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Visas atbildes ir pareizas!

Kurs no Siem
gadijumiem atbilst
autoiekaisigai
slimibai’?

1.

Rekurentas drudza epizodes ar sapém
védera, locitavas, krutis, izsitumiem,
augstiem iekaisuma markieriem

Rekurents perikardits

Sensoneirala vajdzirdiba, strukturalas
smadzenu izmainas, psihomotora
atpaliciba, sejas stigmas

Tiklenes distrofija, redzes nerva tuska,
galvassapes, splenomegalija, anhidroze

Osteomielits
Intrakraniala tromboze

Atopiskais dermatits, hipereozinofilija,
astma, eozinofiliska adas infiltracija



Visas atbildes ir

o pareizas!

Kadas jomas 1. Reimatologi

specialisti var 2. Imunologi

sastapties ar 3. Kirurgi

autoiekaisigam 4. Oftalmologi

slimibam?? 5. Infektologi
6. Dermatologi



 Slimiba, kuras patfiziologiska mehanisma
pamata ir antigéna neatkariga imunsistémas

aktivacija.
Termins _ - o
. . - * Imunregulacijas traucéjumi notiek tiesi
aUtO|Eka|S|ga iedzimtaja imunsistéma (pamata neitrofilie
slimiba leikoctti, makrofagii, tuklas stinas, naturalie

killeri).

* Neveidojas antivielas, nav asociacijas ar MHC
klasém, vienlidz bieZi novéro & un 9.



Autoinflammation

Autoimmunity

Immune dysregulation

Predominant cell types

Cytokine targets used
therapeutically

Pathogenesis of organ

damage

Innate immune system

Monocytes, macrophages,

neutrophils

TNE IFNap, IL-1, IL-2, IL-12, IL-
23,1L-18

Neutrophil- and macrophage-

mediated

Adaptive immune system

T cells, B cells

IFNy, TNFq, IL-1, IL-2, IL-4, IL-6, IL-5, 1L-9, IL-10, 1L-12, IL-
13,1L-17,1L-22,IL-23

Autoantibody- or autoantigen-specific T cell-mediated

Krainer J, Siebenhandl S, Weinhdusel A. Systemic autoinflammatory diseases. J Autoimmun. 2020



Slimibu grupas

Diseases of inflammasomes and related IL-1-family cytokines

= Pyrin inflammasome

« Familial MediterDiseases of interferon production and signaling
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= Impaired degradation or processing of endogenous nucleic acids
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Diseases of NFkB and/or TNF activity

Haploinsufficiency of A20/TNF-alpha-induced protein 3 (TNFAIP3)
Nucleotide-binding oligomerization domain protein 2 (NOD2) - Blau syndrome

TNF receptor-associated periodic syndrome (TRAPS)
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Autoinflammation mediated by miscellaneous mechanisms

= Coatomer protein complex subunit alpha (COPA) syndrome

= PLCG2-associated antibody deficiency and immune dysregulation (PLAID)/autoinflammation and PLCG2-
associated antibody deficiency and immune dysregulation (APLAID)

= Sideroblastic anemia with B cell immunodeficiency, periodic fevers, and developmental delay (SIFD)

= Disorders of complement activation

TNF receptor-associated periodic syndrome 11 (TRAPS11) - TNF receptor superfamily member 11A

(TNFRSF11A)

Vacuoles, E1 enzyme, X-linked, autoinflammatory and somatic (VEXAS)

= Amplified interferon receptor signaling

« Ubiquitin-specific peptidase 18 (UPS18) - Pseudo-toxoplasmosis, other (syphilis), rubella,
cytomegalovirus, herpes simplex virus (TORCH) syndrome

e ISG15 ubiquitin-like modifier (ISG15)

Deficiency of the IL1 receptor antagonist (DIRA)

Deficiency of the IL-36 receptor antagonist (DITRA)

Nigrovic, Orange , Sundel et al., 2023.



Slimibu grupas

Autoinflammatory (innate immune system)

i,

-

d

A
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Rare monogenic
} autoinflammatory diseases

Polygenic
" autoinflammatory diseases

~ Mixed pattern
diseases

A Clas:sm polygenic
autoimmune
diseases

} Rare monogenic

autoimmune diseases

Autoimmune (adaptive immune system)

FMF, TRAFPS, HIDS, PAFA,
Blau syndrome, CAFS

Crohn’s disease, ulcerative colitis
Gout, pseudogout AQSD
Systemic onset JIA, sarcoidosis,

Behget' s disease

Reaclive and psoriasis arthritis
Ankylosing spondylitis
HLA-B27 associated uverilis

Rheumatoid arthriltis

Juvenife idiopatic arthitis
Systemic lupus erythematosus
ANCA associated vasculilis
Type 1 diabetes mellitus

ALPS, IPEX, APECED

Stefan Berg MD, PhD, Per Wekell MD, PhD, Anders Fasth MD, PhD, Philip

N. Hawkins MBBS, PhD, FMedSci & Helen Lachmann MA, MB, BChir,

MD, FRCP, FRCPath. Autoinflammatory disorders. 2016. Primary

Immunodeficiency diseases, pp393-435



https://link.springer.com/chapter/10.1007/978-3-662-52909-6_7#auth-Per-Wekell
https://link.springer.com/chapter/10.1007/978-3-662-52909-6_7#auth-Anders-Fasth
https://link.springer.com/chapter/10.1007/978-3-662-52909-6_7#auth-Philip_N_-Hawkins
https://link.springer.com/chapter/10.1007/978-3-662-52909-6_7#auth-Helen-Lachmann

Autoiekaisigo slimibu dinamika....

Autoiekaisigas slimibas ir saméra jauna slimibu

grupa. JAUNAS SLIMIBAS

Pirms 25 gadiem (1997.g.) tika konstatéeta pirma
m utéCIja (M E FV) paC|ent|em ar g' menes Constitutively active Lyn kinase causes a cutaneous small vessel vasculitis and liver fibrosis

V|d USj uras d r‘udzi . syndrome (Adriana A delesus et al. 2023)
. . . - . - e NDAS: NEMOQO deleted exon 5 autoinflammatory syndrome
Termins «autoiekaisiga slimiba» paradijies 1999.

Human autoinflammatory disease reveals ELF4 as o transcriptional regulator of inflammation

gada. | o |
ALPK1 gain of function autoinflammation: ROSAH

LTdZ mGSdlené m |r kOnStatétaS Valrék ké 30 Novel Hiper IGE Phenotype (a chromosomal duplication encomppassing 11-33)
m UtéCIJaS SaIStTtas ar d UtOIeka ISTgé m S| I meé m. DOCKT1 1 deficiency in patients with X linked actinopathy and autoimmunity
L|e|é ké dala S||meu |r mu Itlfa kto rlé |aS Immunodeficiency, autoimmunity and increased risk of B cell malignancy in humans with TRAF3

Ny - . . _ mutations
poligenétiskas jeb NAV vienas konkrétas y _ _ _

— .. . . = - DPP9 deficiency: an inflammasomopathy which can be rescued by lowering NLRP1 /IL1

mutacijas, lai to pieraditu. signaling
§Ober |r Va|ré k| desm |t| a ut0|eka ISTgu Sl | meu un Low ration somatic NLRC 4 mutation causes lateonset autoinflammatory disease

to skaits ar katru gadu pieaug, tiek atklatas
jaunas mutacijas, patogenézes mehanismi.

Nigrovic PA, Orange JS, Sundel R, Kaplan SL, Tepas E. The autoinflammatory diseases: An overview. 2023. Pieejams: uptodate.com
Materiali no konferences ISSAID 2023.



Autoiekaisigas

slimibas Latv

ija

Gimenes Vidusjuras
Drudzis

PFAPA
TRAPS
DADA?2
sJIA jeb Stilla slimiba

Nediferenceti

Hronisks rekurrents
multifokals osteomielits

5 (2 pieaugusSie + 1 bérns + 2
noverojusies pie

dr. Prokofjevas: arménu
gimene ar vienu mutaciju
MEFV (M694V un V726)

~3? Vairak?
1
1

10 gadu laika ~30, no tiem 8
ar MAS

BKUS- 2 pacienti, sanémusi
anakinru,

PSKUS tiek novéroti vismaz 5
pacienti

Pédéjos 10 gados
diagnosticéti ~6



Kad aizdomaties par autoiekaisigu slimibu?

* Rekurents vai persistéjoss iekaisums, kuru nevar izskaidrot ar citu
iemeslu (visbiezak infekcijam vai onkologiskam slimibam).

Visbiezakie simptomi: drudzis, izsitumi, serozits, artrits, meningits
un uveits.

e Pastaviga limfadenopatija vai splenomegalija.

Rekurentas drudza epizodes.

* Var skart praktiski jebkuru organu sistemu...

Nigrovic PA, Orange JS, Sundel R, Kaplan SL, Tepas E. The autoinflammatory diseases: An overview. 2023.



Ka atskirt periodisko
drudzi no
recidiveéjosam
infekcijam?

Rekurenta drudza iemesls visbiezak ir viralas un
bakterialas infekcijas!!

Nedrikst aizmirst par malignitates izslegSanul!

Periodiskais drudazis:

Visbiezak attistas neonatala perioda vai
zidaina/pirmskolas vecuma.

Dala atkartojas ar specifisku regularitati, ilgst konkrétu
laiku.

Epizodes ir saméra identiskas ar konkrétiem simptomiem
— sapes védera, krutis, locitavas, izsitumi.

Nav augsejo elpcelu infekciju pazimes (iesnas, klepus,
konjuktivits), vienlaicigi ar infekcijas slimibu pazimém
neslimo gimenes locekli.

Mikrobiologiska izmekléSana atkartoti ir negativa.
Antibakterialajai terapijai nav efekta.

Epizodes laika parasti ir ievérojami paaugstinati
iekaisuma raditaji (CRO, EGA), reizém tie saglabajas
paaugstinati ar starp akutajam epizodéem.

Dala gadijumu bérni ir slimi ari starp epizodém
(psihomotoras attistibas aizture, hroniski izsitumi,
dzirdes zudums, sejas stigmas u.c.) .

Nigrovic PA, Orange JS, Sundel R, Kaplan SL, Tepas E. The autoinflammatory diseases: An overview. 2023.



Tiek uzskatita par visbiezako
autoiekaisigo slimibu arpus
Vidusjuras regiona.

PFAPA — periodiskais

Incidence Ziemeleiropa ap 2.3-2.6 uz

10 000 bérnu lidz 5 gadu vecumam. drudzis) aftozs stomatits,
Latvija pie bérnu reimatologa fa ringfts, adenits

Veérsusies vien paris gadijumi.
Visticamak sanem nevajadzigus,

atkartotus antibakterialas terapijas
kursus, nevajadzigas tonsilektomijas.

Rydenman K, Fjeld H, Hiitting J, Berg S, Fasth A, Wekell P. Epidemiology and clinical features of PFAPA: a retrospective cohort study of
336 patients in western Sweden. Pediatr Rheumatol Online J. 2022;20(1):82. Published 2022 Sep 15. doi:10.1186/s12969-022-00737-z
Farsvoll J, Kristoffersen EK, @ymar K. Incidence, clinical characteristics and outcome in Norwegian children with periodic fever, aphthous
stomatitis, pharyngitis and cervical adenitis syndrome; a population-based study. Acta Paediatr. 2013;102(2):187-192.

doi:10.1111/apa.12069



 Sutit pie attieciga specialista — reimatologa,
imunologa (atkariba no sudzibam pie cita

Ko darit gadijuma, ja ir specilista).
aizdomas par
autoiekaisigu slimibu?

* Ja aizdomas par konkrétu monogénu
autoiekaisigu slimibu, jasuta ari uz genétisko

izmeklesanu.

‘ AUTOINFLAMMATORY suiemies s [

ALLI A N c E {,‘i‘""l‘w’g“‘ﬁ‘[‘;“(’l’l‘! as Increasing Awareness, Care and Treatment for CAPS
e lance and other autoinflammatory diseases.

HOME ABOUTUS  CONTACT US Autoinflammator View the CAPS Guidebook Donate & Support

Welcome
We are here to help people with autoinflammatory diseases.

The Autoinflammatory Alliance is a 501 (c)(3) non-profit public charity dedicated to
promoting awareness, proper diagnosis and treatment, and improved care for people

with autoinflammatory diseases.

There are many autoinflammatory diseases with symptoms that are present from
childhood or infancy. Some refer to these diseases as periodic fever syndromes. A few
develop symptoms in adulthood, or late childhood. Most autoinflammatory diseases
are caused by genetic mutations.

e www.autoinflammatory-search.org Try out our searchable autoinflammatory disease
digital database based on our comparative chart!
* Genetic Testing Our blog post and downloadable pdf of US genetic testing panels for

autoinflammatory diseases.




Diagnostikas iespéjas Latvija un pasaulé

15€ n ' e
novel biomarkers

DISEASES BIOMARKERS o
Juit-Onset Still's Disouse SCXCR4, Cyr61, Sarum STHEY

Latvija
* Genetiska izmeklésana — var noteikt konkréta gena
mutaciju (piem., MEFV), var veikt genétisko paneli uz

imundeficitiem un autoiekaisigam slimibam, —_—

pieejama eksoma sekvenésana konkrétas mutacijas O

noteiksanai. e |
* Metabola izmeklésana- var noteikt mevolunata skabi el

urina (svarigi HIDS gadijuma).
* Imunologiska izmeklésana— IgD, Il-6.

« Phenotype — diagnostic and classification criteria, e.g. CAPS

= Genotype — AlD gene panels, e.g. monogenic AlDs it Pl
Pasaulé (papildus iepriekS minétajam) BN eIy~ innrferoncpathie —a
= (Cytokines - e.g. NLRC4 associated AID e

» Genétiska izmeklésana - visa eksoma sekvenésana, R

visa genoma sekvenésana. =

E B =

* Imunologiska izmeklésana — plasa spektra citokinu LEEE
(t.sk. hemokinu) izmeklésana, IFN signature, S e
inflammasomu signaling pathways u.c. -

Foto no konferences ISSAID 2023



Jaunas slimibu klasifikacijas
metodes reimatologija

«An alternative approach is to design
trials based on molecular taxonomy,
rather than clinical features or
traditional classification criteria. This
would open recruitment to patients
who do not fulfil existing
classification criteria but have a
shared molecular disease profile»

John A. Reynolds, lan N. Bruce, 2020 Foto no konferences ISSAID 2023



Latvija pieejams:
- kolhicins;

- biologiska terapija: II-1 inhibitori (anakinra) ,
TNF inhibitori (adalilumabs, etanercepts,
golilumabs), JAKi (tofacitinibs, upadacitinibs);

- smagos gadijumos kaulu smadzenu
transplantacija (Lietuva).

ArstéSanas iespéjas $obrid
un perspektivas nakotné Perspektivas nakotné:

- plasaka biologiska terapija (11-18, 1l-1
biosimilari), IFN gamma antivielas
(emapalumabs);

- biologiskas terapijas kombinaciju pielietosana;
- genu terapija;

- inflammasomu komponenti u.c.



* |zglitot dazadu jomu arstus atpazit
autoiekaisigas slimibas.

e Konkrétu specialistu apmaciba
autoiekaisigu slimibu menedzésana
(reimatologi, imunologi, genétiki),
gan bérnu gan pieauguso specialisti.

Musu perspektiva nakotn€ - uzlabot autoiekaisigu slimibu

diagnostikas iespéjas.

e Uzlabot autoiekaisigu slimibu
arstésanas iespeéjas.

e Uzlabot starpvalstu sadarbibu (ar
centriem, kas specializéjas tiesi
autoiekaisigas slimibas).



Paldies!







