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Please rate your pain by circling the one number that best describes your pain at its

in the last 24 hours.

0 1 2 3 4 5 6 7 8 9 10
No Pain as bad as
Pain you can imagine

Please rate your pain by circling the one number that best describes your pain at its
IEERdin the last 24 hours.

0 1 2 3 4 5 6 7 8 9 10
No Pain as bad as

Pain you canimagine

Please rate your pain by circling the one number that best describes your pain on the

0 1 2 3 4 S 6 7 8 9 10

No Pain as bad as
Pain you canimagine
right now.

0 1 2 3 4 5 6 7 8 9 10

No Pain as bad as
Pain you canimagine
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B Dencsumab (n = 542)
705 W Zoledronic Acid {n = 500)
*P<(.05, not adjusted for multiplicity 3
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Figure 1. Pain prevention is illustrated according to the pro-
portion of patients that shifted from no pain or mild pain at
baseline to moderate pain or severe pain on-study.
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13—X M-CSF 56  (64.4%) 31 87
Placebo 69  (75.8%) 22 91
23—RX M-CSF 49  (59.8%) 33 82
Placebo 62  (69.7%) 27 89
33—X M-CSF 21 (28.0%) 54 75
Placebo 35 (43.2%) 46 81
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Fig 3. (A) Mean bone pain by day. Mean across patients and 95% Cls for daily bone pain, down by day and arm, on a scale of 0 to 10. Day 1 denoctes the day of
pegfilgrastim injection. (B) Area under the curve (AUC) distributions. Notched box plots of AUC for bone pain. Nonoverlapping notches indicate a statistically significant
difference in the medians. (C) Mean AUC bone pain. Mean and 95% Cls for the average AUC. The possible range of AUC in (B} and (C) is 0 to 40.

27
ICRweb http:.//www.icrweb.jp/



{5113 : Responder or Time-to-Event Analysis
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B Dencsumab (n = 542)
705 W Zoledronic Acid {n = 500)
*P<(.05, not adjusted for multiplicity 3
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Figure 1. Pain prevention is illustrated according to the pro-
portion of patients that shifted from no pain or mild pain at
baseline to moderate pain or severe pain on-study.
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KM Estimate of
1.00 - Median Months
——— Denosumab q7
=064 A 02 = Zoledronic Acid 5.8
:é HR 0.78 (95% CI: 0.67, 0.92)
S 050 P=0.0024
B 060
‘G I
S 040~ e
g0 s
2
o
0.20 —
D T T T T T T T
BL J 6 9 12 15 18
Risk Set Mombs

Denosumab 542 369 286 247 197 170 126
Zoledranic Acid 500 294 224 180 155 128 95
Figure 2. Pain prevention is illustrated according to the time
to moderate pain or severe worst pain (scores >4) among
patients who had no pain or mild pain at baseline (scores
from O to 4). KM indicates Kaplan-Meier; HR, hazard ratio; Cl,
confidence interval.

ICRweb

http:.//www.icrweb.jp/

30



Bla FERIEDFEE) R (

AEE HlY L BT
| 2 M-CSF 56 [(64.4%| 31 87
:_ O ENY

ot/ | 69 |75.8%| 22 91

M-CSF | 49 |59.8%| 33 82
23— | .

Jo9thR| 62 |69.7%| 27 89

M-CSF 21 128.0%| 54 75
30—K | _._ .

7ot/ | 35 |43.2%| 46 81

ICRweb

http

ZI| &) D LLER

//www.icrweb.jp/



* NRDIBFEDHTRE . FisheriRTE

JXO%E | VAL | Fisher P{E
13—X -0.12 0.89 0.07
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