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Diagnosed MM: Bone-Targeted Therapy
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O Total SREs

Berenson R, et al. J Clin Oncol. 1996;16(2):995-602.
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Ann Oncol. 2009;20(8):1303-1317
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(N =878)
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Retrospective Analyses: Preventive Measures Can
Reduce Incidence of ONJ in Patients with
Multlple Myeloma

preventive measures before zoledronlc aC|d therapy (N = 128)1

* Antibiotic prophylaxis before dental procedures reduced the incidence of
ONJ in 178 patients (P =.007)?

9 ONJ cases (7.7%) — 8 after dental procedures/all in those who did not
—receive antibiotic prophylaxis

Incidence of ONJ

Group A [before]
25/8/98-31/12/2002

@ No prevention
@ Prevention

Group B [after]
1/1/2003-31/11/2006

0.00 0.10 0.20 0.30 0.4

ONJ incidence, %
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Allocated to pamidronate 30 mg
(n = 252)

Received allocated medication
(n = 246)

Did not receive allocated
medication (n = 6) due to:

Randomized
(N =504)
2

Allocated to pamidronate 90 mg
(n = 252)

Received allocated medication
(n =241)

Did not receive allocated

medication (n = 11) due to:
» Consent withdrawal (n = 6) » Consent withdrawal (n = 4)
e Apoplexia (n =1)  Uremia (n=1)
Uremia (n=1) * Mors subitum (n =1)
Serious infection (n = 1)

Pulmonary hemorrhage (n = 1)

Acute myocardial infarction (n = 1)

imsing P, et al. . ;11(10):973-982.
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Ph Ill Denosumab vs Zoledronic Acid
for Advanced Cancer: Study Schema

Pts 2 18 yrs with Denosumab 120 mg SC +

advanced solid tumors placebo IV* Q4W
(excluding breast and (n = 886)

prostate) or myeloma

who had no current or Supplemental calcium and vitamin D

previous IV ) )
bisphosphonates Zoledronic acid 4 mg IV* +

_ placebo SC Q4W
(N = 1776) (n = 890)

* Primary endpoint
— Time to first on-study SRE (noninferiority)
« Secondary endpoints
— Time to first on-study SRE (superiority)
— Time to first-and-subsequent on-study SRE (superiority)

* IV product dose adjusted for baseline creatinine clearance and subsequent dose
intervals determined by serum creatinine per product label.

Henry D, et al. Eur J Cancer Suppl. 2009;7(2): Abstract 20LBA.
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Henry D, et al.
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Zoledronic acid Denosumab
(N = 878) (N =878)

* Includes blood creatinine increased, renal failure, renal failure acute, proteinuria, blood urea increased, renal impairment, urine output
decreased, anuria, oliguria, azotaemia, hypercreatininemia, creatinine renal clearance decreased, renal failure chronic, biood creatinine
abnormal
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————CVAD, cyclophosphamide {500 mg PO-days-1,5;-and-15),vineristine (0.4 mg/d 1V -days 1-4), doxorubicin (9 mg/m3/d- days 1-4),
dexamethasone (40 mg/d PO days 1-4, 13-15 q 3 wk); C-T g PO days 1, 9, and 15), thalidomide (100-200
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Clodronate (1600 mg/d PO) +
intensive or nonintensive chemotherapy
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MRC Myeloma IX—
ZOL | SREs vs CLO Regardless of Bone Lesions at Baseline

Bone Lesions at Baseline No Lesions at Baseline
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Cumulative Incidence Function,

o_ll T T T T T T T T T T 1 T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
Time from Randomization, months Time from Randomization, months

Patients, n Patients, n
ZOL 668 415325 250 189 136 100 69 50 35 18 6 O ZOL 302 241185 135 92 63 38 28 18 11 8
CLO 682 402 297 212 164 117 75 50 37 24 12 4 0 CLO 276 212 159 118 91 56 37 24 18 12 7

Highlights the importance of treating all patients regardless of skeletal
morbidity at presentation

Abbreviations: CLO, clodronate; SRE, skeletal-related event; ZOL, zoledronic acid.
a SREs were defined as vertebral fractures, other fractures, spinal cord compression, and the requirement for radiation or surgery to bone lesions
or the appearance of new osteolytic bone lesions.

Morgan G, et al. Presented at: 15" European Hematology Association Congress—Presidential Symposium; June 12,
2010: Barcelona, Spain. Abstract 0562.




MRC Myeloma IX—
ZOL Significantly | Development of New
Osteolytic Lesions vs CLO

55% relative 47% relative
reduction reduction
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Intensive Non-intensive

Morgan G, et al. Presented at: 15t European Hematology Association Congress—Presidential Symposium; June 12,
2010: Barcelona, Spain. Abstract 0562.




In favor of CLO

In favor of ZOL




MRC Myeloma IX — ZOL Significantly
Improved OS vs CLO?
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Number at risk: Time, years
ZOL 981 806 675 418 222 79

CLO 979 776 642 399 208 69 0

Abbreviations: CLO, clodronate; ZOL, zoledronic acid.
*Log-rank, stratified by treatment pathway.

a Kaplan-Meier analysis adjusted for

Morgan G, et al. J Clin Oncol. 2010;28(7s): Abstract 8021.
treatment pathway (intensive vs not).




ZOL Improved OS vs CLO After Adjustment
for SREs?

Is the observed OS 1 with ZOL because of SRE prevention, or does it
represent an anti-myeloma effect?

Exploratory analysis that adjusted for SREs

ZOL reduced the risk of death by 15% vs CLO (HR = 0.850; P =.0178)

Risk
reduction P value

15% .0178

06 0.8 1 1.2 14 1.6
Hazard ratio (ZOL versus CLO)

In favor of ZOL In favor of CLO

aTime to first SRE was included as a time-dependent covariate in an exploratory Cox model
examining OS.

Morgan G, et al. J Clin Oncol. 2010;28(7s): Abstract 8021.




MRC Myeloma IX—ZOL 1 Rates of CR/VGPR
vs CLO in Non-intensive Pathway
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Intensive Non-intensive

Abbreviations: CLO, clodronate; VGPR, very good partial response (defined as >90% but <100% reduction in
serum M-protein, with positive immunofixation); ZOL, zoledronic acid

Morgan G, et al. Presented at: 15t European Hematology Association Congress—Presidential Symposium; June 12,
2010: Barcelona, Spain. Abstract 0562.










