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Fever and producing cytokines after Zoledronic acid administration
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The aim of this study was define the mechanism of fever after Zoledronic acid(Zol)
administration.9 of 10 cases experienced fever.All the serum samples obtained before and after Zol admini
stration were used cytokine analysis.Supernatant samples of mononuclear cells after stimulation by Zol wer
e selected (three over 38 degrees, two 37.9 - 37.0 degrees, and one 36.9 degrees or less). Cytokine levels
of the case with apyrexia were almost no change after Zol administration. IP-10, MCP-1, and GRO were elev
ated in other cases.The clear difference between low grade fever cases and a high fever cases was not seen
. Results of analysis in supernatant was also the same. More cases without fever were required. The predic
tive factor of fever after Zol administration was not clarified.



60-84%
quality
of life(QOL)

(J Clin Oncol. 23,
3314-21, 2005)

(53.8%)
QOL
(Mol cancer ther. 8, 119-26, 2008)
in
vitro
@

ELISA

RT-PCR

@

®

*

2011

o

@

ELISA

mRNA

MRNA

in vitro

in vitro

mRNA

RT-PCR

in vitro



®

4
) 38
(6)CRP
Q)
2 4

® 1

4
CRP

CRP
CRP

1
Non-Steroidal Anti-Inflammatory Drugs

NSAID

10
20
4mg 15
30ml 20ml
10ml
24
10ml
LSM
24 well 1 well 4
10°

1000 100 10 1 0.1
0.01 0.001 0.0001 Ong/ml

Lipopolysaccharide (LPS)
24
-80

10ng/ml

2011 5 2012 5 2

4 2 1
2 1
1 61
51-68 7 3
WBC 7030 2740-13320 /p 1
10 4 40%  CRP
1.6(0-1-14.3)mg/dl 10
7 70%
9
90% 38 high fever

6 37 -37.9 low grade fever 3

2013

24

high fever 3 low
grade fever 3

Merck Millipore MILLIPLEX MAG Kit
Human cytokine/chemokine

/
(¢)) 10
24 -20
(2)38 3
24
positive control
LPS -30
(©) 37.0-37.9 2
36 1
24
positive control
LPS -30
80
/
38
IL-1a IL-13  IL-2 IL-3 IL-4 IL-5

IL-6 IL-7 IL-8 IL-9 IL-10 IL-12(p40)
IL-12(p70) I1L-13 IL-15 IL-17 EGF
Eotaxin Fractalkine G-CSF GM-CSF IFN-y
IP-10 MCP-1 MIP-1a  MIP-13  TGF-a
TNF-a  RANTES FGF-2 FIt-3 GRO IFN-a 2
IL-1ra MCP-3 MDC(CCL22) sCD40L TNF-(
VEGF
1

IP-10 MCP-1 GRO

37.0-37.9 38

38

37

90%
50%
WBC  CRP



IP-10 MCP-1 GRO

WBC( 1) CRP(mg/dl)
1 68 high fever(day2-3) 9550 14.3
2 59 fever(day2-3) 2740 0.1
3 61 ) 3300 0.2
4 52 high fever(day2) 13320 39
5 65 high fever(day2) 7110 105
6 69 low grade fever (day2) 10310 0.8
7 51 high fever(day2-3) 5130 0.4
8 65 low grade fever (day2) 6110 0.1
9 54 low grade fever (day2) 6950 24
10 61 high fever(day2-4) 9080 39
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