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Dear Editor,
We read with great interest the recent paper by Misselwitz
B et al. [1] in which they described a 53-years-old woman
with hyperlipidemic myeloma treated with allotransplant.
We have a comment to make. The authors reviewed the
literature, and very interestingly described possible mech-
anisms leading to hyperlipidemia, suggesting the possible
role of the monoclonal paraprotein on lipid degradation.
They also reported about successful anti-myeloma therapy
in reducing hyperlipidemia, but they did not mention on the
activity of amino bisphosphonates (N-BPs) on serum lipids.

N-BPs represent one of the most important advances in
prevention and treatment of bone metastases, their action is
mainly due to inhibition of enzymes of the intracellular
mevalonate pathway in the osteoclast. Some N-BPs, such
as ibandronate, potently inhibit squalene synthase and
cholesterol biosynthesis in rats; but also alendronate and
pamidronate inhibit sterol biosynthesis without affecting
this enzyme, suggesting potential inhibition of a target
upstream of squalene synthase in the mevalonate pathway
[2].

Zoledronic acid (ZA) represents a novel N-BP which
also has antitumoral activity and is being widely used in
multiple myeloma. We recently reported [3] on 26 patients
with smoldering myeloma studied at diagnosis: 16 were

treated with ZA (4 mg) at baseline and at months1, 2, 4,
and 6. The remaining ten served as controls. In all subjects,
total cholesterol (TC), triglycerides (TGs), high-density
lipoprotein cholesterol (HDL-C), low-density lipoprotein
cholesterol (LDL-C), were measured at baseline and after 1,
3, and 6 months. In treated patients, we observed a
progressive and significant reduction of TC, with a
maximum decrease of 13% at 6 months. Moreover, LDL-
C decreased by 21% at 6 months, while no significant
difference was appreciated in HDL-C and TGs. Also, the
indexes of cardiovascular risk improved after ZA adminis-
tration: TC/HDL-C ratio progressively decreased by 17%
and HDL-C/LDL-C ratio increased by 36%, showing an
effect that appears to be cumulative.

Evidence is accumulating in the literature for a link
between vascular and bone disease. BPs inhibits bone
resorption and is used in the treatment of osteoporosis,
whereas statins inhibit cholesterol biosynthesis and are used
for the treatment of atherosclerosis. Studies of BPs and
statins at the cellular, molecular, and end-organ levels
suggest that the mechanism of actions of these two classes
of drugs at the cellular level may not be mutually exclusive.
There are some early clinical data to complement these
findings, suggesting that statins increase bone density.
Moreover, etidronate, pamidronate, and clodronate have
been shown to inhibit the development of experimental
atherosclerosis; and one proposed mechanism for this
action is inhibition of arterial calcification and lipid
accumulation, degradation of atherogenetic LDL-C, and
reduced foam cell formation.

We think that this could be an interesting issue in
hyperlipidemic myeloma treatment.
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