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Historia

Reiter-
Fiessinger -
Cristobal Leroy 1916
Colon 1494 & Paci
.« 7 acientes
Hipocrates Pri
rimer Caso

Siglo IV a.C. conocido

Enlaza “artritis”
con “coito”

Garcia-Kutzbach, A., Chacon-Suchite, J., (2018). Reactive arthritis: update 2018. Clinical rheumatology, 1-6.




Generalidades

Categorizada como una Espondiloartropatia inflamatoria™

Sospecha!!

Se expresa como un sindrome inflamatorio agudo con afectacion principal
articular, que generalmente autorresuelve *

Se piensa que ocurre en pacientes genéticamente predispuestos

Inicia entre 1-4 semanas después de ciertas infecciones del TGU o TGI*

Tradicionalmente se caracterizaba por la Triada Clasica -30%*

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.




Epidemiologia*

Es mas comun entre
los 20 y 40 afnos en
individuos de raza

blanca

Incidencia promedio Aumenta la incidencia
de 1 a 30 casos por en el contexto de
cada 100.000 hab brotes de infeccion

Incidencia varia por
Sexo y grupo etareo
dependiendo de la
infeccion primaria.

Hasta un 50% de los
pacientes pueden
presentar secuelas

Representa menos
del 2% de todas las
espondiloartropatias™

Ngaruiya, C. M (2013). A case of reactive arthritis: a great masquerader. The Am. J. of eme med, 31(1), 266-e5.

Misra, R., & Gupta, L. (2017). Epidemiology: Time to revisit the concept of reactive arthritis. Nature Reviews Rheumatology, 13(6), 327.




Epidemiologia*

Se realizd una revision sistematica
donde se buscaba la incidencia de AR

con patégenos entéricos revelando

Bacterias Numero de Casos/Infecciones

Campylobacter 9/1000
Salmonella 12/1000
Shigella 12/1000

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.




Microorganismos desencadenantes

Inciting agents of reactive arthritis

Common

IChJ‘amydfa trachomatis I

Salmonella (several species)
Shigella (especially S flexneri)

Campylobacter jejuni

Yersinia (especially Y enterocolitica and Y pseudotuberculosis) I S

Uncommon

Neisseria gonorrhoea
Mycoplasma genitalium
Ureaplasma urealyticum

Clostridium difficile
Campylobacter lari
Chlamydia psittad
Chlamydia pneumoniae

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.

Goldsmith; Katz; Gilchrest. (2014). Fitzpatrick Dermatologia 8Ed. Edit. Panamericana




Bacterias Gram -, IC obligadas,

sin motilidad, replicacion Ch Ia m ! d ia traChOmatiS

depende de las células

huésped
* Puede infectar varios érganos
e Serovariedades de la A-K — Manifestations Chlamydia trachomatis
Oculares + artritogénicas (1) At the portal of entry (A) Urogenital female:
of the infection Urethral syndrome (frequency, dysuria), cervicitis (mucopurulent discharge, postcoital
bleeding), endometritis/salpingitis (pelvic/abdominal pain, abnormal uterine bleeding,
fever)

Male: Urethritis (dysuria, urethral discharge), epididymitis (unilateral scrotal pain, swelling,
tendemess), prostatitis (perineal discomfort, dysuria, frequency, urethral discharge),
proctitis (rectal pain, bleeding, discharge, tenesmus, diarhoea)

(B) Ocular: Follicular conjunctivitis, neonatal ophthalmia (newbom), trachoma (endemic in
developing countries)

(C) Pharyngeal and respiratory: Tonsillitis, sore throat, sinusitis, bronchitis, atypical
pneumonia

(D) Sequelae female: Infertility, ectopic pregnancy, puerperal endometritis, adhesions
around the uterine appendages, perihepatitis, periappendicitis

Male: Urethral stricture

Zeidler, H., & Hudson, A. P. (2013). New insights into Chlamydia and arthritis. Promise of a cure?. Annals of the
rheumatic diseases, annrheumdis-2013.




Chlamydia trachomatis

C.trachomatis infection
productive persistent
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Zeidler, H., & Hudson, A. P. (2013). New insights into Chlamydia and arthritis. Promise of a cure?. Annals of the
rheumatic diseases, annrheumdis-2013.




Factores del huésped*

Presente en el 7-9% de las personas de
raza blanca

El alelo observado con mayor frecuencia
en pacientes con AR es HLA-B*2705 *

La mayoria de estudios de los pacientes
con AR + HLA-B27 la desarrollan

posteneritis*

Presente entre el 50-80% de pacientes
gue padecen AR

Resultados diversos de la relacion con
AR* = Curso severo mas agudo de la
enfermedad, con mayor duracién de sx,
mas érganos comprometidos y
tendencia a cronificar.

VIH+*

N

Susceptibilidad genética
por presencia de factores
proangiogénicos

Susceptibilidad genética
relacionada al haplotipo
HLA-B27

J

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.




Fisiopatologia™

Persistencia de
bacterias o PDB en la
articulacion

e Interaccion estructurada de factores microbianos y
diversas serovariedades de MO

e Mecanismos subyacentes especificos de incorporacion

E| tipO de interaccion celular del MO y migracién desconocidos
huésped_ patégeno * Disbalance Microbioma

¢ Polimorfismos TRL

La respuesta inmune
local dirigida a estas
bacterias

e Disbalance Th1/Th2
e Respuesta Thl7 aumentada

Garcia-Kutzbach, A., Chacon-Suchite, J., (2018). Reactive arthritis: update 2018. Clinical rheumatology, 1-6.




Péptido
Artritogénico

Facilitacion .
. o Homodimero
de invasion
de cadena

pesada

celular por
MO

\YE]
plegamiento
del haplotipo

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.




Manifestaciones clinicas*

El dx incorrecto

Subdiagnostico

Espectro clinico
variable pero
manifestaciones
clinicas
similares*

Afectacion de
multiples
organos™

Fase aguda*™ Fase cronica*™

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.




Manifestaciones musculoesqueléticas
\

Aparecen por lo general cuando ya no hay
infeccion primaria activa

Los individuos afectados pueden
evolucionar hacia una artritis inflamatoria®

Formas atipicas de AR???

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.




Compromiso articular periférico

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.




Compromiso articular axial

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.




Dactilitis

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.




Entesitis

Achilles

Calcaneus (heel bone

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.




Para recordar...

Musculoskeletal manifestations of reactive arthritis

Peripheral

Monoarthritis or asymmetric > symmetric oligoarthritis (especially large joints of lower

extremities)

Enthesitis (tendon/bone insertion points—Achilles tendonitis or plantar fasciitis > knees or

upper extremities)

Dactylitis (sausage digit fingers or toes)

Spine (lumbar > thoracic/cervical)

Sacroiliac joints

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.




Manifestaciones extrarticulares
\

No son raras particularmente en el
escenario de una infeccion del TGU

Los principales 6rganos afectados
son la piel, anexos, los ojos, la uretra

Menor afectacion renal y cardiaca



Queratodermia blenorragica

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.

Goldsmith; Katz; Gilchrest. (2014). Fitzpatrick Dermatologia 8Ed. Edit. Panamericana




Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.

Goldsmith; Katz; Gilchrest. (2014). Fitzpatrick Dermatologia 8Ed. Edit. Panamericana




Afectacion ungular

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.

Goldsmith; Katz; Gilchrest. (2014). Fitzpatrick Dermatologia 8Ed. Edit. Panamericana




Afectacion de mucosas — Lengua geografica

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.

Goldsmith; Katz; Gilchrest. (2014). Fitzpatrick Dermatologia 8Ed. Edit. Panamericana




Conjuntivitis / Uveitis

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.

Goldsmith; Katz; Gilchrest. (2014). Fitzpatrick Dermatologia 8Ed. Edit. Panamericana




Eritema nodoso

[COPY RIGHT PCOS.0RG. VK]

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.

Goldsmith; Katz; Gilchrest. (2014). Fitzpatrick Dermatologia 8Ed. Edit. Panamericana




Otras compromisos menos comunes...

Cardiac:

left ventricular dilatation, pericarditis, aortic valve disease.

Renal:

glomerulonephritis, IgA nephropathy.
Neurological:

meningoencephalitis, nerve palsies.

Other:

thrombophlebitis, subcutaneous nodules.

Carlin, E., & Flew, S. (2016). Sexually acquired reactive arthritis. Clinical Medicine, 16(2), 193-196.




Para recordar...

Extraarticular manifestations of reactive arthritis

Genitourinary:

Mucous membranesjPainless oral ulceration

Urethritis, cervicitis, salpingo-oophoritis, cystitis, prostatitis

Cutaneous:|Keratoderma blennorrhagica, circinate balanitis, erythema nodosum

Ophthalmologic:

Aortic valvular insufficiency, pericarditis, heart block

Conjunctivitis, keratitis, episcleritis, or anterior uveitis

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.




Diagnéstico diferencial

DOl 10.1111/jdv. 12741 JEADV

REVIEW ARTICLE
Reactive Arthritis

P.G. Stavropoulos, E. Soura,” A. Kanelleas, A. Katsambas, C. Antoniou

1st Department of Dermatolo gy/University Clinic, 'Andreas Syggros' Hospita, Athens, Greece
“Comespondence: E. Soum. E-mail: anonaki@hotmal.com




Genetics LA-B27 80% 40% (in PsA patients mainly)

Reactive Arthritis Psoriasis
ar Y 83

I-.T.!l;__ _i1]

THNF-a polymorphisms THFa-238 TNFa-238 (only in PsA)
Other TNF-3 polymorphisms: poorly A constellation of TNF-2 polymorphisms
described depending on the type of psoriasis/co-
morbidities
Pathogenesis Remains to be fully elucidated Extensively researched
Associated TLRs TLR-2, TLR-4 Mainly TLR-7,-8,-9

Infection Always. Pathogen persistenceis a In some instances. Pathogen persistence is
prerequisite not afeature

Molecular mimicry Multiple autoantigens have been Protein M (f-haemolytic streptococcus) has

described, but not one commaon to all been associated

Th2/Th1 imbalance has been described Mainhy Th17, Thi
e 2 immune reaction dominance

K.eratinocyte role Unknown-not described Multiple genetic-molecular atterations have
been descnbed
Age of onset Late teens to early adulthood . Bimodal distribution (Psoriasis)
+ 35-45 years [PsA)
Male to female ratio 21 1:1
Arthritis
Enthesitis Yes Yes(PsA)
Dactylitis Yes Yes (PsA)
Ocular manifestations Acute anterior uveitis Chronic uveitis

Stavropoulos, P. G., Soura, E., Kanelleas, A., Katsambas, A., & Antoniou, C. (2015). Reactive arthritis. Journal of the European
Academy of Dermatology and Venereology, 29(3), 415-424.




=kin manfestations Typical plagues
of peonasis
Pustular lesions of
palms and soles

Histology: numerous pustules, massive Histology: pustules, hypereratosis less
hy perkeratosis prominent than in KB

M ail=

Omycholysis: yes Onmycholysis: yes
Onmychodystrophy: yes Onmychodystrophy: yes

aplinter haemomhage, Oil drop: not splinter haemorrhage, Gil drop: typical/ very

Genital Lesions

Circinate balanitiz’vaginal lesions Psoriasis of the genital area
40% of patients 7% of Ps patients

Enfthematous lesions, shallow ulcers, similar clinical picture with CB but: scaling may
centrifugal distribution be present, no centrifugal distribution

Equally common in males and females Hare in females
Mo koebner phenomenon present Koebner phenomenon present

present in kKeratotic aress

Histology: Similar to psoriasis, subtle Histology: Typical for psoriasis, mone
hyperkeratosis and parakeratosis prominent hyperkeratosis and parakematosis

Oral mucosa

S E IR DRI, s

Fissured tongue: not obsarved Fissured tongue: typical

Oral erosions: not observed
Circinate lesions: not obsened

Ernythema nodosun

Rarely presant Miewear

Stavropoulos, P. G., Soura, E., Kanelleas, A., Katsambas, A., & Antoniou, C. (2015). Reactive arthritis. Journal of the European

Academy of Dermatology and Venereology, 29(3), 415-424.




Recently. European guidelines on the management of sexually acquired ReA were published®. The

Diagndstico

diagnosts 1s based on three components:
I, recognition of the typical features of spondyloarthritis,
2. demonstration of the evidence of genitourinary infection

3. mvestigation of specificity and activity of arthritis.

Major criteria 1) Arthritis with 2 of 3 of the following findings:
- Asymmetric
- Mono or oligoarthritis
- Lower limb involvement
2) Preceding symptomatic infection with 1 or 2 of the following findings:
- Enteritis (defined as diarrhea for at least 1 day,and 3 days to 6 weeks before the onset of arthrits)
- Urethritis (dysuria or discharge for at least 1 day, 3 days to 6 weeks before the onset of arthritis)
Minor criteria At least one of the following:
1) Evidence of triggering infection:
- Positive urine ligase reaction or urethral/cervical swab for Chlamydia trachomatis
- Positive stool culture for enteric pathogens associated with reactive arthritis
2) Evidence of persistent synovial infection ( positive immunohistology or PCR for Chlamydia)

Selmi, C., & Gershwin, M. E. (2014). Diagnosis and classification of reactive arthritis. Autoimmunity reviews, 13(4-5), 546-549. ‘




Aislamiento e identificacion del patégeno

No hay un panel definitivo de laboratorio establecido

Tipo de infeccidon Fase infecciosa aguda Fase postinfecciosa

Entérica Cultivo MF Ac especificos en suero
PCR orina o muestra Ac especificos en suero //
Genitourinaria escobillon de uretra Muestra liquido sinovial - PCR

Reactividad cruzadal!!!l

Selmi, C., & Gershwin, M. E. (2014). Diagnosis and classification of reactive arthritis. Autoimmunity reviews, 13(4-5), 546-549.




Algoritmo / Serologia -Chlamydia

Symptomes of chlamydial infection

urogenital pharyngeall/respiratory
Serology specific for Serology specific for
C. trachomatis C. pneumoniae
IgG plus IgA IgM or IgG plus IgA
antibodies positive antibodies positive

\/

Chlamydia reactive arthritis
probable

Urogenital samples Pharyngeallrespiratory

positive samples positive

for C.trachomatis \ / for C.pneumoniae

Chlamydia reactive arthritis
definite




Otros paraclinicos

No hay laboratorios
especificos ni biomarcadores
hasta la fecha que confirmen

la enfermedad

La deteccidn del Ag HLA-B27
no representa valor como
herramienta dx

VSG y PCR pueden estar
elevadas en el contexto de la
fase aguda

ANAs vy FR negativos

El liquido sinovial usualmente
sugiere una artritis
inflamatoria con pleocitosis
en el rango de 10,000 a
50,000 leucocitos

En la fase cronica anemia de
los padecimientos cronicos

RXy RMN no son utiles en
etapa aguda

US de utilidad moderada en
etapa aguda

Carlin, E., & Flew, S. (2016). Sexually acquired reactive arthritis. Clinical Medicine, 16(2), 193-196.




1st non-steroidal anti-inflammatory drug

Tratamiento i

any other in reactive arthritis (ReA).

» Expert opinion suggests trying indometacin
and naproxen as first-line agants, although
many others are available and may be equally
affective.

Manejo de

Primary options

Fase aguda*™

» indometacin: 25 mg orally two to three
times daily when required

infeccion aguda

OR

Primary options

» naproxan: 250-500 mg orally twice daily

4 ) 4 I when required, maximum 1250 mg/day
TGU: Chlamydia? = AINES 2 sem OR
Azitromicina 1gr oral N Primary options
Du o Doxiciclina Gastritis? = COX-2 + » ibuprofen: 300-400 mg orally three to four
. , times daily when required, maximum 2400
100mg Bid x 7 dias Inh Bomba Protones mokdey
- J \ Y, OR
Primary options
» diclofen otassium: 50 oral
C TG1:Gral/ | o | ) s cmsmrari L SN
autolimitadas pero en CE intralesionales en when required
articulaciones con OR
pctes con Ant AR . . . Primary cotlong
den usarse A/B persistencia de signos ry op
pue * y Sintomas » diclofenac sodium: 100 mg orally _
ora |eS. {extended-release) once daily when required
J \ J

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.

Garcia-Kutzbach, A., Chacon-Suchite, J., Garcia-Ferrer, H., & Iraheta, I. (2018). Reactive arthritis: update 2018. Clinical rheumatology, 1-6.




Refractario?*

( )
Sulfazalasina:
2g/d por 3
meses*

g J

( )
Metotrexate 7,5-

15mg semana

hasta 25mg si

resistente
( )
CE orales*

- J
( )
Anti-TNF*

- J
( )
Anti —IL17
- J

Lesiones

cutaneas

Leves = No Tto

Moderadas =
Queratoliticos, CE
toépicos, Analogos

de la Vit D3

e N
Severos =

Metotrexate dosis
bajas, retinoides

orales, o Anti-TNF
. J

Tratamiento

Primary options

» sulfasalazine: 500 mg orally once daily
initially, increase by 500 mg/day incremants
at weekly intervals according to response,
maximum 2 g/day given in 2-3 divided doses

Primary options

» prednizolone: 0.5 to 1 mg/kg/day orally,
taper dose gradually as soon as practical

Schmitt, S. K. (2017). Reactive arthritis. Infectious Disease Clinics, 31(2), 265-277.

Garcia-Kutzbach, A., Chacon-Suchite, J., Garcia-Ferrer, H., & Iraheta, I. (2018). Reactive arthritis: update 2018. Clinical rheumatology, 1-6.




Antibioticoterapia

Azitromicina 500mg/d +
Rifampicina 300mg/d

42 adultos + AR inducida
por C. trachomatis o

_ , Pneumoniae
Estudio prospectivo —

controlado — Doble ciego —
bmeses — Sgto 9 meses

Doxiciclina 100mg/2v dia + Rifampicina
300mg/d

Carter, J. D., Espinoza, L. R., Inman, et.al (2010). Combination antibiotics as a treatment for chronic Chlamydia-induced reactive
arthritis: a double-blind, placebo-controlled, prospective trial. Arthritis & Rheumatism, 62(5), 1298-1307.




Antibioticoterapia
- T

Mejoria de sx articulares 63% Vs 20% y Remisiones 22% Vs 0%

Alta probabilidad de eliminacion de infeccion persistente = Cura??

mamm P=0,01yNNTS3

Carter, J. D., Espinoza, L. R., Inman, et.al (2010). Combination antibiotics as a treatment for chronic Chlamydia-induced reactive
arthritis: a double-blind, placebo-controlled, prospective trial. Arthritis & Rheumatism, 62(5), 1298-1307.




Monitoreo y recomendaciones

Con la mejoria de
los Sx =T. fisicay

Seguimiento
cercano —
Mensual por los
primeros 6 meses

Ajustando Tto de Manejo Evitar uso de Art
ejercicios de
fortalecimiento
periarticular

acuerdo a rta interdisciplinario afectadas en
individual RDO etapa aguda

Garcia-Kutzbach, A., Chacon-Suchite, J., Garcia-Ferrer, H., & Iraheta, I. (2018). Reactive arthritis: update 2018. Clinical rheumatology, 1-6.




Prondstico La HN sugiere

remision completa o
casi completa 6-12 m

25-50% Pueden 25-50% recaeny

cronificar requieren reTto

Carlin, E., & Flew, S. (2016). Sexually acquired reactive arthritis. Clinical Medicine, 16(2), 193-196.




Complicaciones

~
Discapacidad locomotora
persistente 15%
y,
<
Espondilitis anquilosante 23%
y,
VRl \
Ceguera por uveitis no tratada
adecuadamente
y,
. . ~ \
Deformidad articular y dafio
articular erosivo
y,
<
Renales y cardiacas
y,

Carlin, E., & Flew, S. (2016). Sexually acquired reactive arthritis. Clinical Medicine, 16(2), 193-196.




Conclusiones

Compromiso articular
Enfermedad de inflamatorio axial
etiopatogenia oligoarticular
enigmatica asimétrico, de piel,
Mmucosas y 0jos.

Diagnostico clinico:
Signos y Sintomas +
evidencia objetiva de
infeccion previa

Tratamiento principal Prondstico Variable —
con AINES Puede cronificar




GRACIAS!!!



