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Breast cancer incidence Placebo case Raloxifene case HR or RR (95% CI) 3
number (rate)” number (rate)”
Invasive breast cancer MORE(3) 27(3.6) 13(09) 024 (0.13-0.44) <0.001
e - = MORE(4) 35(0.40) 170,100 0.24(0.13-0.43) <0.001
N -~ [—] -_ 2N o3 =] SEZ
9%#’/71/&';”‘%(~1§?RE’*]IXI*D’]'/'“x"@{$ﬁj§]ﬂi% (SERM) CORE 28(5.2) 24(2.1) 0.41 (0.24-0.71) <0.001
MORE + CORE 58(4.2) 40(1.4) 034 (0.22-0.50) <0.001

fhé%n#bjlyliﬁqﬁfﬁﬁﬁ[:ﬁl-}é %*ﬂ%ﬁo)iﬁﬁﬁ:& RUTH 70 0.27)" 40015 0.56 (0.38-0.83) =0.003
LTHATLEERASA TS, - CoRE B 509 000 <000

MORE +CORE 432 22(0.8) 024 (0.15-0.40) <0.001
o LA, ATAc;“tEﬁ(—BL‘TQ%#“}?I‘/&T'}'XI‘D‘ —)bo){# RUTH 55021 250,09 0.45 (028-0.72) <0001
ER— MORE(3) 4(05) 7005 0.88 (0.26-3.00 NS
ATHEESERAEML, S5IT7FRMNAY =L ORI EHK ] o ;ORE 305 ;Eogiu 1.13(03:42.;5; s
+C 051 15(0.53) 106 (0.43-2.59) 5
Jj] %% Bﬁ%j‘éhtb Eﬂ bﬁ\&tkof: o RUTH 9(0.03)" 13005 1.4 (0.61-3.36) Ns
_ . . A e e Noninvasive cancer CORE 2(0.37) 7(061) 178 (037-8.61) NS
+ SOXRLTIVAEM ETOVI—EEBERLOBEERIAER NORERCORE 10 ooz Lo N
ghéf:&), 7D79_ﬁ|;ﬂ%;§ﬁﬁﬁ E#G)7D:¥' /71/{#Fﬁ li#ﬁ Al breast cancers MORE(3) 3243) 2(15) 035 (0.21-0.58)
P R MORE(4) 44(1.7) 16(0.6)
xéh AN CORE 30(5.5) 3127) 0.50 (0.30-0.82)
MORE +CORE 65(4.9) 56(1.96) 042 (0.29-0.60)
RUTH 76 (0.29)"° 52020 0.67 (0.47-0.96)

MORE: Multiple Outcomes of Raloxifene Evaluation; CORE: Continuing Outcomes Relevant to Evista; RUTH: Raloxifene Use for the Heart.
MORE(3): 3-year results; MORE(4): 4-year results. HR: hazard ratio, RR: relative risk. NS: no significance.
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“** Population included raloxifene 60 and 120 mg/day. Lee WL, et al., Maturitas. 2008;60(2):92-107
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Trial N Follow-up (mo) Treatment Fractures (%) P
Alvs. TAM

ATAC (12) 9,366 100 ANAvs. TAM 11.0vs. 7.7 <0.001

BIG 1-98 (56) 4922 60 LETvs. TAM 931565 0.002
Al after 2-3 years of TAM

TEAM (67) 9,779 61 EXE vs. TAM 5.0vs.3.0 0.0001

ABCSG8/ARNO (68,59) 3224 28 ANAvs. TAM 2.0vs. 1.0 0015
Al after 5 years of TAM

MA-17 (60) 5,187 63 LET vs. placebo 52vs. 3.1 002

ANA, anastrozole; LET, letrozole; EXE, exemestane.

Shapiro CL., et al., Cancers (Basel). 2020;12(11).
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Trial Treatments B Results (I/SBMD)*__ p Value
CIOF
Hershman ZA 4 mg g3 mo for 1 yr. vs. placebo 101 0vs. -3.0 <0001
Shapiro ZA 4 mg g3 mo for 1yr vs. control a1 12vs —67 <0.001
Grant ZA 4 mg g6 mo for 3yrs vs, control 201 10vs. 67 002
Al
Brufsky ZA 4 mg iv 6 mo for 1 yr vs. delayed 02 20vs. 25 <0.001
Coleman ZA 4 mgiv g6 mo for 5 yrs vs. delayed 1065 43vs. =54 <0.0001
Ellis DEN 60 mg sc 46 mo for 2 years vs. placebo 262 6.0vs. =16 <0.0001
Gnant DEN 60 mg sc g6 mo for 5 years vs. placebo aps  FRfmctume =020 000
Van Poznak Risedronate oral 35 mg/week for 2 years vs. placebo 111 22vs. -185 <0.0001
Sestak _ Risedronate oral 35 mg/week for 3 years vs. placebo 150 T1vs. 26 <0.0001

Zoledronic acid (ZA); denosumab (DEN); hazard ratio (HR); * percentage change in the lumbar spine.

Shapiro CL.. Cancers (Basel). 2020;12(11).
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Zoledronic acid  No Zoledronic acid
Study or Subgroup _ Events  Total Events  Total

Weight M.H, Fixed, 95% CI

3.1.1 Zoledronic acid vs. no zoledronic acid

ABCSG-12 11 900 15 903 79%
AZURE 60 1681 92 1678 472%
Swenson KK et al 1 33 3 29 16%
Subtotal (95% CI) 2614 2610 56.7%
Total events 72 110

Heterogeneity: ¢ = 0.64, df = 2 (= .73); k= 0%

Test for overall effect: Z = 2.88 (p = .004)

3.1.2 Upfront vs. delayed zoledronic acid

EZO-FAST 5 263 9 264  47%
No3cC 12 or4 8 217 40%
ZFAST 28 300 33 300 159%
ZO-FAST 39 533 38 534 187%
Subtotal (35% CI) 1370 1375 433%
Total events 84 88

Heterogeneity: x? = 2.38, df =3 (p = 50); = 0%

Test for overall effect: Z=0.30 (p = .76)

Total (95% CI) 3084 3985 100.0%
Total events 198

Heterogeneity: x2 = 6.20, df = 6 (p = 40); 12 = 3%

Test for overall effect: 2 = 2.30 (p =.02)

Test for subgroup differences: x = 3.23, df = 1 (p =.07); I = 69.0%

Odds Ratio 0Odds Ratio
M.H, Fixed, 95% CI
0.73(0.33-1.60) ——r
0.64 [0.46-0.89] &+
027 [0.03-276] ——————
0.64 [0.47-0.87] >
0.55 [0.18-1.66] —_—
1,54 (0.62-3.83] R
083 [0.49-1.42) o
1.03 [0.65-1.64] b
0.95 [0.70-1.30] L
0.78 [0.63-0.96] *
I E— ]
001 041 10 100

Favors zoledronic acid ~ Favors control

Valachis A,. Oncologist. 2013;18(4):353-61
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Kharazmi M, et al., J Bone Miner Res 2016;31: 491-7.
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(2012) AHT19761 Z@ZEI:\)IEE 6(12)
128(90) MR BPERE THEIHHE
(2%"12) 20072011 4036 142(4) F158~13%  0.1-0.94M:1.78/100,000(1.5-2.0)
(F195.5+34%)  8.8.9%M/:113.1/100,000(69.3-156.8)
Meier T 429f1:35.7 /100,000 A 5
1999-2010
(2012) 4 39(8) 32(82) AFF:3.2 /100,000 A+ 4 124 R T10.7%18mM
Melng 0o . q 2 it 9.8/100,000A -5
(2014) ED 96) gi2t) BPHEFITT79 /100,000 A -4
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Nguyen .
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Review JBMR

Di is and M of O rosis of the Jaw:
A Review and Inter 1 C

Aliya A Khan, Archie Morrison, David A Hanley, Dieter Felsenberg, Laurie K McCauley, Felice ORyan,
lan R Reid, Salvatore L Ruggiero, Akira Taguchi, Sotiros Tetradis, Nelson 8 Watts, Maria Luisa Brandi,
Edmund Peters, Teresa Guise, Richard Eastell, Angela M Cheung, Suzanne N Morin, Basel Masri,
Cyrus Cooper, Sarah L Morgan, Barbara Obermayer-Pietsch, Bente L Langdahi, Rana Al Dabagh,

K Shawn Davison, David L Kendler, George K Sandor, Robert G Josse, Mohit Bhandari,

Mohamed EI Rabbany, Dominique D Pierroz, Riad Sulimani, Deborah P Saunders, Jacques P Brown,
and Juliet Compston, on behalf of the International Task Force on Osteonecrosis of the Jaw
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Comparison of dental diseases in each study group. Tumor related data of each study
group in comparison. There were no significant differences detected between both

groups.
Diagnosis Group A [n— 163] Group B [n— 90] «— GroupALBTERIZESEL
Caries 64(39.3%] 36 [40%]
Apical osteitis 72[44.2%] 38 422%]
Endodontic treatment 30 [18.4%] 20 22.2%]
Periimplantitis 8[49%] 2[22%)
Chronic general periodontal disease 91(55.8%| 50(55.6%]
Local periodontal disease 54[33.1%] 30(333%]
Extraction before antiresorptive 37(227%) 12(13%]
medication
Extraction during antiresorptive 37(227%] 24(267%]
medication

Group A : EEDOHMMNYDHERENFIT1EEE
Group B : ZEEHLDEHRENIHATLICER

BRONJ GroupAT 38 A (R4 23.3%) of group A and Group BT 2 A (FEEK 2.2%)
GroupAT2.59 f& YRIME M o1z (p-value . 0.01, 95% Cl . 0.01~0.56).

incidence proportion (IP)

Mucke T,. J Craniomaxillofac Surg 2016;44(10):1689-1693




