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“Although double-blind, placebo-controlled studies demonstrating a

benefit of immunoglobulin replacement in CVID and other antibody deficiencies
are not available, the historical evidence and existing studies are

compelling enough to indicate this therapy in these patients.”

Perez et al. JACI (2017)
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Innehall 1 1g-produkter

FDA anger minimumkoncentration av antikroppar mot:

Difteri
Poliovirus 1, 2, och 3

Massling

Ovriga specificiteter monitoreras inte av industrin och fa akademiska studier
finns.




Skydd mot virus?
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Urval av studier - massling

Measles antibody titer (IU/mL)
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Serum titer of measles
neutralizing antibody (1U/mL)

MEASLES NEUTRALIZING ANTIBODIES IN IG PRODUCTS
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Urval av studier

Total IgG reflekterar inte alltid mangden specifika antikroppar. Detta kan vara sarskilt
relevant for patienter med CID som kan ha produktion av ospecifika antikroppar.

Total IgG pneumokocker tetanus
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Urval av studier

Stor variation avseende
pneumokock-serotyper. Misstankt
suboptimala nivaer for vissa
serotyper.

Knutsen et. al., 2015

Cirka 50 % hogre nivaer
avseende tetanus och difteri i
plasma fran USA jmf med EU

Lejtenyi and Mazer, 2007

SCIG

IgG, mg/dl 945 = 237
Spn, % protective serotypes

58-2 £ 23-3
Spn serotypes, % protective
1 15-4
3 61-5
e 15-4
6B 46-2
7k 84-6
=AY 23-1
I11A 61-5
12F 61-5
14 92-3
155 100
18C 38-5
19F 92-3
23F 46-2
33F 100

(% av individer med skyddande nivaer)




Urval av studier

Tillrackliga mangder antikroppar mot hepatit A, 1000;

Hib, pneumokocker, och meningokocker (trots e
lag incidens/vaccinationsgrad). Obs serogrupp : ® L
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Stor variation avseende anti-HBs och i vissa fall 5 o
under skyddande niva (plasma fran Japan). y

A C W-135 Y

Meningococcal serogroups

Lee et. al., 2016

Lee et. al., 2017




Urval av studier

Tillr&ckliga mangder antikroppar mot B. pertussis och | de flesta fall mot
meningokocker (serumprover under substitution).

Sarskilt laga titrar mot meningokocker grupp C vilket mojligen kan
motivera vaccinering.

Adam et. al., 2015
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Antikropparna ar fran vaccinering
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Studie Il

Insamlade t.0.m. september
2022. Analyserade med Meso
Scale Discovery (MSD) i
Uppsala.

1. Anti-S1-koncentration

2. pseudoneutralization
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Wuhan strain
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MSD MULTI-SPOT® " b
96-Well 10-Spot Plate e ' fjv Displaced labeled

A Human ACE2 protein
Antigen-specific Antibody
B
Q) — SULFO-TAG™ Conjugated
I\ Human ACE2 protein
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lgure 1. Schematic for V-PLEX COVID-19 ACE2 Neutralization Kits.
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Major variants Omicron variants
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A Binding antibodies
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Table S1. Nine SARS-CoV-2 variants and associated spike protein mutations

SARS-CoV-2 First detected

variant

Spike protein mutations

Alpha (B.1.1.7)
Sep 2020

b9del, 70del, 144del, N501Y, AS70D, D614G, PE81H,
T716l1, 59824, D1118H

Beta (B.1.351)
Sep 2020

L18F, D80A, D215G, 241del, 243del, K417N, E484K,
N501Y, D614G, A701V

Delta (B.1.617.2)
Dec 2020

T19R, G142D, 156del, 157del, R158G, L452R, T478Kk,
D614G, P681R, D950N

B.1.640.2 (IHU)

Mov 2021

PaL, E96Q), 136del, 137del, 138del, 139del, 140del,
141del, 142del, 143del, 144del, R190S, D215H, R3465,
N3945, Y449N, E484K, F4905, N501Y, D614G, P681H,
T859N, D1139H

Omicron (BA.1)

Mov 2021

AB7V, 69del, 70del, T95I, 142del, 142del, 144del,
145del, N211l, L212del, ins214EPE, G339D, 5371L,
5373P, 5375F, K417N, N440K, G4465, 5477N, T478K,
E484A, O493R, G496S, 0498R, N501Y, Y505H, T547K,
D614G, HB655Y, N679K, P681H, N764K, D796Y, N856K,
Q954H, N969K, L981F

Omicron (BA.1.1) MNov 2021

BA.1 mutations with an additional R346K mutation

Omicron (BA.2)

Mov 2021

T191, LPPA24-275, G142D, V213G, G339D, 5371F,
5373P, 5375F, T376A, D405N, R4085, K417N, N440K,
S477N, T478K, E484A, O493R, Q498R, N501Y, Y505H,
D614G, HB655Y, N679K, P681H, N764K, D796Y, Q954H,
N96IK

Omicron (BA.3)

Mov 2021

AG7V, 69-70del, T951, G1420, 143del, 144del, 145del,
N211l, 212del, G339D, 5373P, 5375F, D405N, K417N,
N440K, G4465, 5477N, T478K, E484A, Q493R, N501Y,
Y505H, Db14G, H655Y, N679K, PB81H, N764K, D796Y,
Q954H, N969K

Omicron
(BA.1+L452R) lan 2022

BA.1 mutations with an additional L452R mutation

Data from www.ecdc.europa.eu.
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Aterspeglas i serumprov frén tvd XLA-patienter med SCIG.
(patienten till vanster har dessutom fatt sotrovimab)

A Binding antibodies
Wuhan

Alpha

150000 - e

Beta

100000 -

50000 -
BA.1 L452R

BA.2
BA. 1 S (Beta)
BA.1.1 :_\ (IHU)
0. BA3

XLA IgRT XLA IgRT
+ monoclonal therapy

B Neutralizing antibodies

IHU o Delta
Wuhan
60 - Alpha
Beta
40 -
(Wuhan)
20 -
(Alpha)
BA.1 L452R (Delta)
BA.1.1
BA.1 (IHU)
BA.2
0- BA.3®
XLA IgRT XLA IgRT

+ monoclonal therapy




Sammanfattning

« Minst ett ar innan antikroppar fran en ny patogen inkorporeras i lg-produkter
« Antikroppsnivaer i Ig-produkter avspeglades i patientprover

« Begransad korsreaktivitet avseende SARS-CoV-2 varianter

Fortsatta planer

-> En uppfoljande artikel med nya SARS-CoV-2 varianter

-> Jamforelse av HBc-reaktivitet i olika produkter (under review)
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