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INFUSION OF RECOMBINANT IL-6 IN HEALTHY HUMANS ELEVATES PLASMA NGAL
CONCENTRATIONS WITHOUT A REDUCTION IN RENAL FUNCTION.
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Introduction

Interleukin-6 (IL-6) i1s believed to
be an important pro-inflammatory
cytokine In acute kidney Iinjury
(AKI).1

In Instances of severe sepsis
with AKI, high plasma
concentrations of |L-6 are
positively correlated with poor

been used In previous human
studies and a peak plasma IL-6
concentration above 100 pg/ml
can be achieved without
significant side-effects.3

Plasma [L-6, NGAL, creatinine,
and cystatin C concentrations

were measured at Oh, 0.5h, 3h
and post-infusion at 24h and 48h.
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Figure 2. Effect of rhiL-6 infusion upon plasma NGAL concentrations. Data are means and
standard deviations. Dotted line indicates upper limit of normal range for plasma NGAL (106 ng/
ml). There was a significant effect of time (P = 0.025). #, difference compared to 0 h sample point.
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Results

All subjects completed the
experiment without side-effects.

Plasma IL-6 concentrations were
0.7 {0.6, 1.2} {interquartile range}
pg/ml at Oh and peaked at 3h to
159.7 {114.6, 186.7} pg/ml (figure
1). By 48 hours this fell to 8.2
{6.8, 13.0} pg/ml (main effect of

renal outcomes.? 507 time, p = 0.007).
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Thus, IL-6 could be viewed as 07} Plasma NGAL concentrations
iﬁr a mediator and biomarker of 0 hours 0.5 hours 3 hours 24 hours 48 hours were 24.3 (13'2) ng[ml at Oh and
: peaked at the end of the infusion
Time point .
W d t : d h th ”_ 6 Figure 1. Effect of rhiL-6 infusion upon plasma IL-6 concentrations. Data are medians (thick lines) at 3h o 706 (493) ng/ml (flgure
€ determinea wnhetner I1L-o per and ranges. Open circles and asterixes are outliers. There was a significant effect of time (P = 2) At 438 hOUfS, this fell to 31.7
Se was ab|e tO inﬂuence p|asma 0.007). #, difference compared to 0 hours sample point. (165) ng/m| (main eﬁ-'ect Of time’
biomarkers of AKI (NGAL) and p = 0.025).
kidney function (creatinine, 140 1
cystatin C) in healthy humans. q Plasma creatinine and cystatin C
T - concentrations were unchanged
MethOdOIOQV E (oo throughout.
5
® g0 - Tympanic temperature rose from
A three-hour rhlL-6 infusion E 36.9 (0.2) °C to 37.5 (0.6) °C a_t
(Sandoz, Basle, Switzerland) ¢ ki Oh and 3h, respectively (p =
was administered to six healthy, § 0.046). Plasma NGAL was
males (age 25 + 5 years) at a - p03|tn.fely correlated with
rate of 5 ug/h. E e | tympanic temperature (r = 0.945,
o p =0.004).
Similar infusion protocols have 0 T r l T |
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