octubre de 2019. El
seguimiento final se realizo en 2020.

» Corticodependencia: actividad persistente de la enfermedad (segun niveles de PCR, PCR>10) y dosis de
prednisona mayor o igual a 10 mg por dia

 Los pacientes fueron asignados al azar para recibir tocilizumab iv (8mg/Kg; n=51) o placebo
(n=50) cada 4 semanas durante 24s, combinado con prednisona oral

* 100% recibieron también hidroxicloroquina y 41% de los asignados a TCZy 21,6% del placebo, estaban
con MTX

* Objetivo primario: baja actividad definida por PCR< 10 mg/dl con dosis de prednisona inferior o
igual a 5mg/d, o bien un descenso de mas de 10 mg de la dosis inicial a las 24 semanas de
seguimiento
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Figure 1. Flow of Patients in a Trial of Tocilizumab vs Placebo in Polymyalgia Rheumatica

113 Patients with glucocorticoid-dependent
PMR assessed for eligibility

12 Excluded
10 Did not meet inclusion criteria
5 CPRPMR-AS <10
3 Adverse events
2 Giant cell arteritis
2 Investigator decision

S

II:.. 101 Randomized? ;
50 Randomized to receive tocilizumab 51 Randomized to receive placebo
49 Received tocilizumab
1 Did not receive tocilizumab due to
a diagnosis of giant cell arteritis
and was excluded from analysis
2 Lost to follow-up?
1 Treatment failure at wk 16
1 Missed wk 24 visit due to
COVID-19 lockdown
49 Included in the wk 24 primary analysis 51 Included in the wk 24 primary analysis
42 Received all 6 infusions 45 Received all & infusions
7 Received 1 to 5 infusionst 6 Received 1 to 5 infusionst
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Table 1. Baseline Characteristics of the Patients Included In a Trial of Tocllizumab vs Placeba In Polymyzlgia Rheumatica

No. (%)
Toch|zumat Plataba

Characteristc in=45) {n=51)
Age, medan (10R), ¥ 680 (63.0-75.0) £7.0{51.0-72.0)
\Women 14 {60.4) 23 (B4.T)
Men 15 (30.6) 1B(35.3)
Disease duration, median (I0R]), mo* 21.0(10.0-48.0) 16.0 {8.0-35.00
CRP PMR-AS, median (IQR)"® 20.2(15.6-29.0) 19.7 {15.4-2B.5)
Patient WAS score, median (IQR) 5.4.04.0-7.00 6.0 (4.3-7.0)
Global physician VAS scome, median (IQR) 5.5(4.4-6.1) 5.3 (4.B-6.4)
Elewation of the upper limbs,

[i} 1(20) 2{3.9)

<G 6(12.2) 5{9.B)

an 13 {26.5) 15(29.4)

>80 H(59.2) 29(56.9)
Morning stiffmess, median (B0R), min® 85.6(B2.T) 998 {97.9)
ACR/EULAR provisional dassification orikeria®

Qinizal 45(93.9) 459 [56.1)

irasanograptry 45 (37 E) 40 [08.0)
5F-35 score, median (IQRY

PCS 35.4(30.1-39.8) 35.4 (30.6-40.5)

5F-15 35.9(30.9-47.0) 34.5(79.5-431.3)
Prednisone dosage, median (IQR), mg/d 10.0(10.0-15.0) 10u0 (10.0-15.0)
Fatient fatique VAS score, median (10R) 5.6(3.9-8.0) 5.9(4.0-7.0)
Methotreate

(Current 20 {4D.E) 11{21.6)

Kever 18 {36.7) 3D(58.8)

Prior 11{22.4) 10[19.6)
Hydroxgchitonoguing

Cumrent 1] 12.m

hayer 49 {100y 45 [5E.1)

Prior o 1{2.00
CRF. median (IQR), mgAdL® 0.9.(04-1.7) 0.9 (0.4-1.8)
ASpartass fransaminase =3 Hmes the upper mit ] ]
of normal
Alanine transaminase >3 times the upper Lmik ] a
of normal
ESR, madian {|QR), mmhh FR.3(33.0) 243 (73.0)
Patlents with positive rieumatoid fackors' I(5.8) 2{43)
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Table 2. Primary and Secondary Outcomes in a Trial of Todlizumab vs Placebao in Polymyalgia Rheumatica

Mean (95% CI) Adjusted®
Tocilizumab Placabo Difference Relative risk
End point (n = 45) (n=51}) (95% C1) (95% CI) P value
Primary end point
Composite 36.0% 2.3 <.001
primary (19.4% to 52.6%) (1.5 to 3.6)
end point,
Mo. (3)%-
Secondary end
points™®
Scale-based
secondary
outcomes
CRPPMR-AS 7.5 145 —7.5 <.001
(5.4 t09.6) (1140 18.4) (-11.2 to -3.8)
ESR PMR-AS g1 15.9 -1.8 <001
(5.9t0 10.3) (12.3t0 19.4) (-12.1t0-3.4)
PMR-AS <1.5, T(14.3) 4(7.8) 6.9% 1.8 14
No. (%) (-0.0%2 to 0.16%) (0.8 to 3.9)
CRP PMR-AS 36 (73.5) 22 (43.1) 31.1% 1.8 .02
<10, No. (%) (12.2% to 50.0%) (1.2 to 2.7)
CRPPMR-AS 42 (B9.4) 33 (64.7) 26.1(13.3t039.0) 1.4(1.2tol.7) =001
=17, No. (%)
Medication-based
secondary
outcomes
Prednisong ER: 6.1 -23 =001
dosage, mgd {2.1t0 5.6) (48w 7.4) {(-3.6t0-1.0)
Patient stopped 24 (40.0) 10(19.6) 29.3% 25 <001
raceiving (18.5% to 39.7%) (1.Bto03.5)
prednisone,
No. (%)
Prednisone 37 (75.5) 26 (51.1) 25.7% 1.6 ooz
dosage <=5 ma,/d (12.1% to 39.3%) (1.2t02.1)
or decrease =10
mg vs baseline,
No. (%)
Quality of life
assessment-based
secondary
outcomes
5F-36 MCS® 42.2 41.0 1.2 59
(3B.9 to 45.6) (37.7 t0 44.3) (-3.1t05.5)
5F-36 PCE° 7.0 16.4 1.6 A3
(35.2 to 40.6) (33.9 to 38.9) (-2.4t05.7)
Health L6 1.7 -0.1 32
Asspssment {(1.4t01.8) (1.5%0 1.9) (-0.3 %0 0.1)
Questionnaire

Disability Index"

El objetivo se alcanzo en el 67,3% de los pacientes

con TCZy en 31,4% de los pacientes con placebo, con una

ORde 2,3
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Conclusiones

En pacientes con PMR activa a pesar de tto con prednisona, y algunos con MTX, el tto con TCZ
comparado con placebo controla la PMR en un porcentaje significativamente mayor

TCZ es mejor que placebo asociado a corticoides en pacientes con PMR
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Clinical and Experimental Rheumatology 2022; 40: 1535-1542.

A randomised, double-blind, placebo-controlled phase 111
trial on the efficacy and safety of tocilizumab in patients
with familial Mediterranean fever

T.Koga'<, S. Sato’, N. Hagimori’#, H. Yamamoto®, M. Ishimura’, T. Yasumi®,
Y. Kirino’, K. Ikeda®, A. Yachie’, K. Migita'’, D. Kishida'', T. Atsumi'*, A. Kawakami'

* La fiebre Mediterranea familiar es la enfermedad autoinflamatoria monogénica mas frecuente

* El objetivo terapeutico de la misma es prevenir la amiloidosis secundaria (AA) minimizando la inflamacion subclinica,
ademas de la prevencién de ataques

* La primera linea de tratamiento es la colchina, 10-20% de pacientes no responden de forma completa

 Ademas de la pirina, otras citoquinas como la IL-6, pueden tener un papel patogénico
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* Ensayo clinico, multicéntrico, aleatorizado, controlado con placebo, para comprobar la seguridad y eficacia de tocilizumab
en pacientes con FMF resistente o intolerante a la colchicina.

» Aleatorizan pacientes a recibir TCZ 162 mg/sem sub o placebo durante 24 sem
* Objetivo primario: valoracién del numero de ataques de fiebre durante las 24 sem de tratamiento

* Objetivos secundarios:
* Frecuencia de los sintomas acompafiantes durante los ataques febriles
* Valores séricos de PCR y SAA
* Eventos adversos

* Posteriormente se realiza un estudio de extension abierta para evaluar la seguridad y eficacia a largo plazo de TCZ en
pacientes que habian completado el estudio anterior

* Total de 23 pacientes, 11 a larama de TCZy 12 a la rama de placebo
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49 patients assessed
for eligibility

Y

23 randomly assigned

'

12 assigned to placebo
(full analysis set)

-[ 26 did not meet eligbility criteria

~

A

¥

11 assigned to tocilizumab

(full analysis set)

{

[ [Flasu.la lraatrnamJ [Ftescue mtrnentJ
| k=4

1 discontinued treatment
1 advarsa avent

J

Fig. 1. Trial profile.

(until 48 weeks)

8 completed Rescue treatment 9 completed
the preceding trial N=5 the preceding trial
22 enrolled the open-label
extension trial
3 discontinued treatment
1 adverse avent
2 withdraw consent
19 completed
the extension trial
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Table 1. Baseline patient characteristics.

Placebo (n=12) Tocilizumab (n=11)
Age at enrolment, years 459 (11.0) 375 (14.5)
Age at diagnosis, years 419 (13.1) 333 (16.0)
Female, n (%) 6 (50) 8 (73)
Height, cm 1605 (7.4) 161.2 (7.5)
Body weight, kg 609 (12.1) 54.1 (11.8)

Number of febrile attacks per 24 weeks*’
Duration of febrile attack, hours*

Patient global VAS, mm

Physician global VAS, mm

CRP, mg/L

SAA mg/L

IL-6,ng/L

Number of febrile attacks with arthritis per 24 weeks*’
Colchicine intolerance, n (%)

Dose of colchicine, mg/day

MEFV gene vanants*

Exon 10 mutations, total, n (%)

M6941 hetero, n (%)

M6941/E148Q multiple hetero, n (%)
Any other mutations, total, n (%)

E84K hetero, n (%)

ES4K/E148Q multiple hetero, n (%)
E148Q hetero, n (%)

P369S/R408Q multiple hetero, n (%)
G304R hetero, n (%)

488 (2.57-8.87)
444 (32.9-103)
235 (26.3)
350 (28.8)
706 (13.5)
468 (1000)
3.03 (4.88)
145 (0.364.95)
1 (9
0.63 (0.68) n=11

(30)
20)
(10)
(60)
(20)
(10)
(20)
0

O b o= 2 O o DD

—
_—
—
e

5.14 (2.75-831)
553 (38.0-83.0)
376 (237
392 (29D
118 (245)
1140 (3270)
1292 (293)
275 (1.60-831)
2 (18)
059 (0.54)n=9

0 (0)
0 @)
0 @
6 (86)
0 (0
0 (0
4 (57
2 (39)
0 (0

Data are /N (%) or mean (SD) unless otherwise noted.

*Median (IQR).

’From 24 weeks before informed consent to the first dosing period.

# Placebo n=10; Tocilizumab n=7.

CRP: C-reactive protein; IL: interleukin; IQR: interquartile range; SAA: serum amyloid A; SD: standard

deviation; VAS: visual analogue scale.
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Obijetivo primario:

- Primeras 4s se estima que hubo 0,37 episodios febriles en el
grupo de TCZ frente a 0,53 grupo placebo

- N2 estimado de episodios por semana fue de 0,078 ( IC del 95%,
0,027-0,222) grupo TCZy de 0,113 ( IC del 95% 0,053-0,242) grupo
placebo

- TCZ/placebo episodios febriles fue de 0,691 ( IC del 95% 0,189-
2,531

- Aunque el numero de episodios fue menor en el grupo de TCZ los
resultados no fueron significativos ( p=0,58)

Tocilizumab Placebo
patient 1 |® - patient 1 * L I L ]
patient 2 patient 2 .-
patisnt 3 palient 3 L -
catient 4 patient 4
palian * - .
patient 5
patiant 5
patient &
palient & |-e—e
patiant 7
patiant 7 [e-w - .
palient & | " "
patisnt 8 Deilenit B
patien: & patient 10
patient 10 ™ patient 11
patient 11 patiant 12 . ] - -
I | I I I I T I I I T T
Q 4 B 12 16 20 24 0 4 B 12 16 20 24
= lgvar altach =1 teck
Weaek . ¥ Week lrkisinde

Fig. 2. Dot plot of fever attacks per patient in the double-blind period in the full analysis set

(NUHO1EME).
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Table II. Secondary outcomes in 24-week, double-blind phase (NUHO1FMEF trial).

Placebo
(n=12)

Tocilizumab
(n=11)

TCZ-placebo
rate ratio

Accompanying symptoms, times/week

Any
Abdominal pain
Chest pain
Arthritis
Headache

Time until a fever attack, hours*

0274 (0.128-0 .586)
0.058 (0.024-0.140)
0.076 (0.024-0242)
0.058 (0.024-0.142)
0.054 (0.021-0.137)
794 (580-914)

Duration of fever attacks, hours® 45 (34-100)

0.147 (0.065-0 334)
0033 (0.0140075)
0016 (0.004-00067)
0055 (0.012-0 243)
0025 (0.009-0.070)
907 (323-1019)

712 (66-110)

0.538 (0.176-1 644
0.570(0.170-1914)
0.215(0.034-1.338)
0944 (0.167-5344)
0456(0.113-1.842)

05% CI of estimate. *Median (IQR).
CI: confidence interval; IQR: interquartile range; TCZ: tocilizumab.

W Junta de
Castilla y Ledn
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Objetivos sencudarios:

- El grupo placebo precis6 mayor niumero de

veces medicacion de “ rescate”

- Todos los pacientes de la rama de tto normalizaron

los niveles de PCR y disminuyeron los de SAA en
comparacion con el grupo placebo que no se modificaron

- Tras 24 sem todos se incluyeron en estudio de extension,
abierto, recibiendo todos TCZ. Resultados similares tras

el inicio de TCZ en los pacientes que iniciaron en la rama
placebo
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Table III. The summary of adverse events.

Tocilizomab Placebo
Case (%) Case (%)

Double blind period n=11 n=12
Adverse event 11 (100) 8 (667
Adverse event leading to death 0 (@ L(1))]
Adverse event leading to withdrawal from treatment 1 (9.1) 0 )
Serions adverse event 2 (182) 1 (8.3
Serious adverse event leading to withdrawal from treatment 1 (9.1) 0o
Adverse drug reactions 10 (90.9) 4 (33.3)
Serious adverse drug reactions 1(9.1) L(1)]
Adverse drug reactions leading to withdrawal from treatment 1(9.1) 0
Rescue period n=1 n=4
Adverse event 1 (100.0) 3 (7500
Adverse event leading to death 0 (@ L(1))]
Adverse event leading to withdrawal from treatment 0 (D) 0 )
Serions adverse event (V)] 2 (50)
Serious adverse event leading to withdrawal from treatment 0 0
Adverse drug reactions 1 (100) 3 (73)
Serious adverse drug reactions 0 (@ 2 (50)
Adverse dmug reactions leading to withdrawal from treatment (V)] 0
Tocilizumab treatment period n=11 n=4
Adverse event 11 (100) 3 (75)
Adverse event leading to death 0 (@ L(1))]
Adverse event leading to withdrawal from treatment 1 (9.1) 0 )
Serions adverse event 2 (182) 2 (50)
Serious adverse event leading to withdrawal from treatment 1 (9.1) 0
Adverse drug reactions 10 (90.9) 3 (73)
Serious adverse drug reactions 1(9.1) 2 (50)
Adverse dmug reactions leading to withdrawal from treatment 1(9.1) 0

No se registraron efectos adversos graves, y no hubo

diferencias significativas entre grupos
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Conclusiones

Aungue no se cumplio el objetivo primario, la administracién a largo
plazo de TCZ mostro eficacia y seguridad en pacientes con FMF.
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Karima Daghor-Abbaci'*( . Nadia Ait Hamadouche® - Chafia Dahou Makhloufi* - Farida Mechid® - Fifi Otmanl® -
Mohamed Makrelouf” - Amel Otmane” - Nourredine Small® - Malika Boucelma’ - Fatma Zohra Alssat® -

Salima Lefkir-Teffiani® - Bllel Bengana® - Nadla Boukherls'® - Amar Tebalbla'' - Baya Taharbouchet™ .

Soraya Ayoub'? - Brahim Benziane'* - Nadla Oumnia’ - Chafika Haoulchet' . Fella Hannl'” . Nazim Laraba’ -
Djennete Hakem'® - Nacera Benfenatk!'? - Abdelkrim Berrah'

- El diagnostico de la enfermedad de Still es dificil dada la ausencia de biomarcadores especificos, mas en casos
de presentacidn atipica

- En este estudio se propone un algoritmo diagndstico nuevo mas sensible y preciso y util en estadios iniciales
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Criterios mayores Criterios menores

Fiebre de 39 °C o mas de duracion superior a una semana

Dolor de garganta
Linfadenopatia y/o esplenomegalia

Artralgias de duracion de 2 0 mas semanas

Rash tipico color salmén en extremidades y el tronco
Leucocitosis > 10 000/mm? incluyendo >80 % granulocitos

Disfuncién hepatica
Factor reumatoide negativo y ANA negativo

Niveles elevados de ferritina

Se requieren 5 criterios en total (2 de ellos mayores) con una sensibilidad y especificidad de 92% y 80% respectivamente.

Criterios mayores Criterios menores

o Fiebre en picos mayor de 39 °C.

e Artralgia.
e Rash evanescente. e Rash maculopapular.
o Odinofagia. e Leucocitosis mayor a 10 000/mm?

e Mas de 80 % de PMN en el hemograma.
e Ferritina glicosilada inferior al 20 %.

Los criterios de Fautrel (2002) poseen una mayor especificidad, haciendo uso de examenes de laboratorio mas especificos.

Con 4 criterios mayores 0 3 mayores y 2 menores se logra una sensibilidad de 80,6 % y una especificidad de 98,5 %.3
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160 Patients enrolled with
suspected Adult Onset Still's
Disease
=02 Major critenia of Yamaguchi
and or Fautrel classifications

20 Excluded patients

- Estudio prospectivo , caso-control, multicéntrico llevado

a cabo en Argelia

- Se incluyeron pacientes que cumplieran al menos 2 criterios
mayores de la clasificacién de Yamaguchi y/o Fautrel

- Se incluyeron 160 pacientes, 80 con enf de Still y 60 controles
con diagnosticos alternativos ( EAl, neoplasicas, infecciosas)

00 Control patients
Different diagnoses

Systemic diseases 33 (55)

Infectious diseases 14 (23.3)

Weoplasms 06 (10)

Hypersensitivity conditions 07 (11.7)

80 patients with Adult Onset
Still’s Disease

63 (78.8) Yamaguchi Criteria*
61 (76.3) Fautrel Criteria*

17 (21.2) Expert Adjudication

Fig.1 Patients classification. *Patients classified s AQDSD by the rederring phy sician and the principal investigator should met also the classifica-
Lion criteTia
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Table 1 Multivariate analysis with multiple logistic regression model
Criteria Adjusted Confidence interval 95% P
ODDS ratio
Typical rash 24.01 2.35-245.30 0.007
Fever>39c”® 17.34 2.6-113.37 0.003
NLR =4 11.10 2.35-523 0.002
Pharyngitis 10.23 2364434 0.002
Arthritis 9.01 2.07-39.142 0.003
Glycosylated 1.59 1.08-2.35 0.019
ferritin < 20%
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*Typical rash: transient macular or maculo-papular non-pruritic rash

Table 2 Points-based score for AOSD classification

Criteria

Typical rash™ 3 points
Fever>39 c®y 3 points
Arthritis y 2 points
Pharyngitis 2 points
NLR >4 2 points
Glycosylated ferritin <20% p 1 poi

AOSD points-based score m =7 points with sensitivity
of 92.5% specificity of

93.3%

y: Fever or arthritis lasting 2 weeks or longer

u: Glycosylated ferritin <20% with ferritin> N

m: AOSD score can be used if the criteria are not explained by
another disease

iy 2y
7Y
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Fig.2 Receiving operating characteristic curve for the points-based

score of adult-onset Still’s disease. The optimal cutoff value that best
distinguished AOSD patients from controls was 7 points with a sensi-

tivity of 92.5% [95% CI: 83.8-96.9] and a specificity of 93.3% [95%
CI: 83.097.8]. The area under the curve'c CI: 0.94-

0.99]. CI, confidence interval
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Table 3 Evaluation of the performance of AOSD classifications criteria

Classification criteria AOSD Controls Sensitivity % Specificity % PPV % NPV % Accuracy

Yamaguchi criteria 63 0 78.8 100 100 779 87.8%
[67.9-86.8] [92.5-100] [92.8—-100] [66.7-86.3]

Fautrel criteria 61 2 76.3 96.7 96.8 75.3 85%
[65.2-84.8] [87.5-99.4] [88-99.4] [64-84.1]

Points-based score>7 ) 74 4 94.9 90.3
[§3.596.9] [§3.097.8] (86.7-98.3] [79.5-96]

PPV positive predictive value, NPV negative predictive value
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Conclusiones

e Dada la dificultad en el diagndstico precoz de la enfermedad de Still
es muy importante la actualizacion del algoritmo diagndstico de cara
a minimizar el tiempo hasta le diagnodstico y las posibles
complicaciones

* Es el primer estudio prospectivo que incluye pacientes en fases
iniciales y que incluye como marcadores el NRL y la ferritina
glicosilada

* Este algoritmo podria ser una herramienta diagnostica de gran valor si
se confirma en estudios multicéntricos de validacion
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