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Response to: MR-proADM has a good ability to i
predict mortality in critically ill patients with

SARS-CoV-2 pneumonia: Beware of some

potential confounders!

To the editor:

We appreciate the comments of professor Honore and colleagues
concerning the potential confounding effect of continuous renal replace-
ment therapy (CRRT) on the validity of mid-regional proadrenomedullin
(MR-proADM) measurements in severe acute respiratory distress syn-
drome coronavirus 2 (SARS-CoV-2) pneumonia patients. As MR-
proADM can be removed by CRRT and non-survivors were treated with
CRRT three times more compared with survivors, the letter authors pro-
pose that CRRT could have artificially lowered MR-proADM levels and in-
troduced confounding.

We note that professor Honore and colleagues have reversed the
key results in their letter: Our study showed MR-proADM to be
lower rather than higher in survivors (1.01 vs. 1.88 in survivors vs.
non-survivors at baseline). The true MR-proADM difference between
survivors and non-survivors would therefore be larger rather than
smaller.

Nevertheless, the authors make an interesting point and we our-
selves have mentioned that MR-proADM levels could decrease faster
during CRRT [1]. Nine out of 105 patients (8.6%) received CRRT during
ICU stay and it was used three times more (16.7% vs 5.3%) in the non-
survivor group. However, biomarkers were collected during the first
seven days and only two patients were on CRRT when biomarkers
were collected [1]. When we excluded these two patients the difference
in baseline MR-proADM between survivors and non survivors did not
change (median value 1.01 nmol/L (IQR 0.80-1.28) vs. median value
1.88 nmol/L (IQR 1.29-2.61), p < 0.001).

In all, we are confident that this specific biasing mechanism did not
artificially inflate the difference between survivors and non-survivors.
Even so, we need to account for other potential biases. By performing
a single-centre prospective observational study with a limited number
of patients we may have introduced selection, collider, and observa-
tional bias, which may have led to underestimation of the prognostic
performance of MR-proADM. We therefore plan to perform a larger
multi-centre study in the near future.
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