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Wanneer complement diagnostiek?

1) Aangeboren/verkregen deficiénties

2)  Afwikingen met complement activatie

3)  Monitoring van therapie
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« 4 verse monsters van gezonde donoren met
verschillende vormen/concentraties van MBL

« Eén complement deficiéntie uit -80°C

Fen (SLE?) pool met verlaagd C3
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Alternatieve route

Regulatoren
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Complement protein

Effects of deficiency

C1,C2,C4 Immune-complex disease
C3 Susceptibility to capsulated bacteria
C5-C9 Only effect is susceptibility to Neisseria

Factor D, properdin (factor P)

Susceptibility to capsulated bacteria and Neisseria
but no immune-complex disease

Factor |

Similar effects to deficiency of C3

-

DAF, CD59

Autoimmune-like conditions including paroxysmal
nocturnal hemoglobinuria

Figure 9-9 The Immune System, 2/e (© Garland Science 2005)
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Figure 2.13 The Immune System, 4th ed. (€ Garland Science 2015)
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MBL

varianten
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== Fibrinogen like domain <—> CRD domain == Neck region wwwiw Collagen-like domain —— Cysteine-rich region

« Mutaties die structuur veranderen
« Mutaties in promotor die serum conc. beinvioeden

- 7 meest voorkomende haplotypes

Sommige maken veel MBL (HYPA, LYQOA)
Anderen niks (LYPB, LYOQC, HYPD)
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MBL vs L
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C3 en C4 (en C1g) serum concentratie
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- Aanmaak (lever, acute fase respons)
- Verbruik (complement activatie)

=
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Normaalwaarde intervallen C3 en C4 zijn breed: " Time month)

Hemolytic function,
C3, C4, factor B, etc.

m- C3d,g, C3a,sC5b-9

C3 0,9 - 1,8 g/l_ — SLEDAI Ekdahl et al Clin dev Imm 2012
C4 0,150 - 0,400 g/L

Een daling kan onopgemerkt blijven!

Verbruik kan gemeten worden met complement activatie producten

C3d, sC5b-9 (Cha, C3a)
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Activated C1s cleaves C4 to
C4a and C4b. Some C4b
binds covalently to the
microbial surface

Activated C1s also cleaves
C2 to C2a and C2b

C2a binds to surface C4b
forming the classical C3
convertase, C4b2a

C4b2a binds C3 and cleaves
it to C3a and C3b. C3b binds
covalently to the microbial
surface
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Figure 7-34 part 1 of 2 The Immune System, 2/e (C Garland Science 2005]

'-34 part 2 of 2 The Immune System, 2/e (© Garland Science 2005)



SLE patient
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Inlichten aanvraagers:

*  Wat betekenen die procenten nou precies?
» Als C3 verlaagd is, meer variatie?

Uit de bijsluiter

Performance characteristics
120 sera from blood donors were tested in the AP assay and the normal reference range was
calculated. The values were expressed in % of the positive control. See Figure 1 and Table 1. In the

study no blood donor was below 10 %.

Figure 1 AP assay.

Table 1.

n Mean (%) +25D (%) Median (%)
Alternative pathway 120 71 30-113 73
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Amplification loop

A LP FI, FH, C4BP
PAMPs, | | MBL ficolins, [ MASPs+C4+C2 CR1, (D55,
DAMPs collecting and CD46

C1-INH l
P
C3 convertases
DAMPS, ClorCl C1+C4+(2
ICs : )’ S5l LP or CP: C4bC2b
AP: C3bBh
} Antibady |
PAMPs, Tick-over
e
DAMFs 3 C3bor C3(H20) +FB+FD
AP

/

» Detection of blood-borme pathogens
+ Detection of altered dangerous self
« Initiation of complement activation

FI,FH, C4BP, | C3 convertase: | Fl.FH.C4BP €059
D46, and -—-.i : CR1, Cbss. Clusterin
CR1 | | and CD46 Erulizumab Vitronectin
i S o i l Ravulizumab l
+C6-9
(5 convertases 4
b@ P LPor CP: C4hC2hC3b b@ @
® AP C3bBLC3D
MAC
+ Endothelial and epithelial cell activation (C5aR1) + Target lysis

+ Immune cell migration, activation, and effector
function—inflammatory reaction (C3aR and C5aRs)

+ Target opsonisation (C3b, iC3b, and C3d) and phagocytic
clearance (CR3 and CR4)




PK/PD

en personalized dosing

CHS50 (%

¥

Sutimlimab = anti-Cls

150+

Eculizumab = anti-C5
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https://jpet.aspetjournals.org/
Free Eculizumab
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CODC‘ Usle » Ken uw assay in de gebruikte context

» AP assays lijken gevoelig voor variatie
bij verlaagde C3 concentraties

* We doen het best goed!!
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