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Freiburg, May 10, 2022

Application to head the ESID Genetics Working Party starting October 2022
Dear colleagues and friends,
Herewith I would like to apply for the position as a chair of the ESID Genetics Working-Party.
My name is Bodo Grimbacher and I am an ESID member since our meeting in Rhodes back in
1998. You can find my website and CV here:
https://www.uniklinik-freiburg.de/cci/forschung/bodo-grimbacher.html

Although I am quite advanced in my carrier (I started to perform mutation detection by
radioactive-labeled Sanger-Sequencing and SSCP in Dr. Jennifer Puck’s lab during my postdoc
at the NIH from 1997 to 2000), I would love to chair the ESID genetics WP for the years to come.
Why? Because I think that by collaboration, we can more easily reach the next level in this postgenomic era.
It is not so long ago when we heard ESID case presentations to close with the question: “What is
the underlying gene defect?” and “Based on the phenotypic presentation, which genes do I need
to look at?”
We have all witnessed that in less than a decade this has completely changed in ending case
presentations with: “We have found these VUS, what do they mean?”
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Hence, we not only moved from Genomics to Functional Genomics, but we also are in the
process of recognizing that for Mendelian traits there are up to 21.000 modifier genes and that
there are IEI patients in which the phenotype is digenic or even polygenic.
We are slowly recognizing the importance of genomic gains (much understudied) and losses of
genetic material, as well as the contribution of somatic mutations (VEXAS has led the way, but
the ALPS researchers have known it for a long time).
Hence, current challenges are:
1.
2.
3.
4.

Where can I evaluate the VUS (which is bothering me and does not let me sleep) best?
Have I really excluded all genetic possibilities such as CNV, structural variants etc?
May it be a digenic or polygenic cause?
Have I excluded a somatic mutation as a root cause?

To this end we need networking:
We need a network of genetic laboratories capable of providing a certified genetic diagnosis to IEI
patients at reasonable costs, especially for the developing ESID countries.
We need a network of laboratories specialized on the functional assessment of specific genes.
We need a network to discuss difficult and unsolved cases.
We need a central (curated) genetic database in which we can look up all the (genetic)
information which people have collected on IUIS genes at all the many different ESID centers for
their patients, but are not able to share as they are not aware of the other people’s needs.
The good news is: Some of these networks already exist and we need to tap onto them and make
them work for us. Good examples may be ERN-RITA and SolveRD which are a good European
networks and resources for functional testing and unsolved cases. But there are other initiatives
such as ClinGen, driven by US researchers.
Thinking big, I would like to:
-

ask for at least one representative from each ESID country to participate in the ESID
genetic working party,
- form a world-wide network on gene-specialists who know best how to evaluate VUS and
are willing to offer this testing (for free or at a reasonable cost) to the community
- establish an open access European database with easy-accessible and detailed
information on specific variants combining all the gene-specific databases which are
currently still existing and being curated.
- continue to have ESID genetics WP meetings such as the one Dr. Anne Puel has
organized for May 2022 in Paris, I think this is a great format.
- What I also liked are the Grand rounds implemented by Dr. Siobhan Burns in recent
months for the Clinical WP. I think we could e.g. record some podcasts on the topic of
genetics for ESID too?
The ones who know me, know that I am a reliable collaborator, a doer, and a finisher. I guess
these qualities have taken me to the point where I am today and I would love to use these
qualities (again) for the benefit of ESID and the IEI community.
If you have any questions or concerns about the above, please write to me at
bodo.grimbacher@uniklinik-freiburg.de
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You may get an out-of-office reply this summer, but do not worry, I will find your mail and answer
J
Yours, Bodo

Sincerely,

Univ.-Prof. Dr. med. B. Grimbacher
Deputy head of the institute
IFI – Institute for Immunodeficiency
CCI – Center for Chronic Immunodeficiency
MEDICAL CENTER – UNIVERSITY OF FREIBURG
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