
COMMENTS AND
RESPONSES

Total and High–
Molecular Weight
Adiponectin in
Relation to
Metabolic Variables
at Baseline and in
Response to an
Exercise Treatment
Program:
Comparative
Evaluation of Three
Assays

Response to von Eynatten et al.

The letter by von Eynatten et al. (1)
provides unpublished data on the
sensitivity of high–molecular weight

(HMW) adiponectin versus total adi-
ponectin in predicting metabolic out-
comes. The authors focus on only one
assay source (enzyme-linked immu-
nosorbent assay; ALPCO Diagnostics, Sa-
lem, NH) and do not consider its
predictive ability in comparison to other
assays.

Whereas different sample sizes may
have contributed to varying levels of sta-
tistical significance, the previously de-
rived (2) effect estimates are largely
comparable with those reported by von Ey-
natten et al. (1). More importantly, our data
clearly show that both previously devel-
oped assays measuring total adiponectin
(radioimmunoassay; LINCO Research, St.
Charles, MO; and enzyme-linked immu-
nosorbent assay; Mediagnost, Reutlingen,
Germany) are superior to either total or

HMW adiponectin, as measured by the AL-
PCO assay, in predicting previously re-
ported variables (2). This is also true for the
new metabolic variables reported by von
Eynatten et al. herein. The areas under the
curve (95% CI) for the metabolic syndrome
described in Blüher et al. are as follows:
ADIPOL 0.93 (0.85–1.00), ADIPOM 0.89
(0.78–1.00), ADIPOA 0.61 (0.47–0.76),
and HMW adiponectin 0.59 (0.44–0.74).
In von Eynatten et al., they are ADIPOA
0.68 (0.62–0.74) and HMW adiponectin
0.76 (0.71–0.81). The areas under the
curve (95% CI) for insulin resistance in Blü-
her et al. are ADIPOL 0.96 (0.91–1.00),
ADIPOM 0.92 (0.83–1.00), ADIPOA 0.65
(0.51–0.79), and HMW adiponectin 0.63
(0.48–0.77). In von Eynatten et al. they are
ADIPOA 0.70 (0.61– 0.79) and HMW
adiponectin 0.83 (0.77–0.89). Total adi-
ponectin, as measured by the LINCO assay,
showed stronger correlations with the met-
abolic syndrome, insulin resistance, and
HDL cholesterol than was reported by von
Eynatten et al. for HMW adiponectin
(Spearman correlation coefficients �0.70,
�0.52, and 0.60 vs. �0.45, �0.23, and
0.38, respectively). Results from the Medi-
agnost assay were similar.

Although participants in our study
(2) were not taking thiazolidinediones or
fibrates, potential misclassification due to
medication intake or other factors would
have attenuated toward the null predic-
tive ability of all adiponectin assays in de-
termining metabolic outcomes. The very
high sensitivity of the better-performing
total adiponectin assay (96%), however,
suggests that any medication use proba-
bly had little effect in our study.

In summary, the incremental benefit
in predicting metabolic outcomes is larger
among different total adiponectin assays
(probably due to different antibodies
used by different manufacturers) than be-
tween total and HMW adiponectin mea-
surements using ALPCO assays. Whether
HMW adiponectin (using antibodies
from other manufacturers) could poten-

tially offer an advantage over total
adiponectin in predicting metabolic vari-
ables remains a distinct possibility, but
the high sensitivity shown by the LINCO
and Mediagnost total adiponectin assays
in our study leaves a small margin for im-
provement. The development and use of
valid and reliable measurement tech-
niques will be of utmost importance in
elucidating this key question in metabolic
research. We agree that prospective stud-
ies are necessary to further examine the
roles of total and HMW adiponectin in
predicting metabolic outcomes, and we
are currently conducting these investiga-
tions at our institution.
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