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IVDR
From a clinical
laboratory perspective
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The aim was to improve quality of laboratory diagnostic services.

Is an CE-IVD certified test always better than an LDT?

à no, give some examples

Risks:

• Fewer tests available

• For some orphan diseases, no CE/IVD marked test will be available

• IVD testing becomes more expensive

• One test serves all: what if this test is not OK in clinical use, 

although it fulfills the demands under IVDR

• What if a test is used outside the purpose / in an adapted fashion?



Classes
& consequences
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• Class A no transition period; stays self-certification

• Class A Sterile and Class B to be sold untill 26 May 2027

• Class C to be sold untill 26 May 2026

• Class D to be sold untill 26 May 2025

Examples per class:

A) Low risk for individual and low risk for Public Health
eg DNA isolation kit, culture media

B) Intermediate risk for individual and/or low risk for Public Health
eg Pregnancy selftest, urinestrips, autoantibody testing, complement analysis

C) High risk for individual and/or intermediate risk for Public Health
eg HLA typing, PSA screen, bloodsugar selftest

D) High risk for individual and high risk for Public Health
eg HepB blood donor screen, HIV test, ABO bloodgroup reagents



Hospital
diagnostics
& IVDR
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Hospital diagnostics services + specialized regulated bioanalysis
Health institute, ISO15189 accredited

IVDR for hospital diagnostic services:

• If non CE-IVD assay is better: document why in dossier. You then are a 
manufacturer of the test: same rules account (from May 2024, except
dossier).

• Dutch IVDR taskforce has formulated ‘rules’ voor adaptation of CE-IVD 
assay: small adaptation are allowed (eg own PBS, other inc time)

IVDR for regulated bioanalysis:

More and more requested/discussed by clients: 
what to do and what not and from when?



Complement
Functional assays
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CH50 or AP50 measured in context of assessing complement 
activation, when monitoring complement blocking therapy

à CH50:    2 commercial CE/IVD marked assays
à AP50:     1 commercial CE/IVD marked assay

LDT: hemolytic assays

Advantages LDT over commercial kits:

The commercial kits may work when adapted, but then lose their CE/IVD 
certification

IVD assay LDT 
Not very sensitive Sensitive and accurate in low range

Black & white result in low range Reports a rest activity
Unlogic normal range (30-113%) Logic normal range (70-100%)



AP50 assay
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CE/IVD assay Purpose:
To determine if a patient had a complement deficiency or not

(Alternative use: monitoring therapy or disease)

IVD assay (%)
LDT 
(%)

Pt1 (SLE) 10 53
Pt2 (deficiency) 0 <4
Pt3 (on C therapy) 0 17

(normal is 70-130%) Standard 
dilution

Adapted dilution

AP50

CP: 1:101 (re-test 1:201)
AP: 1:18

AP50



Kit QCs
In-house QC is OK

8

50
70
90
110
130
150
170
190
210
230
250

0 5101520253035404550556065707580859095100105110115120125130135140145150155160165170175180185190195200205210215220225230235240245250255260265270275280285290295300

.

0
5
10
15
20
25
30
35
40
45
50
55
60
65
70
75

0 5101520253035404550556065707580859095100105110115120125130135140145150155160165170175180185190195200205210215220225230235240245250255260265270275280285290295300

.

Kit high QC

Kit low QC
# tests/ctr values

# tests/ctr values



9

Anti-MOG antibodies
• Biomarker for MOGAD (transverse myelitis + NO) 
• Excluding MS



CBA
Anti-MOG
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www.labcompare.com

neg

pos

www.euroimmun.com

Fixed cells
(IFT)

Live cells
(Flowcytometry)

IFT
neg w pos pos total

flow
neg 10 0 1 11

w pos 5 0 0 5
pos 1 5 3 9

total 16 5 4 25

Pos IFT  = 36%
Pos flow = 64%



Is more 
sensitive less
specific?
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MOGAD Not MOGAD

Anti-MOG positive 14 3

Anti MOG weakly positive 15 9

Anti MOG negative 8 132

TOTAL 37 144

Sensitivity: 29/37 = 78%
Specificity: 132/144 = 92%
Likelihood ratio:    9x more likely to have MOGAD with a positive test 

outcome (positive or weakly positive).



C-activation
marker
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Recovery (%)
dilution HC neg ctr spike mid ctr high ctr

1,125 45 38 nd nd nd
2,5 71 60 nd nd nd
5 79 78 75 Out of range Out of range

10 100 100 100 Out of range Out of range

20 Out of range Out of range 118 Out of range Out of range

40 Out of range Out of range 133 121 Out of range

80 Out of range Out of range Out of range 107 Out of range
160 Out of range Out of range Out of range 103 100

Adapt dilution or not?



Conclusion
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• Following the kit insert may result in incorrect outcomes

• Check the intended use / purpose / clinical context and use the
test like that

• Document if you deviate and based on what data

• For many tests IVDR is only to be followed from May 2027

Enter these discussions with the client!




