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Outcome & Version N cases / N controls Scaled OR (95% CI) P

Respiratory support/death (population controls) :
v3 (July 2020) 536 /329,391 —a— 0.98 (0.88 - 1.10) 0.78
v4 (October 2020) 4,336 / 623,902 - 0.94 (0.90 - 0.98) 4.7x107°

Hospitalisation (stringent controls) i
v3 (July 2020) 928 /2,028 —e 0.88 (0.78 - 0.99) 0.03
v4 (October 2020) 2,430/8,478 —a— 0.99 (0.93 - 1.06) 0.81

Hospitalisation (population controls) :
v3 (July 2020) 3,199/ 897,488 —a— 0.91(0.87-0.96) 49x107™*
v4 (October 2020) 7,885/961,804 - 0.95(0.92-0.98) 23x107°

SARS-CoV-2 infection (stringent controls) :
v3 (July 2020) 3,523/ 36,634 —-— 0.92(0.88-0.97) 6.7x107™*
v4 (October 2020) 11,085/ 116,794 - 0.96 (0.94-0.99) 21x107°

SARS-CoV-2 infection (population controls)

v3 (July 2020) 6,696 /1,073,072 - 0.92 (0.89-0.95) 1.7x107°
v4 (October 2020) 17,965/ 1,370,547 - 0.96 (0.94 -0.98) 2.8x107
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OR, scaled per 0.1 SD lower C-reactive protein

Supplementary Figure 1. Scaled association of IL-6 receptor genetic instrument with SARS-
CoV-2 outcomes, comparing different data releases from the COVID-19 Host Genetics
Initiative. Estimates were derived using a genetic instrument including seven SNPs in or near /L6R
(rs73026617, rs12083537, rs4556348, 152228145, rs11264224, 1s12059682, and rs34693607). “V3”
refers to estimates presented in the main text and supplementary figure 2 of our original publication.
“V4” refers to estimates derived using the most recently released data (and using otherwise identical
methods to those described in our original publication). COVID-19 complicated by death or requiring
respiratory support was assessed using a population-based control group. Risk of hospitalisation was
assessed using a control group of individuals with confirmed SARS-CoV-2 infection and no
hospitalisation at 21 days post-test (“stringent controls”), and a population-based control group of all
non-cases (“population controls”). SARS-CoV-2 infection was defined as laboratory confirmed
SARS-CoV-2 infection and/or a confirmed diagnosis of COVID-19, and assessed using a control
group of individuals with a confirmed negative test (“stringent controls”) and a population-based
control group of all non-cases (“population controls”). Further details pertaining to phenotype
definitions and methods used can be found in our original publication. CI, confidence interval; OR,
odds ratio; SD, standard deviation.



Acknowledgements

We express our gratitude to the studies and consortia (including the Neale lab and the COVID-19
Host Genetics Initiative), in particular their participants and their investigators, for providing access to
summary statistics used in the analysis presented in Supplementary Figure 1.




