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was counted after 12, 24, 36, and 48 hours in the presence or absence of ZOL. Cell

495 ity at each concentration of ZOL is indicated as percentage compared to that of

patoma cells without ZOL. Data are mean + SEM of 6 experiments.

Figl. Effect of zoledronic acid (ZOL) on proliferation

Huh7 (%) HepG2
100

60

40

20

N

™ ) o " > ﬁ\ D
WgY g W NSRS SRS S N W

JGH_ 12715 F1

This article is protected by copyright. All rights reserved.
265



Anti-cancer effects of zoledronic acid. Page 25

control  0.1pM IpM 10pM 100pM

Fig2. Scratch assay

18 hour

JGH 12715 F2

This article is protected by copyright. All rights reserved.
266



Anti-cancer effects of zoledronic acid. Page 26

Fig3. Immunohistochemistry of Ras, RhoA, and B-actin
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Anti-cancer effects of zoledronic acid. Page 27

Figda. Inmunoblotting
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Anti-cancer effects of zoledronic acid. Page 28

Figure 4b. Flowcytometry
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Anti-cancer effects of zoledronic acid. Page 29

Figure 5a. TUNEL assay (Huh7)
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Anti-cancer effects of zoledronic acid. Page 30

FigSh. Caspase3 Assay
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FT1OHBVEEICEL Y, 3HUERENTHEL - L2008 ET
Gene F:\enlf;:\}lk Fold change Functions
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BI910665 BI910665 74.25 unknown
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phoma(MCL] ¢ 8L,
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GDF15 NM_004864 33.59 ([ S G 15 'f’"r'!’) ZIE 4 f‘é AV B T T
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ESEAN ’WJ»/ SR A D
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TNEFRSF10C  NM_003841 8.90 gl J*J f’/MpopLobIs’ 3 4-
Céorfl28 NM_145316 8.67 unknown
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LRRC25 NM_145256 7.93 75 - ""311‘[0')‘1’}‘[ A h 2,
ASNS NM_001673 7.84 T AT X ORI
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DNA replication 3.64E-10
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F® 4 HBVEEIIHEWIFNISEMET U 2 Efin#E{EF
RS PAS B Genbank ID e ViR &F(ﬂ(\l h;;;f\(;% Ty P value*
ENST00000522851 Unknown 4.52 ~1.45 4.1E-07
AABY3970 AABI3970 EST 9.70 1,61 5.6E-07
THC2533996 Unknown 3.74 -~ 2.50 7.0E-07
LOC388532 U nknown 311 —2.48 1.6E-06
ZNEF267 NM_003414 7.66 1.79 2.5E-06
ZNF217 NM_006526 3.69 1.03 3.6E-06
CRSP3 NM_015979 7.50 - 1.02 4.1E-06
MGC39372 BC025340 Hypothetical protein 30.92 7.03 5.7E-06
BF972140 BF972140 EST 16.91 4.71 5.8E-06
LOC731599 XR_015536 Hypothetical protein 3.7 —4.18 8.6E-06
LOC645676 AK126559 Hypothetical protein 3.76 1.35 9.1E-06
THC2650457 Unknown 78.07 6.28 L.3E-05
ZNFEF24 NM_006965 G A 3.69 1.36 1.6E-05
CCDC63 NM_025214 Unknown 5.88 —2.83 1.9E-05
FLj21272 AK024925 Hypothetical protein 14.70 2.49 3.2E-05
PLEKHF1 NM_024310 Unknown 6.65 1.84 4.7E-05
AK026418 AK026418 Unknown 9.50 2.58 5.0E-05
hCG_1790262 XM_001133847 Unknown 3.13 —2.94 6.3E-05
CEBPD NM_005195 iz A A 8.16 1.56 7.0E-05
FLJ20273 NM_019027 RNA#HS & 3.37 111 7.1E-05

* Pyalues were analyzed by T test
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%5 HBVEIEL

IZHEWIFNIGEDMET U 723815 F #'BI5 ¢ B canonical pathway

Canonical Pathways Pvalue Associated genes
_ . IFIT3, SOCSY, IFIT1, MX1, IFNGR1, JAK2, STAT1,
Interferon Signaling 1.0E-08 TAP1, IRF1
Role of Pattern R ion Receptors i IL12A, OAS2, OAS3(includes EG : 4940}, IFIH1,
R o e bt M 12F.08  PIK3R3, TLR4, NOD2, TICAM1, DDX58, CASP1, NOD1,
cognition of Bacteria and Vi TLR3, RIPK2
. . . . SOCS1, IL12A, RIPK1, GAD1, SOCS6, SOCS2, IFNGR1,
i ¢ 2.0E-
Type 1 Diabetes Mellitus Signaling 0E-04 JAK2, STATT, IRF1
Prolactin Signaling 9 7E-04 f’éllz{\fRS, SOCSI, SOCS6, SOCS2, NMI, JAK2, STATI,
TREM1 Signaling 3.5E-04 TLR4, NOD2, ICAM1, CASP1, JAK2, TLR3, CASP5
Production of Nitric Oxide and Reactive 9E-04 PIK3R3, TLR4, RND3, PPP2R2A, PPM1], RHOU,
Oxygen Species in Macrophages o IFNGRI1, MAP3KS, IRF8, JAK2, STAT1, IRF1
Pathogenesis of Multiple Sclerosis 1.1E-03 CXCL10, CXCL9, CXCL11
Activation of IRF by Cytosolic Pattern 2.6E-03 IFTHI, RIPK1, DDX58, STATI, IFIT?, ISG15
Recognition Receptors
- . B2M, PIK3R3, TLR4, ICAM1, IL12A, ILIRN, IRF8, JAK2,
2 GE-
Dendritic Cell Maturation 2.6E-03 TLR3, STATI
I1-12 Signaling and Production PIK3R3, TLR4, IL12A, IENGRI1, MAP3KS, IRF8, STAT1,
. 3.6E-03
in Macrophages IRF1
Sphingosine-1-phosphate Signaling 3.6E-03 1(;?1553’ SLPR2, RND3. CASPL, RHOU, CASP4, CASPT,
JAK/Stat Signaling 4.0E-03 PIK3R3, SOCS1, SOCS6, SOCS2, JAK2, STAT1
Growth Hormone Signaling 4.7E-03 PIK3R3, SOCS1, SOCS6, SOCS2, JAK?2, STAT1
Retinoic acid Mediated Apoptosis Signaling  8.5E-03 TNFRSF10B, PARP8, TNFSF10, TIPARP, IRF1
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