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Mannozi saistosa lektTna deficits

» 1 reizi atrada 1989.g. bérniem ar
opsonizacijas traucéjumiem un infekcijam
» MBL plazma norma jabut > 10ug/ml
o Limenis vari€ individuali
o Katram individam stabils dzives laika
» Deficits ~ 30% populacija
> Viegls
> 3-5% smags
» KlTniski asimptomatisks, bet ...




leglits mannozi saitosa lektina
deficits

- Péc smagas pneimokoku pneimonijas
- Ulcerozais koltts
- Erythema multiforme




MBL deficits un slimibu spektrs
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Genétisks mannozi saistosa lektina
deficits - MBL2 géna polimorfisms

» MBL saista daudzus respiratoros patogénus

» Streptococcus pneumonia kapsula aizkave
efektivu saitisanos

p—



Mannozi saistosa lektina deficita
klTniskas izpausmes

» Infekciju risks minimals

» Palielinas strutaino infekciju risks
- Ipasi bérniem,
- Pie limfoproliferativam slimtbam
- Ja ir paraléls cits imtundeficits
- MBL + C2 vai C4
- MBL + antovielu
- Ir neitropénija
- Ja sanem kimijterapiju
- Audzéju pacienti
- Autoimuno slimibu pacienti
- Hroniskas iekaisuma slimibas smagakas




Terapija

» Rekombinants mannozi saistosais lektins
pacientiem ar ta deficrtu

.



Mannozi-saistosa lektina deficits
un adas slimibas

‘ -




MBL deficits gratniecém

» Palielinats intrauterinu infekciju risks
» Recidivéjosi spontati aborti




Infekciju norise pacientiem ar MBL
deficitiem

- Smagakas

- Invazivas pneimokoku infekcijas

- Sepse

- Septisks soks/ multiorganu bojajums

- Leieaks infekciju risks pacientiem ar imansupresivu
terpifu

p—



Septisks Soks pacientiem ar £.coli
izraisitu pielonefritu

» Association between Mannose-Binding Lectin
Deficiency and Septic Shock following Acute
Pyelonephritis Due to Escherichia coli

Clin Vaccine Immunol March 2007
vol. 14 no. 3

v Variabla asociacija starp mannozi saistosa
lektina deficitu un septisku soku pacientiem
ar E.coli pielonefritu
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Palielinats naves risks no pneimokoku
pneimonijas pacientiem ar mannozi saistosa
lektina trikumu.
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Mannozi saistosais lekttna deficits
un slimtbas

- Predispozicija autoiminam slimibam:
- | tipa cukura diabéts
- Reimatoidais artrits
- Sistémas sarkana vilkede
- Celiakija

- Traucéts apopoptotisko sinu klirenss un parmériga
autoantigénu prezentacija imiinai sistémai




LED un hipokomplementémija

» Raksturiga iminkompleksu slimibas pazime -
LED nefrits

» lemesli:
- Genétisks C2 un C4 deficlts
- Patérins - IK veidoSanas
- Anti-C1q autoantivielas



Hereditars C1q deficits pacientiem
ar LED

» Augsta LED incidence, ja C1q géns homozigota
stavoklt

» Smaga norise,
- Nereti lupus nefrits

» Multiplas autoantivielas :
- Multiplas ENA

- dsDNS augsta titra
- Autoantivielas pret Clq
» Smagas virusu infekcijas



Diseases about Complement deficiencies

Proteins in defect Functions influenced Diseases

Cl1.C2 .C4 deficiencv in cleanup of IC SLE, pyogenic infection

Parmériga komplementa

SLE, pyogenic infection

aktivacija

glomerular nephritis

hereditary angiodysplasia

of inflammatory mediators

factor H loss of control in the activation ‘goenic infection

Audu bojajums

hcturnal

to host cc ria

CR3 deficiency in adhesio nosus Bacillus,

Angioedéma

etc.)




Komplementa parmériga aktivacija
- agresivitate pret pasa organismu




Clq esterazes deficits - hereditara
angioedéma
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Kas par daudz, tas par skadi

» C5a - anafilotoksina parmeériga veidosanas:

» IMUNA PARALIZE
> Multiorganu disfunkcija
> TimocCitu apaoptoze
- Koagulacijas un fibrinolizes kaskades traucéjumi




Palielinats komplementa patérins
pie iminkompleksu slimibam

» Glomerulonefriti
» Artriti
» Vaskultti

Visbiezak saistiba ar infekcijam




Krioglobulinémija,
krioglobulinémisks
vaskultts

» C hepatits
» Pozitivs RF
» Pozitivi krioglobulini

» C4 LI




C5a izraisita iekaisuma reakcija
locTtavas

1. Breakdown of tolerance

3. Complement activation
Recruitment/activation of
PMNs, macrophages and
. mast cells throug

2. Deposit of auto Ab
complexes in joints

cytokines ang
factors



Komplements un audu bojajums

» Komplementa aktivacija audos - slimibas
patogenetisks faktors

» Galvenokart pie iminkompleksu un
autoiminam slimibam - imins iekaisums




Complement in ANCA-associated

vasculitis. 2013

10.1016/).semnephrol.2013.08.006.
Jennette JC, Xiao H, Hu P.

» ANCA aktivé Nei
leikocTtus C5a iesaista
citus Nei leikocTtus un ari
tos aktivée *

» lekaisuma apburtais loks

.iekrotizéjo§s vaskultts
W
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Aukstuma aglutininu slimiba

|| IMAGES IN CLINICAL MEDICINE ”

Cutaneous Necrosis Associated
with Cold Agglutinins

1.

Antonia Jeskowiak, M.D.
Tobias Goerge, M.D
University Hospital Muenster

Muenster, Germany
tobias.goerge@ukmuenster.de

A\ 31YEAR-OLDWOMAN PRESENTED WITH MULTIPLE NECROTIC SKIN LESIONS ON HER NOSE, EARS, AND LEGS

/% that had developed over a period of a few days. The lesions had begun as erythematous-bluish macules that
A X soon became bu!lous and fina'ly, after approximately 10 days, developed into thick necrotic plaques. She had
no history of underlying diseases or infections, but she described severa! days of exposure to cold after the heating in
her home failed and outside temperatures dropped to S0°F (10°C). Histologic examination revea'ed thromboss of a!l
derma! and subcutaneous vessels but almost no inflammatory infiltration and no signs of vasculitis. A test for cold
agglutinins was positive at a 1:64 dilution, and there were signs of a mild hemolytic anemia. Cold agglutinins (im-
munoglobulins, predominantly IgM) typically lead to agglutination of erythrocytes below certain temperatures, caus-
ing impaired microcircu!ation and hemolysis. Screening for hypercoagulability, cryoglobu!ins, and paraproteins was
negative, and there were no signs of cancer. The patient was treated with heparin, Hloprost, plasmapheresis, and
surgical débridement of necrotic skin and was given strict instructions to protect herself against cold. After initial
improvement, she was lost to follow-up.
DO 10.1056/NEJMicml 212538
Copyight © 20 3 Masachusests M edica! Sogaty,

N.Engl.] Med




Paroksismala nakts
hemoglobindrija

» Komplementa regulatoro
membranas olbaltumu CD55 (DAF)
un CD59 (MRIF) defictts

» Intravaskulara hemolize
o HemOITtiSka anémija Paroxysmal nocturnal hemoglobinuria
- Citopénijas

> Trombozes ’ ’
<
PPPPPP Complomont Attack PNH REC Lysis (hemolysis)
PNH RBCs lnck an Without this protein, some PNH RBCs are osstroyed
important protain RBCs can be destroved by




Komplements pie smadzenu
slimibam: bojajums ¢mmmpaizsardziba
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Komplementa sistéma un
smadzenes

» Komplementa aktivacija smadzenés:
- Cerebrals insults, iSémija
> Trauma
- Autoimiinas slimibas

» Nelabvéliga ietekme:
- Paplasinas iSémijas zona smadzenu tiska
- Daudzas nervu sistémas sSinas ir Tpasi jutigas
pret kompelemnta aktivaciju, jo trikst
komplementa regulétaju




Komplementa aktivacija pie CNS
slimTbam

» Autoimunas slimibas

» ISEmiski bojajumi

» Vaskulari bojajumi

» Traumas

Komplementa komponentus var producét
smadzenu sunas



Komplementa komponentu
noteiksanas indikacijas

» Kolagenozes un sistémas slimibas

» Glomerulonefriti

» Recidivéjosas piogénas infekcijas

» Neskaidra recidivéjosa angioedéma

» Diseminétas neisériju un meningokoku
infekcijas

» Otra septicémijas epizode




Komplementa sistémas
laboratoriska izmeklésana

» CH50, AH100

» Asins piliena izmeklésanas skriningtests
jaundzimusajiem

» C3, C4

» C1qg,C2,C5,6,7,8 u.c.

» Faktori B, I,F

» C1qg esterazes inhibitors, ta funkcionala
aktivitate

» Citi

» antiC1q antivielas
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