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Measurements of Treatment and Procedure Compliance (11.3)
Compliance with treatment and study procedures was assessed. The following categories of
treatment compliance were assessed:
- o Overall treatment compliance (Section 11.3.1)

o Treatment compliance for breast cancer analyses (Section 11.3.2)

o Treatment compliance for VTE analyses (Section 11.3.3)
Compliance with study procedures (specifically, mammogram, clinical breast examination, and
ECG) was also assessed; results of these assessments are presented with the relevant study
endpoints.

Overall Treatment Compliance (11.3.1.)

Patients may have stopped taking study drug for reasons presented in Table GGIO.10.3;
however, in accordance with the study design, patients were to remain in the study for follow-up.
Patients were considered to be treatment compliant if their overall treatment compliance was
between 70% and 120% (inclusive).

Table GGIO.11.8 presents results for overall treatment compliance. Mean overall treatment
compliance was 75.4%, and results were comparable between treatment groups. Flgure
GGIO.14.1 shows the overall treatment compllance on a by-visit basis.

Table GGIO.11.8. Overall Treatment Compliance (All Randomized Patients)

Placeba Ralox Total p-Valuat
(N.SOST) (N=5044) (N=10101)
Patient considﬂrad treat:nent: cemplinnt‘*
Ho. patfentatsw 4983 4995 9978 .621
Yaa, n (%) 3532(70.88) 3518(70.43) TO50(70.66)
No, n {%) 1451(29.12) 1477€29.57) 2928(29.34)
Sunmary aof overall treatment compliaoce (%)«
Haan 75.80 74.97 75.38 -262
Standard deviation 32.12 33.02 32.57
Kaedian 91.60 91.90 91.80
¥inimum 0.60 ¢.00 G.Q0
HMaximum . 179.20 314.20 314.2¢

*Treatment-compliant patients: p-value ia cbtained from a Fearson's Chi.square test.

Maan treatment couplianca: p~Value ia obtained from an F-teet using Typa IIX Sum of
Squares from an ANGVA models responseztherapy.

**Considered trestment-compiiant if overall treatment compliance is betwean 70% and 120%.

***govarall treatment coupliance ie unavailable if all viait compliance values ara

unavallablae.
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Treatment Compliance for Breast Cancer Analyses (11.3.2)

Patients who were diagnosed with breast cancer were required to immediately and permanently
discontinue study drug. Mean overall treatment compliance for the breast cancer analyses was
75.9%, and results were comparable between treatment groups.

Table xxx. Overall Treatment Compliance for Breast Cancer Analyses (All Randomized
Patients)

Patient conaidered treatmant-compliant** for breast cancer analyszes

Ro. patientaree 4980 4994 9574 . 328
Yas, n (%} 3578(71.87) 3545(76.99) T124(T71.43)

Re, o (%) 1401(28.13) 1449 (28.01) 2850(28.57)

Summary of ovarall treatment compliance for breaat cancer analyses (%}

MXaan T76.43 75.30 75.87 . 081
standard daeviation , 31.8% 32.91 32.41

Hadian 92.10 §2.20 92.10

H¥inimum Q.00 .00 ¢. G0

naximum 179.20 314.20 334.20

*“Traatment- compliant patientnn p-Valua is cbtained from a Pearson‘s Chi.square taeat.
Maan treatmant compliance: p-Value is obtained from an F-teet using Type III Sum of
Squaree from an ANOVA model: response=therapy.
**Considerad treatment-compliant if overall treatment compliance for breast cancaer
analyses is between 70% and 120%.
**4gvraerall treatment compliance for breast cancer analyses is unavaflablae If all viaeit
compliance values (until visit of breast cancar diagnoala, if applicable} are
unavailabla.

Program: RMP.H3SSGGIC.SASPGM (MSCKOMPL)
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Treatment Compliance for VTE Analyses (11.3.3)

Patients who were diagnosed with VTE were required to immediately and permanently
discontinue study drug. Mean overall treatment compliance for the VTE analyses was 76.0%,
and results were comparable between treatment groups.

Table xxx. Overall Treatment Compliance for VTE Analyses (All Randomized Patients)

Patient considered treatment-.compliant** for VIE analysas

Ho. patientette 497S 4987 9962 .729
Yea, n (%) 31566(71.63) 3589 (71.37} 7125(71.52)

Bo, o (%) | 1409(28.32) 1420 (28.63) 2837(28.40)

Summary of overall treatment compliance for VIK analymes (%}

Rean 76.32 75.68 7€.00 .318
gtandard deviatfon 31.90 32.70 32.30

¥adian 92.040 §2.30 22.20

Xinimum 0.069 6.00 Q. 0%

Kaximum 179.20 314.20 314.20

Abbreviaticns: VIEsvencus thrombcembolic event.

*rreatment-compliant patiante: p-value is cbtained from a Pearson‘s Chi-gquare tast.

Mean treatment compliance: p-~Value is chtainad from an F-teet ueing Typa IXI Sum of
Squares from an ANGVA medel: respcmseztherapy.

**Conasidaraed treatment-compliant if overall treatment compliance for VTE analyaes

ia betwean 70% and 120%.

***ovarall treatment compliance for VTE analyses is unavatlable if all visit compliance

values (until visit of VrE diagnoeis, if applicable} are unavailable.

Program: EMP.HISSQGIO.SREFGY (MSCHCHPL}
Data: REP.SAS.HISX.L.MCGGIOSA.FINAL.MATN Qutput: RMP.H380.GGIC.FINAL {KITCHDV)
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Efficacy Results and Tabulations of Individual Patient Data (11.4)

Analysis of Efficacy (11.4.1)
Primary endpoints:

o Composite coronary endpoint of coronary death, nonfatal (including silent) MI, or
hospitalized ACS other than MI
o Invasive breast cancer

Analyses highlights:

o The analyses for primary and secondary endpoints used the ITT population and compared
the two treatment groups in terms of time to first event, unless noted otherwise.

o All study endpoints were adjudicated and results presented in this report are based on
adjudicated eveats, unless noted otherwise.

o Inall analyses, “baseline” was defined as the last non-missing observation at or before
the randomization visit (Visit 2). “Post-baseline” was defined as any observation
recorded at or following Visit 3.

o Subgroup analyses were perforined for patients who had non-missing values for the
subgroup variable. Thus, the total number of patients analyzed is less than 10,101 for
-some subgroup variables.

Significance levels for various analyses

o For the final analysis of the primary endpoints, the treatment effect on the coronary
primary endpoint was tested at a two-sided significance level of 0.0423; the breast cancer
primary endpoint was tested at a two-sided significance level of 0.008.

o For all other analyses, the treatment effects were tested at a two-sided significance level
of 0.05

o Interaction effects were tested at a significance level of 0.10.

Prespecified and post-hoc analyses:

o To evaluate results of this trial, prespecified and post-hoc analyses were conducted.
Results presented in this report are based on the prespecified analyses, unless noted
otherwise.

Absolute risk reduction:
o In the incidence tables, the term “absolute risk reduction” (ARR) is a column header. A

negative ARR value means that there was an absolute risk increase of a given event and a
positive ARR value means that there was an absolute risk reduction or decrease.
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o

The ARR presented in the incidence tables is calculated based on 5.3 years of follow-up
and, in the text, ARR is reported based on 1 year of follow-up for 1000 patients (ie, 1000
woman-years).

Time to event analysis of combined endpoints:

)

o]

In a time-to-event analysis of a combined endpoint, only the first occurrence of any
adjudicated event of the combined endpoint is included in the analysis.

When the individual components of the endpoint are analyzed separately, the first
occurrence of that specific event is included in the analysis.

Thus, a patient may be counted in the analysis of each individual endpoint if she
experiences each of the respective events. Consequently, the sum of the individual events
may exceed the number of events reported for the combined endpoint. For example, the
GGIO coronary primary endpoint was the first occurrence of a coronary death, nonfatal
MI, or hospitalized ACS other than MI. A patient may have had an MI, and later died due
to a coronary cause. Each event was counted in the individual event analyses; however,
only the first event (ie, MI) was counted in the analysis of the combined primary
coronary endpoint.

Breast Cancer Analyses (11.4.2)

The breast cancer analyses are presented in the following order:

]

O 0 0 0

o)

o]

Breast cancer primary and secondary endpoints (invasive breast cancer and all breast
cancer) (Section 11.4.2.1)

Sensitivity analyses of invasive breast cancer (Section 11.4.2.2)

Subgroup analyses of invasive breast cancer (Section 11.4.2.3)

Tumor characteristics of breast cancer events (Section 11.4.2.4)

Compliance with and findings from clinical breast exammatlons and mammograms
(Section 11.4.2.5)

Analysis for Investigator-reported breast cancers (Section 11.4.2.6)

Follow-up treatment after diagnosis of breast cancer (Section 11.4.2.7)

Throughout this report, the term “all breast cancer” refers to all adjudicated cases of breast
cancer irrespective of invasive status. The listing of all reported breast cancer cases is presented
in (Appendix 16.2.6). Patients with multiple breast cancers have multiple records in the listing.

o]

A total of 132 breast cancer events were reported in 129 patients (76 in placebo, 53 in
raloxifene) during the study period and were sent for adjudication.

Of the 129 patients, 128 patients (76 in placebo 52 in raloxifene) had at least one
adjudicated breast cancer.

Analyses of breast cancer were based on the 128 patients with an adjudicated breast
cancer unless otherwise specified.

Four cases were excluded from the breast cancer analyses:
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o Patient 078/5863 (assigned to raloxifene) had two reported breast cancers and both were
adjudicated as non-invasive breast cancers. The first breast cancer was included and the
second breast cancer was excluded from the analyses.

o Patient 450/1261 (assigned to placebo) had two reported breast cancers with the same
diagnosis dates and both were adjudicated as invasive ER-unknown breast cancers. The
case with larger tumor size was included and the other breast cancer was excluded from
the analyses. '

o Patient 863/1104 (assigned to placebo) had two reported breast cancers and one was
adjudicated as invasive ER-positive breast cancer and the other one was not adjudicatable
due insufficient information. The adjudicated breast cancer was included in the analyses.

o Patient 985/1151 (assigned to raloxifene) was reported to have breast cancer but it was
not adjudicated as breast cancer due to insufficient information. The investigator palpated
a mass in the patient’s left breast and recommended a biopsy; however, the patient
refused a biopsy. Approximately 6 months later, the patient was hospitalized, refused
treatment, and subsequently died. The death was adjudicated as due to breast cancer.

Breast Cancer Primary and Secondary Endpoints: Invasive Breast Cancer and All
Breast Cancer (11.4.2.1)

Table GGIO.11.11 presents results of the time-to-event analyses of breast cancers by
invasiveness and ER status, and Table GGIO.11.12 presents incidence rates for breast cancers by
invasiveness and ER status.

The incidence of invasive breast cancer, the breast cancer primary endpoint, was significantly
decreased by 44% in the raloxifene group compared with the placebo group

(p =0.0032). As the protocol-specified significance level was 0.008, the breast cancer primary
objective was achieved.

There were 1.50 cases of invasive breast cancer per 1000 patients per year in the raloxifene
group and.2.66 cases of invasive breast cancer per. 1000 patients per year in the placebo group
which translated to an absolute risk reduction of 1.2 cases per 1000 woman-years in the
raloxifene group. As shown in Figure GGIO.11.1, the treatment group curves began to separate
after about 18 months of follow-up and remain separated throughout the remainder of the study
follow-up.

Analyses of invasive breast cancer by ER status showed that most of the cases of invasive breast
cancer were ER-positive. Raloxifene significantly decreased the incidence of ER-positive
invasive breast cancer by 55% compared with the placebo. This translated to an absolute risk
reduction of 1.2 cases of ER-positive invasive breast cancer per 1000 woman-years.

There was no significant decrease or increase in the incidence of ER-negative invasive breast
cancer in patients assigned to raloxifene compared with those assigned to placebo.

There was no significant decrease or increase in the incidence of noninvasive breast cancer in
patients assigned to raloxifene compared with those assigned to placebo. All 16 cases of
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noninvasive breast cancer were ductal carcinoma in situ (DCIS); no cases of lobular carcinoma
in situ (LCIS) were reported. The proportion of patients with a noninvasive breast cancer was
greater in the raloxifene group compared with the placebo group.

There was a significant decrease in the incidence of all breast cancer (irrespective of
invasiveness) by 33% in the raloxifene group compared with the placebo group. It translated to
an absolute risk reduction of 1.0 cases of all breast cancer per 1000 woman-years.

Figure GGIO.11.1. Kaplan-Meier curves of invasive breast cancer for all randomized
patients.

Kaplan Meier Qarves of Invas;w Breast Cancer
Randomized Paf
H38-MC-GGIO: Raloxifene Use for The Heart (RUTH)
20

= Hacebo
=== Ralox -

Log-rank test p-Value: 0032
151 Hazard ratio (from Cox model): 0.56
95%CL: 038 0.83

Cumulative incidence per 1000 patients

1

6

~

Cumulative no. of eveuls No. patients at risk - Years
Placebo = 5057 4:4910-  21:4702 424488 50:4312 62 :3813 65 : 1670
Ralox 0 5044 3:-4928 8:4775 17:4604  21:4404  32:38%3 35:1724

Program: RMP. H3SSGGIO SASPGM(BOCGEM1)  Output: RMP H3SG.GGIO FINALBCGKMPR1)

251



Clinical Review

{Bhupinder S Mann MO}

{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}

Table GGIO.11.11. Time-to-Event Analysis of Breast Cancer by Invasiveness and ER
Status (All Randomized Patients)

R W N W W W W VI W W W W W W W W W WM R W W W R W WS W W T T W W W AR W MW R W A M A R RN MW MWW W W W W

Placabo Ralox .
. (H=5057) (B=5044) Bazard ratic
Breaat cancer category o (%) a (%) {95% cr) p-Valuae*
Invasiva cages T0( 1.36) 40( ¢.79} 0.56( ¢.38, ¢.83) 0032
Et{+} caeaes SS( L.09} 25( 0.50} 0.45( 0.28, 0¢.72) . 0006
ER{-}) caases #( 0.18} 13( 0.26} 1.44¢ G.61, 3.36) .3985
ER unkpown cames €( @.12) 2( 0.04}) 0.33¢ ¢.07, 1.63} .1507
Xoninvasive casaes 5( 0.10} 11( ©.22) 2.17¢ G.75, €.24) <1414
neig S( a.19} X1{ 0.22) 2.17( 6.75, 6.24) .1414
LCIS ¢( 6.00) 0( ¢.00) H/A N/A
Invasivenese unknown cases 1{ 0.02) ., i( ¢.02} N/A N/R
All cagaa 76( 1.50} S2¢ 1.03} 0.67( G.47, 0.96) . 0270

T W T W T W W W W W W W W W P W W N W W W R W W W o T W A o MR W W W W TR W W W W

Rbbreviationa: CIzconfidence intaerval; EBRzestrogen raceptor; DCISszductal carcinoma
in aitu; LCIS=slcobular carcinoma in aitu.

*p-valua is cbtained from a log-rank test. statietical test ie not performed when the
total numher of patients in a category is less than S.

Frogram: RMP.H1S€QGI0.SASPGM{HCCTHRL)
Data« RNP.SAS.H3ISH.L.NCGGIOSA.FINAL.MAIN Ooutput:s RMP.H3IS0.GQIC. FINAL (BCTHRPR1)

Table GGI0.11.12. Incidence Rate of Breast Cancer by Invasiveness and ER Status (All
. Randomized Patients)

Placebo Ralox
(4=5044)

Braast Incidence o (&) Patient- Incidencs rate*  ARR*e
cancer yaaxs of per 1460 yeszre of per 1000 pexr 1000
category follow-up patiente follow-up patients patiante
Invasaive cases Fo( 1.39) 26290 2.66 40( 0.79} 26695 1.50 5.85

ER(+) cases 55{ 1.09) 263319 2.09 25¢ 0.50) 26722 0.94 5.87

ER{-) casas < 9{ 0.18) 26451 9.34 13( 8.26) 26763 c.49 -q.80

ER unkuoown cesae 6( 0.1) 26466 0.23 2( 0.04} 26782 0.07 0.79
Noniovasive casas 5( 0.10) 26487 0.19 i1¢ 0.22) 26759 0.41 -1.18%

DCIS S( 0.10} 26467 4.19 11¢ 8.22) 26759 0.41 -1.18%

LIS 0( 0.00} 26483 0.00 ¢ 9.00) 26786 0.00 0.00
Invasiveneae usknown cages 1( ¢.02) 26492 0.04 1{ 0.02) 26784 0.04 0.00
All casee 76( 1.50) 26273 2.89 52( 1.03) 26666 1.95 4.66
Abbreviation ptor; DCIS=du 1 carcinoma in eitu; LCIS=lobular carcinoma in situ.

g
*Ingidence rate is calculated as the number of patioents vho developed the evant of {ntarest divided by the patiant-years of
follow-up.

**Absclate riek reductica (ARR] ie calculated by eubtracting the cumulative incidence of the raloxifene ara from that of the
placebo srm, where cumulative incidence is eatimated using l-exp(-I*T), I 1s the incideance rate, and T is the average patient-ysara
of follow-up in each arm. .

Program: PHP.H3ISSGQIO.SASPGM (BCCTIRL) Datac RMR.IAY.HISH.L.MCGGIOSA. FINAL.MAIN outputs REP.H3$0.GAT0.FINAL (BTTIRPR)
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Figure GG10.11.2. Kaplan-Meier curves of ER-positive invasive breast cancer for all
randomized patients.

Kaplan-Meier Curves of Invasive ER(+) Breast Cancer
All Randomized Patients
H38-MC-GGIO:- Raloxifene Use for The Heart (RUTH)
151

= Pacebo
= === Rafox

Log-tank test p-Value: 0006
Hazard ratio (from Cox model): 0.45
95%CIL: 028- 0.72

10;

Cumulative incidence per 1000 patients

5 g
O T T - T T v T y T T Y T T T T
0 1 2 3 4 5 6 7
Cuonnilative no. of events : No. patients at risk Years
Placebo 0 : 5057 2:4912 15: 4708 32: 4498 39:4323 49 : 3825 51: 1675
Ralox 0: 5044 1:4930 4:4778 10 : 4600 14 : 4409 32:3500 24:1728
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Figure GGI10.11.3. Kaplan-Meier curves of all breast cancer for all randomized patients.

EKaplan-Meier Curves of All Breast Cancer
All Randomized Patients
H3S-MC-GGIO: Raloxifene Use for The Heart (RUTH)
251
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20 Log-rank test p-Valve: G270
Hazaed matio {from Cox model): 6.67
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Cumulative incidence per 1000 patients

T T ¥ T T T T T T M T
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Canmlative no. of events : No. patients at risk Years
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Sensitivity Analyses of Invasive Breast Cancer (11.4.2.2)

The following sensitivity analyses were conducted to investigate whether the observed effect of
raloxifene on invasive breast cancer was robust with respect to the subsets of interest or to
potential confounding factors:

o Invasive breast cancer in the PP population

o Invasive breast cancer in patients at least 60 years old

o Invasive breast cancer stratified by geographical region

o Invasive breast cancer adjusted for baseline risk factors

Each sensitivity analysis showed a significant reduction in the incidence of invasive breast
cancer in patients assigned to raloxifene compared with patients assigned to placebo:

o In the subset of the per-protocol population (N=3375 raloxifene, N=3454 placebo),
raloxifene significantly decreased the incidence of invasive breast cancer by 45% (hazard
ratio [HR] 0.55; 95% CI, 0.35 to 0.88).

o In the subset of the patients at least 60 years old at randomization (N=4218 raloxifene,
N=4213 placebo), raloxifene significantly decreased the incidence of invasive breast
cancer by 43% (HR 0.57; 95% Cl, 0.38 to 0.86).

o In the subset of the patients less than 60 years old at randomization (N=826 raloxifene,
N=844 placebo), there were 12 patients diagnosed with invasive breast cancer (n=4
raloxifene, n=8 placebo)

o Results from the analysis stratified by geographical region showed that the effect of
raloxifene on invasive breast cancer was consistent across regions and had a significant
44% reduction in the incidence of invasive breast cancer (HR 0.56; 95% CI, 0.38 to 0.83)

To determine whether the observed effects of raloxifene on the primary analyses of invasive
breast cancer were confounded by baseline characteristics, analyses were performed adjusting for
baseline risk factors. A baseline characteristic was considered a risk factor if it significantly
affected the endpoint of interest in a univariate analysis and in the final multivariate adjusted
model. The risk factors that were significant in the univariate model and remained significant in
the final multivariate adjusted model in the time-to-event analysis included the following:

o Prior use of estrogen only ’

o Family history of breast cancer in mother, sister, or daughter

o Race (Caucasian, all other races)

After adjusting for baseline risk factors, raloxifene significantly decreased the incidence of
invasive breast cancer by 40% (HR 0.60; 95% CI, 0.40 to 0.90).
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Subgroup Analyses of Invasive Breast Cancer (11.4.2.3)

The potential effects of raloxifene on the incidence of the invasive breast cancer primary
endpoint were examined for predefined clinically relevant risk factors. The treatment by
subgroup interaction was not significant for any subgroup with the exception of prior
ovariectomy (interaction p value=0.0673). Raloxifene demonstrated similar effects regardless of
age (<65 years old or >65 years old) or 5-year predicted risk of invasive breast cancer risk
(<1.66% or 21.66%). There were too few non-Caucasian patients to adequately assess the effect
of raloxifene among subgroups by race. For patients reporting having at least one ovary, a
significant reduction in the incidence of invasive breast cancer was observed for patients
assigned to raloxifene compared with those assigned to placebo. However, there was no
significant difference between treatment groups for patients reporting a prior ovariectomy. The
sample size of the subgroup of patients reporting a prior ovariectomy was small (approximately
16% of the all randomized patients) relative to the number of patients reporting at least one intact
ovary thereby limiting the interpretation of these results.
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Table GGIO.11.13. Subgroup Analysis of Invasive Breast Cancer (All Randomized

Patients)

subgroup

Race
Caucasian
211 othexr races

Body mase iadex (kg/al)
<x2$
XRS5 and <=30
>38

S-year predicted invasive breast cancer risk >= 1.66%
Yeas
o

¥anily history of breast cancer
Yes
-

Prior use of estrogen caly
Yes

abbraviations: CI=gonfidence intarval.
*Iuteraction p-Value is cbtained from a Cox model: yeartcensarstherapy +

Program: RWP.HISSGQYO.SASPGN (BCCTHRZ)

0.90}
1.60}

0.84)
2.68)

2.03)
a.75}
1.19)

1.093
0.68})

2.31}
0.84)

Interacticn
p-Value*

.8733

-3095

- 4986

.3413

- 3400

Flacabo Ralox
(M=50ST) (N=5044) Hazard ratio
n a (%) = n (&} {9#5% c1)
1877 26¢ 1.39) 1854 12( Q.65) O0.4€{( €.23,
3180 4¢4¢ 1.123) 3190 28 C.88) O.62( 0.39,
4247 €6( 1.55) 4234 38{ 0.90) 0.57( 0.36,
810 40 0.49) 810 2( 0.25) 0.49( 0,09,
1230 11( 0.8%) 1186 9( 0.7€) 0.84( 0.35,
2013 30( 1.49) 2039 12( 0.S9) 0.38( 0.20,
1798 26( 1.5&) 1805 19( 1.05) 0.67( 0.37.
2061 3S{ 1.83) 2101 23( 1.08} G.€5( 0.38,
2975 34( 1.14) 2943 17( 0.58) 0.49( 0.28,
445 9( 2.02) 452 6{ 1.77) 0.89( 0.34,
4139 S53( 1.24) 4148 29( 0.70) 0.53( 0.34,
702 14( 1.99) €97 (1.58) 0.80{ 0.36,
4300 SS( 1.28) 4292 29( 0.68) 0.S2{ 0.33,
p + th grougp
Qutputs

Data:« RMP.HSAS.HIEN.L.MCOGIOSA.¥IRAL. NATN
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Table GG10.11.13. Subgroup Analysis of Invasive Breast Cancer All Randomized Patients
(Concluded) :

rlacabo Ralox
. {N=5057) (H=5044) Hazard ratio Interaction

Subgroup o o {%} o 2 (\) {95% cx) . p-Valua*
Prior use of ectrogen plus progestin ) -a801s

Yes 323 7( 2.17} 62 3{ 1.06} 0.49( 0.11, 1.88)

L 4641 €3{ 1.34) 4658 37( 0.79) 0.58( G.39, 0.e8%)
Prior hywteractomy .2760

Yeu 117§ 1s{ 1.24) 114¢ 12( 1.05) 0.81( 0.38, 1.73)

o 2871 SS( 1.42) 389¢ 28{ 0.72) 0.50¢ 0.31, 0.78)
Priox avarfectomy .9673

Tas T4 o( 1.1%) 400 13( 1.38) 1.16{ 0.46, 2.79}

»o 4207 €0{ 1.43}) 4185 26{( 0.67) 0.46{ 0.29, 0.72)

Abbreviations: CIsconfidence {nterval.
*Interaction p-value is obtuilned from a Caox models ysar*censorstharapy ¢

Program: RMP.H3ISEOTIO.SAIPGH (BCCTHR2) Pata: RIP.SAS.EISH.L.NCAGICSA . FTNAL. NAIN Outputs WMP.EIS0.GAIO.ZINAL(BCTYBGRP)

e
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Tumor Characteristics of Breast Cancer Events (11.4.2.4.)

Table xxx shows the tumor characteristics for diagnosed breast cancers. Breast cancer tumor
characteristics were assessed and recorded by the adjudication committee based on local
pathology reports and other available documentation. '

(6]
O

ER status was determined for 109 breast cancers, 83 were ER-positive.
Invasiveness was ascertained for 126 tumors, 110 were determined invasive, and the
majority was infiltrating ductal (70.91%) or lobular carcinomas (13.64%).

Lymph node status was evaluated in 104 cases; 75 cases had 0 positive nodes.

The most common stage reported was Stage I. There were two Stage IIIA cases, one
Stage IIIB case, and one Stage [V case; all were reported in patients assigned to
raloxifene.

- Methodology to ascertain if a breast cancer was preexisting was described in section 9.5.1.1.

[e]

In this study, 39 breast cancers were considered preexisting.

Table xxx. Tumor Characteristics of Breast Cancer Events Randomized Patients with
Breast Cancer

Placedo Ralox Tatal
(R=76] (M52 (N=120)
N ek cdeeecmmmrmve memmmmmmmmmmmmes eeamcmemmm e
% Charaateristic o (%} IR B (%} Ime n  {%} s34
B e e e e e ma g meemea e A me T m - —————— e
Ratrogen receptor statue B
BR(+} 57( 75.00) 2.17 26( 5¢.0Q) O0.98 8i( 64.84) 1.57
BR{-} io¢ 13.16) 0.34 16§ 38.77} ©.60 26( 20.31) O.49
¥ot dcne S{ &.58) 0.l¢% 9{ 17.31) 0.3¢ 14( 10.%4) Q.36
Cannot detsermine . ¢ 5.16) 0.1i5 1{ 1.92) g0.04 S( 3.31) o0.0¢
Tumor type
Kon-iovasive 5{ 6.58) 0.19 11( 21.15) 4ga.si1 X6{ 12.50) 0.30
Ductal carclpoma in gitw ${100.00) 0.19 11{100.00} ©.41 16{100.00) ©.30
fobular carcinoma 1o sSitu 6( 0.00) 0.00 a{ 0.80} 0.00 0{ 0.005 0.00
Foo-inftitritton comedocarcinona o( 0.00) @.00 of 0.60} a.co o({ 0.00) 0.00
othner non-invaeive g( ©0.08) 0.00 o{ ©.00) o¢.00 0t 0.00) ©.00
Iavasive 70( 92.11) 1.66 40( 76.92) 1.50 1x0{ 85.34} 2.09
Adenocarcinoma or carcinomia NOS 4{ S5.71] G.15 2( 5.00) o0.08 6{ 5.45) 0.11
Infiltrating ductal carcinoma §1{ 72.96) 1.94 27( 67.50) 1.01 78{ 70.91) 1.47
Lobular carcinoma 16¢ 14.29) o.3@ 5( 12.50) 0.19 IS({ 13.64) 0.20
Madullary a¢ 0.00) g.cC 1( 2.50) 0.04 1( ©.91} o.o02
Mucinous adenccarcinoma E{ 1.43) 0.04 2( $.00) g@.08 3{ 1.71) Q.06
Papillary carcinoouwa I{ 1.43) o.0¢ 1{ 2.50) oO.04 2( 1.2} 0©0.04%
Tubular adenocarcinoms 30 4.39) 0.11 1( 2.80) ©.04 4{ 3.64) o.08
Other invasive o{ 0.00) 4g.00 1{ 2.60) w0.04 1({ G.s31} @.02
Canoot assdss i{ 1.32) o.0¢ 1( 1.92) Q.04 2{ 1.56} 0.0¢
Tumor grade
Well differentiatea 15¢ 19.7¢) 90.57 11( 21.15) o©0.4X 26( 20.31) 0.49
Moderataly differentiated 38{ $6.05) 1.33 20( 39.46F ©0.75 §S{ 42.97] 1.04
Poorly difteremntiated 10{ 13.16) o0.38 16{ 30.717} G.60 26 ( 20.31) ©.49
tndiCferantiated ot 0.00) a.00 o{ 0.80) o0.00 e{ 0.00) G.00
Tnknowa . 18( 21.08) o.61 5{ .82} o.18 2L{ 16.41) 0.40
“Incidence par 1000 patient-yearas 26273 follow up pattent-years in Flacebo, 26666 in Ralox.
Programs RMP.H3SSCGLO.SASPGM(BCCTTUMI) Data« RMP.SAS.E3ISK.L.MOGGIOSA. PINAL .MAIR Output« RNP.HIS0.GGT0.PINAL (BCCTTUML)
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FlLacaba Rulox Total
{MeT6) {WE2} {Re128)
Charasteristic a (%~} IR® a (%} e n (%}
Tumor stagae
Lywph nodes evaluated
Yau €3¢ 92.49) 1.40 ¢ 1.§¢ 104( 91.28) 1.9%¢
@ posttive oodas 4I( €2.35) 1.€¢ az¢ 1.20 Is{ 71.12) 1.42
1-31 pasitive noces 12( 19.05) 0.4§ k23 0.26 19( 19.27} Q.36
>wt positive nodes - a{ 12.70) 0.30 2 g.0a 10( 9.€2} 90.19
No 12( 18.79) 0.46 10¢ 8.349 22{ 17.19) o.42
Tnknown 1{ 1.32} o.0¢ 1 e.04 2{ 1.56) 0©.0¢
Stage 0 §¢{ €.50} o0.19 11( Q.41 16( 12.50) a0.20
Stage I 3IT( 40,40 I1.4&1 9 ( °.71 EG({ 43.75) 1.06
Stage ITA 18( 28.00} ©0.72 " 9.34 28( 23.48) 0.53
Stage IR 4( 5.26)° a.1§ 4 a.18 8{ €.18) 0.15
Atage IIIA o( o.00) g.00 at 8.08 3{ 2.56} o0.04
Stage IIXR e( ©.00) Q.00 1{ Q.04 i( 0.7e} 0.02
Stage IV ( 1.32) o0.0¢ 1 0.04 2( 1.56) .04
Cannot de daterxtoad 1a( 13.16) 0.3¢ s{ 0.19 IsS( 12.72) o.20
Tumor size*t {cm)
<=1l.0 19¢ 25.00} 0.72 17( 32.63%) ©.64 36( 28.13) 0.6t
>1.0 and <«2.0 I7( 40.68) 1.41 13{ 25.00} Q.49 §0( 39.04) 0.9¢
>32.8 and <«3.¢ 10( 13.16) 0.3¢ 13( 15.00) 0.49 23{ 17.57) 0.43
23.8 S( 6.58) 0.19 3( £.77y o.11 4( €.29) ©0.15
Tokuosam s{ 6.56) 0.19 §( 12.54) 0.23 13{ 0.59) @.2%1
Pre-eriating braast cancer
Yas 24( J1.5¢) 9.91 15( 24.95) 0.56 39{ 10.47) 0.7¢
%o 40( €3.1€¢) 1.83 31 §9.62} 1.1€ Te( €X.72) 1.49
Camnot be ceterztned +( 5.26) 0.35  6{ 11.54) 0.23 10( 7.e91) o.12
“Incidence per 1000 patient-yezrs: 26271 follow up pitient-years im Placebdo, 26666 1n Ralax.
*rTOOr size is the maxfmmm of the langth, the width or tha breaadti of a tumor.
g R—ND 0 BCCTTUNI) Data« MP.SA8 HIFSK.L.HOIQIOCHA . PIFAL . MAIN Output « WR.HI30.EGY0. FIEAL (HCCTTUNL)
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Compliance with and Findings from Clinical Breast Examinations and

Mammograms (11.4.2.5.)

Clinical breast exams were scheduled at randomization and every 2 years thereafter.
Almost all patients were compliant with clinical breast exams at baseline (99.17%).
Compliance with clinical breast exams was consistent between treatment groups at all the visits

where the breast exams were scheduled (see the table below).

Findings from clinical breast exams were classified as normal for at least 95% of patients at each
scheduled time point and the classification of findings as normal or abnormal did not differ

significantly between treatment groups (Table GGIO.11.16).

Table xxx. Clinical Breast Examination Compliance (All Randomized Patients)

‘Placebo Ealox Totax

{RaS0S7) (Ha5034} (Fal10101)

-Years in study (Visit) .3 (%) n (%} n (%} p-VaXuae*
Haseline {2}

Eligible patientgts S5087 5044 10101

€lintcal breast exams performad 5015(99.17) §002(99.17} 1G6017(99.17) «99%
2 yaara {7)

BRligible patientgsw 4689 4771 9470

Clintcal breast exams performad 4274(90.96) 4370(9%.6Q} 8644¢91.29) 270
4 years (Il)

Bligible patientacs 4336 : 4404 87140

Clinical breast exams performed Jaz4({ga.19) 3a46 {g8.28)} 7712(€8.24) .89¢
6 yeara (15)

Bligible patientg+* 1610 : 1009 2019

€1linical breast exams performed 867{05.04) 861(05.33) 17268(685.59) - T44
“pP-Value 18 obtained from a Pearson's Chi-square test.
“*A patfent is considered eligible for a clinical breast exam through the last visit at

which gtudy informstion regarding tha patient 1s available.

Progran: FMP.HISSGGIO.SASPGM (BCCTBOMP)
Data: FMP.SAS8.HISK.L.MCGGICSA.FTNAL .METN Cutput s RMP.H3IS0.GCI0.FINAL (ECTRCHP)

A e e ..
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OaR A
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Table xxx. Clinical Breast Examination Findings by Visit (All Randomized Patients)

---------- T T T T T T T T T T W T VR Y T R R T W TR R I R W T T T W T e w W T T P T e T W o

Placebo Ralox Tokal
(R<5057) {(H=S044} {M«2.0%Xa1)
Yeare in study (¥iait) n (t) n I B (@) PrVEIuG*
Hagalina {2}
€lintcal breast exams parformed LT3 5002 10017 6497
Normak £785(95.41) 4792 {95.690) 9567 {95.51)
Abmormal 23a{ 4.859%) 2230( 4.40) 45G6¢ $.49)
Kot clinically signtficant 2314{93.04} 282 {51.683} 4164{3%3.44)
Citnicaily significant 16( 6.96} 18¢ 6.14} 34( 7.56)
2 yaars (7}
Clinical breast exams performed 4274 4370 2644 .45128
Hormal 4141 (96.83) 4246 ¢(97.16} 9387 {¥7.03} .
Amarmal 133{ 3.11) I24¢( 2.84) 287¢ 2.97)
Rot clinicelly nlqniti@ant 119{88.72) 105 {94.66} 223 (86.77)
Cltnically significant 15{11.28) 19 (15.32) - %4(33.23)
4 yeara {11} :
Clintcal breast exams performed 3924 3064 T712 .3780
Narmak 3710(97.02) 376€5{97.1S§} T496(97.19)
Armormal 114( 2.969 193¢ 2.68) 217{ 2.91)
Rot clinically signtficant 105{92.11) $0 (87.38} 185(089.66)
Qlintcally significant §¢ 7.89) 13(12.62} 21{10.34)
6 yaears {(IS)
Clintcal bLreast exams performed 867 a61 1728 . 9958
Hormal 854 (96.50) a48 (98.49) 1702¢96.580)
Abnormal 3¢ 1.590) I3¢{ 1.51} 26( 1.50)
Rot clintcally signtficant 11({84.62) 9{69.23) 20(76.92)
Citntcally significant 2¢15.38} 400.7H) §{23.08)

*p-Value tor teat:ing nomal varsus a)mornal 18 obt.a_iued zrom a Pearaon 8 Chi- square teat.

Progran: BMP.AISSGGI0. SASPGM(BCCTBRHED)
Data: RMP,SAS.HISK.L.HMOGGIOIA . PINAL .MAIN Output: RMP.HIS0.GETO.FIWAL (ECTEYND}

Mammograms were scheduled at randomization and every 2 years thereafter. Almost all patients
were compliant with mammograms at baseline (99.96%). Compliance with mammograms was
consistent between treatment groups at all times (Table GGIO.11.17).

Findings from mammograms were classified as normal for at least 95% of patients at each
scheduled time point and the classification of findings as normal or abnormal did not differ
significantly between treatment groups (Table GGIO.11.18). One patient (294/1220) in the
placebo group had a baseline mammogram showing a clinically significant abnormality; a
malignancy was diagnosed. This patient was inadvertently randomized (Appendix 16.2.2).

Mammograms performed as part of study conclusion (ie, final visit) were only classified by the
investigator as either showing no significant abnormality-or a clinically significant abnormality
without any further categorization as to the presence or absence of a malignancy (Table
GGIO.11.18). ‘

There was no significant difference between treatment groups in the post-baseline mammogram
assessment in patients whose baseline mammogram readings indicated no significant
abnormality (Table GGIO.11.19).
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Table GGI0.11.17. Mammogram Compliance (All Randomized Patients)

B e R B R e bk D o b T gy — T T W W~ v = T

Placeho Ralox : Total
{BaSaST) (HeSOa4} (Ra103G13

Yaars in study (visit) n (1:3] n (%} n %} p-Vatue*®
Bagaline {2}

Eligible patientsa (aj §QS7 5044 1010%

MEImmograms performed 50§8( §5.96) §043{ 59.96} 10097( 99.94) RIR
2 years (7} .

BRligthle patients (a) 4699 4771 9470 :

Mammograms performed 431X( 91.74f 44058( 92.33) @T16{ 92.04) 292
4 years (11} L

Rligible patients (&) 4336 4404 aT40

Mammograns performed 3799( 87.62) 3850( §7.64} TEST( @7.61) .98%
6 years {15}

Eligible patienks (a) 1410 . xaas 2019

¥ammgramns parformaed ax3( 80.50) TIR({ T9.09) 161x( 79.7¢) -43F
Study concluaton (Final visit)

Eligihte patienta (b) 1886 1933 3789

Mammogramns performed 1303(¢ 74.52) XI456( 79.32) 2438{ 74.93) .566
Other#*+ .

Manmograms performead 17 22 1]

“p-Value 18 obtained from a Pearscn's Chi-square teet 1f total»«10, Fisher’s exackt t:est

if Sc<«total<ld, and N/A ctherwvise.

*¢parformed as part of finsl visit procedures for pattemta who withkdrew comsent prior to

study conclusiom.

{a} A patient 1a copmaldered aligible for a mammogran through the last visit at which
study informaticn regarding the patient 1a availabla.

{b) A patient 1s conslderad «ligible for a mammagran at study conclusion if at laast
two yeirs had aelapsed since the pravious mIRImMOgram.

PFrogran: PMP.HI89GEI0. SASPGH (BCOMMOF) .
Datss RMP.9AS.HISN.L.MCGGIOSA.FINAL . .MAIN Output« BEMP.HI80.GGI0.FINAL (BOTMCME)
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Table GGIO.11.18. Mammogram Findings by Visit (All Randomized Patients)

T P T T T Y T T Y W T N N T P MY N R W Y YW W Y ST W P W TR W W TN T R T W W W W W A W M Y T W WA w

Placebo Ralox Tokal
{RaS057) {¥=S044} | (Bal10101}
Yaars in atuay (viait) n (%) a (%} n (%) B-Valuat,
Basaling {2} )
Hammograms perfonmad 808§ 5G42 19087 .2814
No ssignificant abpmormality 4826( 95.45) 47808.¢ 94.96) 9413{ 95.21)
Clintcally signtficant abnarmality 230{ 4.9%) as4{ 5.04) 494( 4.79)
Ko malignancy ) 229( 99.§7) 253¢( 9%.61) 482( S9.5%}
Malsgnancy <isgnoged i{ 0.43} ef{ a.odq} x{ 0.23)
2 yeaaxs {(7)
Mammograme paerformaed 4311 4408 8714 .2280
¥o signifricant atparmat ity 4136( 95.92) 4247{ 96.41) ©3B2( 96.17}
Clintically significant atmommality 176¢( 4.08) 158( 3.59} 334( 3.83)
¥o malignancy 1474{ 83.52) 144( 931.14} 293¢ 87.13)
¥alignancy dlagnoged 2%8{ 1€.44) 10{ 6.33}) 39¢ 11.68}
4 years (11} .
Mammograms parformed 371889 1988 1657 L5213
¥o significant abnormality 1§73( 96.66) 3IT7IN{ 96.92) T41x{ 96.79)
Clinfcally signtficant ahmormality 127¢ 3.34) 119( 13.04) 246( 3.21)
Ro malignancy 1E0( 86.61) 1a3( 96.585}) 213( €6.53)
Maltgnancy diagnoged E4¢ 11.02) 12( 10.08} 26¢ 10.587)
6 yaars (15)
Mammngrame parformed 933 798 1611 .9409
¥o significant abnormaiity 7804 97.17) FI8( 97.12) 1565( 97.14)
Clintcally significant abmormality 23¢ 2.03§ 23( 2.88) 46( 2.86)
Ko malignancy 20¢ 86.96} 21{ 91.30} 41( 69.13)
Matrignancy dlagnosed 1{ a.Fo} 2({ 8.70}) 4{ 8.70)
Study conclusicm (¥inal visit)
Mammograma parformed 1343 ) 1456 2839 <1006
Ho signiricant sbnormartity 1357( 98.12) 141I5( 97.18) 2772¢ 97.64)
C€lintoally asignificant abnormality 26{ 1.08) 41¢( 2.82) 67{ 2.36}
Oothers*
MATIOYrams performad 17 22 39 N/A
No stgniffcant abnormatity 17{10Q.00}) 21( 95.4S5) 30{ 97.44)
€lintcally aignificant abmormality a{ 0.00) 1{ +4.885) 1{ 2.56)

*p-value i oht:amed from & Pear&on 8 Chi-aquare test 1t totalb—lo, Eisher 8 axact tesc
1f S<stotal<lo, and N/X otherwise.

*+Parformed e part of final visit procedures for pat:ients who withdrew consent prior to
study cenclustom.

Frogram: FMP,H3ISSGOIO0.SASPEM({ECCHMMOT)
Data: FMP.S8AS.HISK.L.MOGGIOSA. FINAL . MATH Qutput: FMP.HISO.GGTO.FINAL (BCTMFHAD}
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Table GGI0.11.19. Post-baseline Mammogram Findings (Randomized Patients with
Baseline Mammograms Indicating No Significant Abnormality)

T T B o T 1 T T 7 T T T T T T T T W KR Y T W T T N M W W W W W W AT T W W T W R WA P T W A oy Wy M v

¥oet sertous postbasaline (Fad226) {H# 4298} (Ra8533)
mamogram finging#¥ ’ B (%) n {%} B %) p~Value*
Ko significant amnty 3997 (94.21 6065(94 6‘” a049{54.44}
Clinically significant abmormatity 246( 5.79) 28 5.33) 47€¢{ 5.56} <351t
No malignancy 188(76.73) 174{75.%8) I62{76.37}
Malignancy diagnosed 4£31{26.73) 22( 9.61§ 6%{13.29)

*p~Value for testing ‘clinical significant sbnormslity* ve ‘no significant abnmalxty'
18 obtained from a Pasrson‘e Chl.squera test.

#%An abuormal mammagram resuiting fn the diagnosis of & miignancy 18 consideraed the post
sericus finding, followed Ly an ebnormal msmmogram resulting in a diagnosis other than
nalignancy, and finally & msuncogran with no eignificant sbncrmality.

Progran: RMP .RISSGGI0. SASPGM {HCCTMION) ’
Datas HMP. SAS .E1SK.L.MOSGIOSA . FINAL .MEIR cutput s BMP.HIK0.GGTO. FINAL (BCTHCONV)

Analysis for Investigator-Reported Breast Cancers (11.4.2.6.)

There were 129 patients reported as being diagnosed with breast cancer; this includes _
Patient 985/1151, who was assigned to raloxifene and had an investigator-reported breast cancer
that was not adjudicated as such.

o Raloxifene significantly decreased the incidence of all investigator-reported breast
cancers by 31% (HR 0.69; 95% CI, 0.48 to 0.97) (Table GGIO.14.17).

Follow-up Treatment after Diagnosis of Breast Cancer (11.4.2.7.) ‘
For patients who had an investigator-reported breast cancer, treatment information was collected
at each 6-month visit after the diagnosis and was classified according to treatment type (Table
GGIO.11.20).

o Among the 129 patients with an investigator-reported breast cancer, more than half
(70/129, 54.3%) reported treatment after their diagnosis, 35.7% (46/129) reported no
treatment, and 10.1% (13/129) reported no information regarding follow-up treatment.

o The most common treatments administered for breast cancer were tamoxifen and
radiation therapy.

~ Table GGI0.11.20. Summary of Follow-up Treatment after Diagnosis with Breast Cancer

(Investigator-Reported, Randomized Patients with Breast Cancer)

B e R i R T Ty P I PPN

Flacebo Ralox

(H=76} (=53}

Treatment information+® a {%) n (%}
Yea 46{60.53) 24 (45.28}
Tamoxifen 29{30.16) 11{20.75)
Chemotherapy 12¢15.79} 7{13.21}
Radtation therapy 20436.a4} 11(20.78)
other 11634.47} T{13.21)
Xo 25(32.€9) 21(39.62)
Missing §¢ 6.86) 9({15.09)

'Patlem: zecelved treatment at some tlme tolmmg breast: cancer diagu.oals

Program« RNP.HIS8GGTIO.SASPGM (BCCTFU)
Data: RMP.SAS.EISH.L.MUGGIOSA.FINAL.MAIN output: KMP.H3IS0.GEYO0.FIMAL (BCTMED)
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Coronary Primary Endpoint (11.4.3.)

The analyses of the coronary primary endpoint évents are presented in the following order in this
section: .

o Coronary primary and secondary endpoints: composite-and individual events (Section
11.4.3.1) : '

Sensitivity analyses of the coronary primary endpoint (Section 11.4.3.2),

Subgroup analyses of the coronary primary endpoint (Section 11.4.3.3).

ECG compliance and findings (Section 11.4.3.4)

Other analyses of the coronary primary endpoint (Section 11.4.3.5)

0O 0 0 O

A total of 1595 primary coronary events in 1221 patients were reported by investigators (Table
GGIO.14.18). The analyses reported in this document are based on 1086 patients with
adjudicated coronary events (Table GGIO.11.21), unless otherwise specified.

Details of the primary coronary endpoint events:

o Coronary death: A total of 468 patients were reported to have died from coronary
causes during the study period (243 in placebo, 225 in raloxifene) (Table GGIO.14.18);
526 deaths were adjudicated as due to coronary causes (273 in placebo, 253 in
raloxifene) (Table GGIO.11.21).

o Analyses of coronary deaths were based on the 526 patients with adjudicated
coronary deaths, unless otherwise specified.

o Nonfatal Mls: A total of 472 patients (241 in placebo, 231 in raloxifene) were reported
to have had at least one nonfatal MI during the study period (Table GGIO.14.18). A total
of 391 patients (208 in placebo, 183 in raloxifene) had at least one adjudicated nonfatal
MI (Table GGIO.11.21).

o Analyses of nonfatal Mls were based on the 391 patients with adjudicated
nonfatal Mls, unless otherwise specified.

o Hospitalized ACS other than MI: A total of 450 patients (247 in placebo, 203 in
raloxifene) were reported to have had at least one hospitalized ACS during the study
period (Table GGIO.14.18). A total of 354 patients (185 in placebo, 169 in raloxifene)
had a least one adjudicated hospitalized ACS (Table GGIO.11.21).

o Analyses of hospitalized ACS were based on the 354 patients with adjudicated
hospitalized ACS, unless otherwise specified.

Coronary Primary and Secondary Endpoints: Composite and Individual Events
(11.4.3.1)

Table GGIO.11.21 presents results of the time-to-event analyses of the coronary primary
endpoint and the individual coronary events, and Table GGIO.11.22 presents incidence rates for
the coronary primary endpoint and the individual coronary events.
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o There was no significant increase or decrease in incidence of the coronary primary
endpoint of combined coronary death, nonfatal MJ, or hospitalized ACS other than Ml in
the raloxifene group compared with the placebo group (Figure GGIO.11.4).

o Thus, the coronary primary objective was not achieved at the protocol-specified
significance level of 0.0423.

The cumulative incidence curves for the combined coronary primary endpoint show no evidence
for an early increase in risk of CHD events in the raloxifene group (Figure GGIO.11.4).

There was no significant increase or decrease in the incidence of any of the individual events of
the coronary primary endpoint in the raloxifene group compared with the placebo group (Table
GGIO.11.21, Figure GGIO.11.5, Figure GGIO.11.6, and Figure GGIO.11.7). Caution should be
used in interpreting the results of the time-to-event analyses for the individual events of
hospitalized ACS or MI as a patient may have had an MI before a hospitalized ACS or had a
hospitalized ACS before an MI.

Consequently, the time-to-event analysis for hospitalized ACS or MI combined is more
informative. No between treatment group differences were observed for hospitalized ACS or MI
combined (Table GGIO.11.21).

Kaplan-Meiex A(])lmva of Cmmﬁglémry Exndpoint
H3S-MC-GGIO: Raloxifene Use for The Heart (RUTH)
150

———— Placsho
A =e=v Railm

120 Log-rank test p-Value: 4038
Hazard ratio Cox madely. 0.95
95%CL 084- 147

90

60

Cumulative incidence per 1000 patients

30

T T T

4 5 6 7

<
poa
(S
w

Cumilative no_ of events : No. patieuts at iisk Years

Placebo 0:5057 " 112:4842  219:4601 327:4349 405:4159 488:3647 541: 1574

Ralox 0:5044 98:4866 199:4669 285:4463 389:4225 484:3710 518:1633
Progrant RMP H3SSGGIO SASPGM(CVCGKIMI)  Output: RMP H3ISG.GGIO FINAL(CVGEMPRA)

Figure GGI0.11.4. Kaplan-Meier curves of coronary primary endpoint for all randomized
patients.
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Table GGI10.11.21. Time-to-Event Analysis of Coronary Primary Endpoint and Coronary
Events (All Randomized Patients)

Placaeha Ralox

: . (He$057} {Re5044} Eazard ratic
Corcaary endpoint a (%) a is) {85& CI} pP-value*

Coronary primary endpoint 5$83(10.94) 533(10.57) o.95( ¢.64, 1.07) -4%02¢

Coronary death 173( 5.40) 253( 5.02) @.92¢( 0.77. 1.09) .3139

Nongatal MI¥+ 208( 4.11) 103{ 3.63) o.87( 0.71, 1.06) 1629
Criterion I 40({19.23} 40{21.86}
critericn II 20 {€3.27) €0(21.79)
Criterion III 56€(26.92) se{as.51}
Criterion IV (s#ilent KI) ${ €.33} 24(13.11)
Critexicn V 13¢ §.35) 5( 2.73}

Hospitalized ACS cther than KX 195( 3.66) 16%( 1.315) g.90( €¢.73, 1.11) -3ags

¥ontatal MI¢* or hospitalizad ACS othar than I 26a{ 7.12) 326( €.46) 0.99( a.7¥, 1.04) . 1410

Y death or 3 MI** 414( 1.23) 400§ 7.93} 0.95{ 0.93, 1.09) €538

Abbreviations: Cleconfidenca intervaly; MI-myocardial infarction; ACSeacuta coronary syndrame.
*p-Velus is obtained trom & log-raok test.
“*Nonfatal MI iocludes silent MI.

Prugram: EP. {1 88GG1C. SASPGN(CPCTHER 1) Data: RNP.SAS.H3SM. L. ¥CGUIOSA . PINAL. MAIN Outpute RMP.H7$0.G3T0.PINAL (CVTHERPRA)

Kaplan-Meier Curves of Coronary Death
All Randormized Patieats
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1 Logrank test p-Value: 3139
Hazard ratio (g';m.lCoxmdel): 092 -
5% CIL: 0.77- 1.09 -
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th

T T T T T T T

3 4 5 6 7
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o

Cummlative no. of events : No. patients at risk Years
Placebo 0: 5057 38:4914  93:47)3  136:4529 123:4358 1225:3868 265: 1689
Ralox 0:5044  32:4931  B1:4782  116:4619 172:4£23 225:3921 244:1738

Prograny RMP H3SSGGIO.SASPGM(CVCGERL) Ouput: RMP H35G.GEHO FINAL(CVGKMOOD)

Figure GGIO.11.5. Kaplan-Meier curves of coronary death for all randomized patients.
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Figure GG10.11.6. Kaplan-Meier curves of nonfatal (including silent) Mi for all randomized
patients.

269



N i

Clinical Review

{Bhupinder S Mann MO}

{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}
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—— Phrsbo
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Cummlative no. ofewnts Ne. paﬁems at risk. Years
Placebo 0:5057 50-4868  79:4652 113:4435 140:4252 165:3731  181:1622
Ralox 0:5044 41:4892 66:4719  99:4528 128:4311 159:3802 1661681

Progranr RMP H3SSGGIO SASPGM(CVOGKMI)  Outpat: RMP HISG.GGIO. FINAL(CVGEMHAC)

Figure GGI0.11.7. Kaplan-Meier curves of hospitalized ACS other than M! for all
randomized patients.

Table GG10.11.22. Incidence Rate of Coronary Primary Endpomt and Coronary Events

(All Randomized Patlents)

Placebo Ralox

{N-5057) (R-5045}

. (h) Patient- Incigence rate* a (W) Patient - Incidence rate*  ABR**

yedrs of par 1000 years of per 1000 per 1000

Corcnary endpoint follow-up patients tollow-up patients patiants
Coronary primary endpoint 5§53 (10.54) 25578 1.62 $33(10.57}) 25339 20.55 3.21
Cororpary death 273( S.40) 26403 10.31 253 ( 5.91) 26786 9.€5 3.63
Fonfatal I iocluding silent WX 208¢ 4.11) 26027 7.99 183 ( 3.63) 16369 6.9¢ +.€7
Hoapitalized ACS other than !I 185¢ 31.66) 25982 7.12 169( 3.3%5) 26301 6.43 2.3%7

Abbreviatious: )a-nyucuma]. mtarctlxm, ACS~acute coromary eyndrome.

‘Incidenice rata 1d calculated as the mimber Of patlents who developed the event of Intaerest dfvided by the patient-years ot
follow-up.

*eabsolute risx reduction (ARR) 1s calculated by subtracting the cumlative incidence of the ralorifena arm from that of the
placebo arm, where cumlative incidence ia eatimated uging 1- axp( I*T), I 1e the incidence rate, and T s the average pattent-years
of follow-up in each arm.

P:ogruu RMP.HIISGGTO. SASPGN(CVCTIR1} Dataz FMP. SAS. 35 L. ¥CAATOSA . PINAL. MAIR Output: RMF.H3IFO.GGLO.PINAL (CVIIRPR)

il,‘ }mz‘r"'"c This

o e Sl b oF
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Sensitivity Analyses of the Coronary Primary Endpoint (11.4.3.2.)

The following sensitivity analyses were conducted to investigate whether the observed effect of
raloxifene on the coronary primary endpoint was robust with respect to the subsets of interest or
potential confounding factors: '

O

An analysis of the coronary primary endpoint in the per protocol (PP) population,
primary prevention population, and secondary prevention population

An analysis of the coronary primary endpoint stratified by country

An analysis of the coronary primary endpoint adjusted for baseline risk factors

Consistent with results from the analysis on the ITT population, there was no significant
increase or decrease in the incidence of the coronary primary endpoint in patients
assigned to raloxifene compared to patients assigned to placebo, in the PP population
(Table GGIO.14.19, Figure GGIO.14.4), the primary prevention population (Table
GGIO.14.20, Figure GGIO.14.5), or the secondary prevention population (Table
GGIO.14.21, Figure GGIO.14.6).

There was no significant increase or decrease in the incidence of the coronary primary
endpoint stratified by country (Table GGIO.14.22).

To determine whether the observed effects of raloxifene in the primary analysis of time-to-event
were confounded by baseline characteristics, analyses were performed adjusting for baseline
risk factors.

o}

@]

A baseline characteristic was considered a risk factor if it significantly affected the
endpoint of interest in a univariate analysis and in the final multivariate adjusted model.
The following risk factors were significant in the univariate model and remained
significant in the final multivariate adjusted model in the time-to-event analysis:
ACE inhibitor or angiotensin receptor blocker use at baseline

Age (<65, >65 and <70, 270)

Aspirin use at baseline

Calcium channel blocker use at baseline

Cardiovascular risk score at baseline (<5, >5 and <9, >9)

Diuretic use at baseline

Lower extremity arterial disease at baseline

Diabetes mellitus at baseline

Prior myocardial infarction

HMG-CoA reductase inhibitor use at baseline

O OO 0O OO0 000 o0

After adjusting for baseline risk factors, there was no significant increase or decrease in the
incidence of the coronary primary endpoint between treatment groups (Table GGIO.14.23).

Subgroup Analyses of the Coronary Primary Endpoint (11.4.3.3.)

The potential effects of raloxifene on the incidence of the coronary primary endpoint were
examined for predefined clinically relevant risk factors (Table GGIO.9.4). The treatment-by-
subgroup interaction was not significant for any subgroup, indicating that raloxifene did not
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e’

affect the incidence of the coronary primary endpoint in the subgroups analyzed (Table
GGIO.11.23).

Table GGIO.11.23. Subgroup Analysis of Coronary Primary Endpoint (All Randomized
Patients)

Placedo ®alox
{Ma805T) {Ne5044) Hazard ratio nteracticn
Subgrovp x LS ® a (% {95% cI) p-Value*

ACE<=§§ 1888 103( 9.0%} 1641 166¢{ €4.47} c.a4( 0.60, 1.04)

€S<AAR<TOC 121y 134{ ».3%) 1252 130(10.38% 1.09( a.46, 1.40)

AGE>«T0 1960 219€(12.53) 1951 3I47{12.66}) 0.97( 0.91, 1.16)
Racs 8070

caucagian 42147 461(10.6§) 4234 4€1(10.42) 0.94( 6.03, 1.08}

K11 other racas a10 12{11.34) e10 22{11.36) c.98( 0.74, X.31}
Body mees index {kg/ni} at busaling 8148

<=32§ 1330 138(11.23) 1186 136(11.47} 1.01( 0.80, 1.29)

>28 End <30 2013 1312(10.53} 2039 203( 3.96} 0.93( 0.76, X.12}

>0 1758 202({11.13) 1605 192(10.64) Q.83{ 0.76, 1.13}
Prior myocardial infarction -950%

Yar 1460 145(16.639) 1482 236(15.96) 0.94{ .79, 1.13)

No 3588 3068{ ©.59) 3562 29¢( 9.317) 0.96( 0.82, 1.13)
Prior angina pectorls witn coronary digease -2211

Yaw 1639  222(13.55) 1702 203 (11.92} 0.86¢( C.71, 1.04)

. Ro 2419 3I31( 9.66) 3161 330( .94} 1.00( 0.86, 1.17)
Prior coronary artery bypass surgery or catheter basaed corgnary ravascularizationm <8595

Yag 1464 172(11.7%) 1680 176(11.14) 0.83( 0.76, 1.1§}

No 3593 341{10.60) 3464 357{10.31) 0.96( 0.031, 1.10)

mmaxmm CI«confidence interval.
“Interaction p-Value is obtiined from a4 Cox modal: year*censorstherapy + subgroup + t:ncrapy"ouhgrcup

Program: #MY.H1§90G10.8RIPGM{CVCTER2} Data¢ RMP.SAS.HIEN.L.MCGATOSA ., PINAL .MAIN Qutput.« FMP.HIS0.GGIC.PINAL (CVIBBGRF)

Placeba Ralox
(R=S5057) {H-5044) Hazard ratio Interaction

Subgroup g n (%) 4 o (% (95% CI) p-value*
Lowar extremity arteridl diseige at baselina .9508

Yas 540 72{13.13) 543 70(12.89) 0.94( 0.68, 1.31)

No 4516 461(10.65) 4501 463¢(10.29) 0.95¢ 0.684, 1.08)
Diabetes saellitua at baselinae <3136

Yoz 1309 206 (12.39) 2298 262(11.40} 0.688( 0.76, 1.06}

No 1734 264( 9.66) 2736 269( 9.81} 1.01( 0.85, 1.20)
Current emoker at baseline ’ .6290

Yea 649 6€1( 9.40) €07 51( €8.40) 0.87( 0.60, 1.26)

No 4400  492(11.16) 4437 482(10.8€) 0.96( 9.85, 1.09)
Hypertemsion at baseline .9236

Yes 3935 439 (11.13) 3929 421(10.72) 0.95( 0.93, 1.989)

No 1121 115(10.26) 1118 111{ .96} 0.96( 0.7¢, 1.25)
Hyperlipidemia at baselina <9424

Yeag 3701 400(10.81) 1680 345{10.46) 0.95( 0.82, 1.99)

Na 13306 150{11.248) 1342 145(10.80} ¢.96( 0.76, 1.20)
Cardiovaacular risk score at bageline 2261

<=5 1836 114( 6.2L) 183§ 116( €.32} 1.01( 9.798, 1.311)

>5 and <e§ 1757 1168(12.41) 1712 224£13.0@) 1.04( 0.86, 1.25)

>3 . 1464 211(15.10) 1497 193(iz2.@9} 0.63( ¢.64, 1.01)

Abhreviationg: CI.confidenca intexrval.
*Interzction p-Value ia obtained from a Cox model« Yeartcansor-therapy + mmgxoup + therapy“aubgroup.

Program: JWME.H3ISSGGIO.SASPGHM (CVCTHRL) Datas PMP.SAS. HISK.L.MCGGIOSA.FINAL.MAIR Output :« PMP.HI$0.GAIO0.PINAL (CVTSHGRY)
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Placaeba Balox

{R«5087) {Na50€4) Haxard ratio Interaction
Subgroup ¢ a (%) " n (%) (9%% €I} p-Value*
MG -Cok redoctase inhibitor use at basaline : .4021

Tas 2361 1318(14.04) 2392 236( 1.91) 0.97( ¢.q1, 1.16)

No 1670 313{11.72) 2631 295(11.21) 0.94{ ¢.€0, 1.10}

Aspirin ude at basaetine -5920

Yas 2868  3€9({12.94) 21946 146(12.16) 6.93( v.a3, 1.00}

Na 1166 182( 4.40) 2167 195(¢ €.54) 1.00¢ 0.61, 1.27)
Bata-blocker usae at baseline . .1212

Yax 2361 a717{11.72) 2431 I71{i1.18) 4.%3( 0.7%, 1.10}

o 2668 174{10.27) 15921 260(10.47) 0.97¢ ¢.82, 1.18}

Catasum channal blocker use at baseline -833€

Yag 1800  240{1%.31} 1779 221(12.43) 4.91( 0.76, .09}

3231 311( 9.6€3) 33234 3110( 9.89) g.90( 0.84, X.1S5)
ACE Inhinhttor or angiotensin receptor hlockéer use at baeeline <8144

Yes 2424  3G4(12.54) 2469 302{12.21) 0.96( 0.42, 1.13)

No 1607 247( 9.47) 2544 22%( s.00Q} 0.93(¢ 6.7a, 1.12)

Diuraetic uge at baseiine .27531

Yeg 1956 2179(14.21) 2036 26€2(12.97) 0.€8{ 0.74, 1.04)

o 3478 173( 8.90) 2977 269( $.04) 1.01¢ C.95, 1.19)
Abbreviations: CI«gonfidence iutervils HNG-COR-hy Y hyl = 1. Y A; ACReangiotensin converting enxywmea.
*Interaction p-Value is obtained from 3 Cox modal: year & + T + therapy*subgroup.

ne. 0. SASPGM (CVCTHRT ] Data: XMP.FAS.HISK.L.MCGGIOSA. PINAL .MATH Output: FMP.HISO.GGIC.FINAL (CVISBARP)

ECG Compliance and Findings (11.4.3.4.)

Electrocardiograms were scheduled at baseline, Year 2, Year 4, and the final visit, if not
performed in the 3 months prior to the final visit. Almost all patients had an ECG tracing
performed at baseline (99.88%). Compliance with ECGs was consistent between treatment
groups at all scheduled times (Table GGIO.11.24).

At baseline, 40.73% of patients had an abnormal ECG but this did not differ significantly
between treatment groups. Of those patients with an abnormal ECG at baseline, significantly
more raloxifene assigned patients had an ECG showing atrial fibrillation or flutter as compared
to placebo-assigned patients.

At Year 4 and the final visit, significantly more placebo-assigned patients had abnormal ECG
readings compared to raloxifene-assigned patients (Table GGIO.11.25).

For patients with a normal baseline ECG, significantly more placebo-assigned patients developed
a subsequent abnormal ECG than raloxifene-assigned patients; the proportion of patients in the
placebo group with pathologic ST-T depression was significantly greater than in the raloxifene
group (Table GGIO.11.26).

Table GG10.11.24. ECG Compliance (All Randomized Patients)
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A T T TR T T R T R Y T T T T T T W T T W TR TR I ¥ 1 MY T T R M R TS Y W W e w Wy W w Ty

Plrceba Ralox Yotkal
{Ra5A57) (HeSQ4a4} (R« 10201}

Yaars in study {(visit) n (%] n (%} n (%) p-Valuat
Basaline {2}

Eligibla patients (aj 5087 5044 10101

HCGe parfarmad 5083 (99.92) 5026{99.64) 10Qa9(J59.4a4) - 246

ECG evaluatiom forms raceivad 5OS3 (99.92) 5034 (99.80} 10087(99.d6G) . 108
2 yaars (7) :

Rligible patients {a) 4693 4763 9456

ECOe performed 4360{92.69) 4431 ({53.013} 87a1{%2.46) 523

ECG evaluation forms racaivad 4341 (92.50) 4419 (92.78} B760({92.64) .604
4 years (11}

Bligible patients {(a) 4326 4401 a727

ECQe performead - 218946 (89.92) 3967490.14} 70857 (90.03) .738

BCEG aevidluation forms recaived 30877449.42) 3952(89.60) 7629(89.T1) . 796
Study conclusica (Final visit}

Eligible patiante (D) asTs 4060 ag3s

RC@s parformad 35644(89.37) 1593 {a9.50} 7141¢{86.43) . 340

RCG evaluation forms raeceived 3430(86.20) 34832 (06,76} 6912({685.94) 8TX
Othar

ECGE parformed 104 79 103

ECG evalusticm forms recelived 42{40.34) 40(50.63) 82(44.0%)

*p-Value is obtained from a Pearson's Cht-square test.
“*patient aetther had am ECG performed at an unscheduled vigit, or complaeted a final visit
prior to study conclusion and had an RCG performed as part of those vislt procedures.
(2} & patient 1s considered eligible for an ECG through the last visit at which study
information regaraing the patlent 1s avallabla.
(b} A patient ia considered eligible for an ECF at study completion if more than thrae
months had elapsed since the previous astudy ECG.

Programn: RMP.HIE&IGGIO. JASPGM({CVCTCHRL)
Data: RMP.SAS.HISK.L.MCGGIOSA.FINAL .MAIN Cutput: RMP.HI20.GGIQ.FINAL (CUTRCME)
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Table GGI0.11.25. ECG Findings by Visit (All Randomized Patients)

T T N T o T T T o T T I T R T T T YN T T T X T Y T e W T T T W W W W W R W N T T W W P A W T v

Placaba BR1oX Total
(H«S0&67} (NaEG44) {N«l0101} .
Yaears in study (viait) o {%) B (%) n (L3 p-Value*
Basgalina (2}
ECG evaluatiom forms raecaived 80%3 ¢34 194987
Tracing not assassahla . a7¢{ 1.72} 91¢ I.81} 1784¢ 1.76)
Tracing aasessable 4066{99.28) 4943(56.18} 9909 (90.24)
¥ormalk 2914{58.68) 2959(59.06) 5873 ({59.17}
Abnornal 2052 {41.32) 1984 (40.14) 4026 (4G.73) .1306
Dafinite Q-wava MI §571{27.63) $45(27.47} 11316 (27.65) .4318€
Pathologic ST-T depression 387{(14.06) 400¢20.16} 787 {19.50) .6€03%
Conductica digturbences 720(35.08) €79{34.17} 1398 (34.64) .2467
Atrial fibrillation ar flutter 96¢{ 4.64) 128{ 6€.45) 224( S.58) .0291
Ventricular hypertrophy §79{33.09) €37{232.11) 1316 (32.63) .71338
2 years {(7) .
ECG evzluation forms recailved 434X 4419 9760
Tracing not assessable 9a{ x.07) 97¢{ 2.20) 187{ 2.13)
Tracing assessable 428X{97.93) 4322¢{97.80} 5T (97.47)
Rormal 2473(58.17) 2598{8§a.11} 07X (59.18)
Abnormal 1770 (41.63) ITI4{J9.89F 3I502(40.98) .0602
Dafintte g-wave MI 482(27.67}) 462{27.96} 974427.01) .7681
Pathologic ST-T depression 336{14.%9) 340¢19.72} 676 419.3Q) .8462
Conducticn disturbences 665({37.40) 604(35.03} 1269 {3€.24) .0747
Atrial fibdbrillatiom ar flutter 103( S.T7¢) 131 7.60} 334¢{ 6.68) 0612
Ventricular hypertrophy 6§12 (28.80) S10¢{30.05) 1030 (29.41) .0097
4 years {11}
ECQG evaluation forms raeceived 3877 3962 ! T42¢
Tracing not assessable 94( 2.42) 102{ 1.58) 196¢ 2.50)
Tracing assegsable 3783(97.54} 36850(97.42) 7633 {97.50)
Normat 2%67({§7.28} 2397(59.92) £474({808.61)
Abnornat 1616 {42.72) 1543 {40.08} 31169(41.39} Q192
Defintte Q-wave MI 438(27.10) 436¢268.26) e7T4(27.67} 97583
Fatholegic ST-T depressicn 308 (19.06) 279¢16.02) /96 (10.5%) .3332
Conduction disturbances 634(19.23) §91¢36.30} 1226 {348.78) .2067
Atriar fibrillatiom or flutter 168( 6.75) X13( 7.32}% 222¢ 7.063) LT712
Ventricular hypertrophy 438 {26.92) 438428.39) 073 (27.64} .ga3sg
Study conclusicn {(Final visit)
BECG evaluatton forms receivead 3430 3442 6912
" Tracing not asseasable X07( 3.12) s8¢ 2.81) 205( 2.97)
Tracing assesgable - 3323(96.684) 3384(97.19} §707{97.03}
Normal 1800(54.17) 1947{57.54) IT4T{6E .87}
Aboormal 1523 (45.83) X437(42.46) 2960 (44.13) Q085
Dafinite Q-wave ML 373{24.49) 355(24.70) T728¢24.59) .SI15
Pathologic ST-T depression 309 {20.29) 27TQ(18.79} §79(19.56) .XQ1§5
Conducticn disturbances 613 (40.25) SET({3IB.76} 1176 (39.53) .G902
Atrisl fibrillation or flutter 3134{ a.14) 129{ 8.91) 252 ( a.51} .7826
Ventricular hypertrophy 4315(27.2%) 425¢29.54) 840 ¢24.38) .6897

.......... T T e e T T e R T N T T T T e M T T m T G e T T m Ay T T N AT N T My T m N T = e

*p-Vdiue 1is chtained from a Pearscm’sa Chi-square test.

Progran: BMP .HI8SGGIO.SASPAM(CVCTECGT )
Data: FMP.SAS.HISK.L.MOGGIOSA.FINAL .MAIN Cutput :+ RMP.HI%0.GGI0.FIKAL (CVIRCGVE]
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Table GGI0.11.26. Abnormal Post-baseline ECG Findings (Randomized Patients with
Normal Baseline ECGs)

Placebo Ralox Totak

{R«2924} {N-2959} {(H»8a73)
n  {%) n (%) n (%} p~Vaiua®
Abnormal postbesaline BCG findings 624{21.4%] §62{18.99) 1186{20.19} .a2q8
Datinite Q-wave MI i8{ 2.988) 21{ 3.74) 39( 2.29} 6643
Pathologtc S8T-T Cepression - 264({42.31) 2X7{36.63) 481 {40.56} Q159
Couductian disturbanceas 254 (40Q.71) 233{11.46] 187 {42.0€6} 24319
ktrial rfibrillation or fiuttar . 59( 9.46) 42¢ 7.47) 101{ 8.52) 0744
Ventricular hypertrophy 113 (1€.11) 108{19.22) 221(18.63} €463

R R L L e A 0 T W TN W W Pwremm oy -y . R s vy .

*p-Value ig obtainad from 2 Pearscn's Chi-square test.

Prograns BMP.H38SCGX0. SASPAOM (CVCTECGL §
Date: FME.GAS .BISK.L.MOSGIOSA.FINAL . MAIN Cutput « RMP.HIE0.GCI0.PIKAL (CVTRCGAR )

Analyses were also performed among patients in the primary and secondary prevention
populations who had ECGs classified as normal at baseline.

In the primary prevention population, a significantly greater proportion of patients in the
placebo group compared to those in the raloxifene group with a normal baseline ECG were
identified as having an abnormal post-baseline ECG; the proportion of patients in the placebo
group with atrial fibrillation or flutter was significantly greater than in the raloxifene group
(Table GGIO.11.27).

In the secondary prevention population, there was no difference between treatment groups in
the proportion of women with a normal baseline ECG who had a post-baseline abnormal ECG;
significantly more patients in the placebo group had a post-baseline ECG showing pathologic
ST-T segment depression compared to the raloxifene group (Table GGIO.11.28).

Table GG10.11.27. Abnormal Post-baseline ECG Findings (Primary Prevention Population
Patients with Normal Baseline ECGs)

Placebo Ralox Total

(N=1713} (N=1699) {H234%2)
n (%) n (%) n t%: g—vuue*
Abgormal pestbaseline BOG findings 328(19.18) 265({15.60} §93(17.39) Q062
Pefinlte Q-wave MI S 2.74) 9{ 3.40) 189{ 3.94) L9661
Pathologic ST-T depressicn 108¢32.93) 94(35.47) 202(34.06)  .3164
Conduction dlsturbances 146{4¢ .21} 121{45.66} 266 (44.496) 14335
Atrtal rfidriliatiom or flutter 33({X0.06} 37( 6.42) 50( 9.43) 0244
Ventricular nypertmpny ) 69(21.04) §:(19.28J 120{20.24)  .1037

‘p—valua is ontamed fl’.’Olll a Pearscn‘*s Chi-square test.

Progranks PMP .HIiSSGGIO. S’ISPG((CVCTEX}GI)
Data:« FMP.SAS.HISK.L.MOGGIOSA.FINAL .MATH output: RMP.HIS0.GGIO.PINAL{CVIRCGAR)
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Table GGl0O.11.28. Abnormal Post-baseline ECG Findings (Secondary Prevention
Population Patients with Normal Baseline ECGs)

R D R R R el T Rupp———— P e ] ER R R R L R RS R L

Plocebo Ralox T Tatal

{N«31201} {H«1260) . (Ma2461)
n (%) n () B (% p-Value*
Abnorual postbeseline ECG finaings 296{24.65)} 197423 .87} §93{24.18} 8332
Datinite Q-wave MI ¢ 3.04% 124 4.04) 21{ 3.54} <5842
Elthal.ogic 8T-T daprassion 156(s2.70) 122¢41.41) 279 {(4T.CE) .Q11€6
tion diat 109 {316.Q2) 1312437.71) 231.{37.27% 8712
Atrial fibrillation or flutter 26( 6.714) i8¢ 9.42) §1{ 4.€0) 7831
Vantricular hypertrophy £4(12.86) §7{19.19) 101 (XT.03) .2821

_*p-Valua 1is obt&mdd from & Ecarm'a ChA -square tcst:.

Progran: BMP.HI8SGGX0.SAIPAM{CVCTECGL )
Datas RMT.FiS.HISK.L.MOIGIOHA.FINAL . MAIN Output : BMP.H3ZS0.GEI0.FINAL (CVTHCGAS)
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Other Analyses of the Coronary Primary Endpoint (1 1.4.3.5))

Some patients experienced more than one coronary event during the study. Analyses of the
patients who had multiple coronary events were performed to assess potential differences
between treatment groups in terms of time to the most serious coronary event, to assess
whether raloxifene reduced the recurrence of events, and to assess whether raloxifene
prolonged the average time between coronary events for a given patient. Among the 3
coronary primary endpoint events, coronary death was considered the most serious, and
hospitalized ACS other than MI was considered the least serious.
There were no significant differences between treatment groups in terms of:

o The time to the most serious coronary event

o The number of patients experiencing more than one coronary event (recurrent events)

o The average time elapsed between initial and subsequent coronary events (Table

GGIO.11.29, Figure GGIO.14.7).

Table GGI0.11.29. Time-to-Event Analysis of Multiple Coronary Primary Endpoint Events
(All Randomized Patients)

Placebo Ralox
{N~5057) (H-804¢) Hazard ratio Kean years hetween aventat*
Coronary endpoint n (%) n (%} (95% CI) p-Value* Placebo  Ralox
Wst sartous corcpary eventtee $53(10.%4) §37(10.57) 0.95( 0.84, 1.07] .3999
Recurrant coronary event .
First event 552(10. 94} $33(10.87) 0.95( 0.64, 1.07) -4038
8acqoud event X22( 2.41) 92¢ 1.81) 0.80¢( 0.61, 1.05) -1042 0.81 c.9¢
Thira avant 29( 0.55) 17¢ 0.34}) Q.61 0.33, X.12} .108% 1.00 0.66
¥ourth evant T( 0.14) 1t 0.04) 0.24( 0.05, 1.17) <0767 0.67 0.77
Fiftn evaut 2( 0.04) 1¢ c.ad) R/A R/ 0.29 0.23
S$1ixth avent 0{ 0.00) 1{ 0.02) .77 N R/ 0.00 ¢.03

Abbreviationss CI-confidence interval.

*p-Valuda 18 obtained Irom 4 log-rank test {Or NOGL gericus dvent, from 4 PWP-GT model for recurrent evante.

**Maoau years batween the rirst ind second events, the geccmd and tnird events, the third and the fourth avents,

and tie fourth and fifth events for each treatment arm.

¢v*Coronary deith is consldered the nost serious avent, followed by nonfatil MI, with hogpitalized ACS other than NI baing
congiderad tha least saericus.

Program« RNP.H3S£GEI0. SASPQL(CVCTHR 2) Data: BMP.SAS.H3ISM.L.MCGGIOSA.PINAL. MAIN outpute¢ RMP.HISO.GGIO.FINAL (CVTHEMOUL)

Lag-time analysis

In the protocol design, a raloxifene treatment benefit lag of 9 months for the coronary primary
endpoint was assumed. Thus, a lag-time analysis was performed to assess differences between
the two time periods consisting of the first 9 months after randomization and the time thereafter.
o There were no differences between treatment groups in the two time periods assessed
(Table GGIO.14.24). :
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Other Secondary Endpoints (11.4.4.)

Statistical analyses of secondary endpoints are presented in the following order:
o Combined cardiovascular endpoints (Section 11.4.4.1)

Stroke (Section 11.4.4.2)

VTE (Section 11.4.4.3)

All-cause mortality (Section 11.4.4.4)

Revascularization and amputations (Section 11.4.4.5)

Fracture (Section 11.4.4.6)

All-cause hospitalization (Section 11.4.4.7)

o 0 O 0 0 O

Combined Cardiovascular Endpoints (11.4.4.1.)

The effect of raloxifene on the incidences of the following combined CV endpoint events was
assessed (Table GGIO.11.30):
o CV death, nonfatal (including silent) MI, hospitalized ACS other than M1, or stroke.
o CV death, nonfatal (including silent) M, hospitalized ACS other than MI, stroke, or
myocardial revascularization.

There was no significant difference between the raloxifene and placebo groups in the incidences
of either of these cardiovascular endpoint event combinations.

Table GG10.11.30. Time-to-Event Analysis of Cardiovascular Endpoint Combinations (All
Randomized Patients)

Placedbo Ralox

(H-50%57) {H-5044) Hazard Ratic
Cazdiovascular eundpoint combinaticm -3 ®) n %) (95% CI) p-valua*
Cardiovascular death, nonfatal MI, hospitalixed ACS other than MI, 767 {15.17} 7Q9(15.64) 1.02¢{ 0.92, 1.12) -7584
or atroke
Cardtovascular death, nonfatal MI, hospitalized ACS other than MI, 1041 (20.59) 1067 (21. 15} 1.01( 0.93, 1.10} .8021

stroke, or myocardlal revascularization
Abbreviations: CI-confidance intervils ACS-acute COronary syndromar M-nyccardial infarctiom.
*p-Valua 1s obtained froa a log-rank test.

Programi: RMP.H3SSGGIOQ.SASPGH{CVCICMBL} Datac RWP.SAS.HISM.L.NCGGIOSA.FINAL. MAIN Output: RMP.HISO.GGIO. FINAL (CVTHRCME}
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Stroke (11.4.4.2.)

Effect of raloxifene on the incidence of all strokes was evaluated in prespecified and post-hoc
analyses. _

o A total of 539 patients (260 in placebo, 279 in raloxifene) were reported to have had at
least one stroke during the study period. In these 539 patients, 473 patients (224 in
placebo, 249 in raloxifene) had at least one adjudicated stroke.

o All stroke analyses were based on the 473 patients with an adjudicated stroke,
unless otherwise specified.

Analysis of Stroke Endpoint (11.4.4.2.1.)

Table GGIO.11.31 presents results of the time-to-event analyses of all strokes, and of
hemorrhagic and ischemic strokes by pathogenesis; and Table GGIO.11.32 presents the post-hoc
analyses of incidence rates for all strokes and each subtype.

o There was no significant increase or decrease in the incidence of all strokes (Table
GGIO.11.31; Figure GGIO.11.8, Figure GGIO.14.8) or any stroke subtype in the
raloxifene group compared with the placebo group.

o In post-hoc analyses, there were no significant differences between treatment groups for
hemorrhagic or ischemic strokes categorized according to pathogenesis (Table

GGIO.11.31).
Kaplan Meier Curves of All Strokes
All Ramdonuized Patienfs
H3S-MC-GGIO: Raloxifene Use for The Heart RUTH)
70
— Placcbo ‘

o 601 [727 "= -

g Log-rank test p Valua: 3034 -

g Hazard ratio (from Cox model): 1.10 Lot

2 501 os%cr 092- 132 _ -

8 -

g 40

G on-

3 30

o

3

= 201

;

101
0 T 1 L3 L3 A T 1 k] A T
0 1 2 3 4 5 6 7

Cunuilative no. of events : No. patients at risk Years
Placebo 0:5057 35:4889 74670 118:4447  148:4263  187:3762 M1 - 1627
Ralox 0:5044 40:4807  R2:4719  124:4533 167:4326 216:3799 2421680

Prograny RMP H3SSGGIO SASPGMICVCMSTRE) Output: RMP H3SG.GGIO PINAL(CVGKMSTE)
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Figure GG10.11.8. Kaplan-Meier curves of all strokes for all randomized patients.

«

Table GGIO.11.31. Time-to-Event Analysis of Stroke Endpoint (All Randomized Patients)

Plicebo

Ralox
(Ra50S7} (N«5044)

o (&}

Hixard ratio
{98% CI}

Haemorrhagic strokae 10{( ¢.59) 18( 0.36) 0.35{ 0.33, 1.06) 0742
Primaxy intreceredral 17( 0.24} 2%¢ 0.22) 0.64( 0.30, 1.36} .3401
Primary subarachnoid haenorrbage €{ 6.13} 3{ 0.06) Q.49( Q.13, 1.97} .3074

q icn of 1schi c T{ 0.10 3( 0.06) 0.42( 0.11, 1.6} -19as
Undeterxminad o{ g.00) 1( 0.02) W/ /A

Ischaenic stroxe 171 ¢ 3.349) 198( 3.93) 1.15( 0.%3, 1.41) 1803
Atheroma 11¢ 0.22} 18{ 0.36) 1.€2{( 0.77, 3.42) <2018
Lacune 9( a.163 a{ 0.16) 0.39( 0.27, 2.63} “9912
Cardicaenbolism 11( 0.23) X0( 0.20). 0.%0{ 0.3¢, 2.12) -8114
Other documented cause 3¢ a.06} 4{ 0.08) 1.31( 0.29, S.¢7} 7182
Undeterminad 141( 2.79% 164¢ 2.25) 1.315{ 0.912, 1.44} «222¢

Tndetemined 36( 0.59) 3s{ 0.77) 1.20( 0.80, 2.07} -301s

Abdraviation®: CYeconfidence interval.
¢p-Value is obtained from a log-rank test.

statistical teat i1s not performed when the
total nuaber of patiente in a category 1e lass than 5.

Program: RWP.HI198G5I0. SASPGH(CVCTHRTO) Data. m.m.msﬁ.n.mcman.rxnz.‘mx Outpute RMY.H380 .GAIO. FINAL {CVTERTG )

Table GGI0.11.32. Incidence Rate of Strokes (Post-hoc Analysis, All Randomized
Patients)

Placabo Ratox
{N«5057) (H=S044)
n (%} Pattent- Incidence ratew a (& Patient - Incidence rata*  ARR**
Years of par 1009 Years or Per 1coo per 1000
Stroke endpoiut follaw-up patients follow-up patients patients
All stroke 214( 4.43) 26053 8.60 249{ 4.99) 36329 9.46 -4.84
Hzemorrhagic stroka 30{ 0.89) 26445 31.13 18{ 0.36} 2WTET 0.67 2.35
Iachaenic strora 1731{ 31.38) 26134 6.54 199 ( 3.93} 26349 7.50 -5.24
Undetamineda 30( 0.59) 26439 1.13 39( 0.7T7) 26739 1.46 -1.79

*Jucigance rate 1g

calcutated as the mumber of patiente who devaloped the event of intarest divided by tha patient-years of

follow-up. .
“TApsolute risk reductica (ARR) 1s calculated Dy @ubtracting the cumulative incldence of the raloxifene arm from that of the
Placabo arm, where CUAnilative incidence 18 estimated using l-exp(-I*T), I 18 tha Lincidence rite, and T 1e the averags patient-years
of follow-up in @ach arm.

Program: BMP.H3SSGGIO.SASPGN(CVCTIRST)

Datar BMP.SAS.H1SK. L.MCGGIOSA. FINAL. MAXH Outputs RMP.HIRO0.GGIO.FINAL(CVIIRSTL)
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Senéitivity Analyses of Stroke (11.4.4.2.2.)

A sensitivity analysis of stroke was performed for the PP population (N=3348 raloxifene,
N=3407 placebo).
o There was no significant difference between treatment groups in the incidence of all
strokes in the PP population (Table GGIO.14.25, Figure GGIO.14.9).

Subgroup Analyses of Stroke (11.4.4.2.3.)

The potential effect of raloxifene on the incidence of all strokes was examined for predefined
clinically relevant risk factors (Table GGIO.9.5).
o The treatment by subgroup interaction was not mgmﬁcant for any of the variables
assessed, with the exception of smoking (Table GGIO.11.33).

The proportion of patients in the placebo group who did not smoke and had a stroke (4.7%) was
greater than the proportion of patients who did smoke and had a stroke (2.3%). Post-hoc analysis
showed this difference was statistically significant (p=0.005) (Table GGI0O.14.26). This
observation is inconsistent with epidemiologic data regarding the association between smoking
and stroke risk and was therefore, deemed not clinically relevant.

Although the CV risk score at baseline was significantly different between treatment groups, .
the effect of raloxifene on the incidence of all strokes did not differ by CV risk score categories;
thereby supporting the prior conclusion that the imbalance in baseline CV risk score was not -
clinically relevant.

Hypertension at baseline was considered to be present in any patient who reported having
hypertension and taking antihypertensive medications or any patient whose systolic blood
pressure was >160 mmHg or diastolic blood pressure was >95 mmHg on at least two
measurements prior to randomization (Appendix 16.1.1, Protocol GGIO[d], Section 3.4.2.1). The
effect of raloxifene on the incidence of all strokes did not differ by the hypertensive subgroup
using the baseline definition. Post-hoc subgroup analyses were performed using differing cut-
points of baseline systolic (<140, >140 to <160, and 2160 mmHg) and diastolic (<80, >80 to
<90, and 290 mmHg) blood pressure. The treatment by subgroup interaction was not significant
for either of these subgroups (Table GGIO.11.40).

Hyperlipidemia at baseline was considered to be present in any patient who reported taking
lipid-lowering medications, in any patient whose fasting LDL-C was >160 mg/dL

(4.14 mmol/L), or in any patient whose fasting HDL-C was <45 mg/dL (1.16 mmol/L) with
fasting triglycerides >250 mg/dL (2.82 mmol/L).The effect of raloxifene on the incidence of all
strokes did not differ by the hyperlipidemia subgroup using the baseline definition. Post-hoc
subgroup analyses were performed using different cut-points of baseline levels of total
cholesterol (£200, >200 to <240, 2240 mg/dL), LDL-C (=100, >100 to <130, 2130 mg/dL), and
triglycerides (<150, =150 mg/dL). The treatment by subgroup interaction was not significant for
any of these subgroups (Table GG10.11.40).
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Table GGI0O.11.33. Subgroup Analysis of All Strokes (All Randomized Patients)

Placebo Ralox
{Ra5057} {N-5044) Hagard ratio Interaction
Subgroup " (%) = n (%) {ss¢ I} P-Value*
Age (yrs) 7457
<=6S 14§68 58( 3.11) 16441 €1( 3.31) 2.04( 0.72, 1.40}
>$§8 ana <70 - 1219 S§( 4.51) 1251 T1{ 5.67} 2.24( 0.97, 1.76)
>=TC 1960 111({ $.61) 1941 3317{ €.00} 1.07{ 0.62, 1.34)
Race -6697
Caucasian 4247 183( €.31) 4234 207¢ <¢.@9} 1.12¢ 0.92, 1.37)
All other races 81C¢ 41( 5.06} €10 42( §.19} 1.01( 0.&6, 1.58}
Regicn €937
¥orth America S18  1X( £.27) SI¢ 30( S.94) 1.36¢ 0.79, 2.34)
Latin/south America €93 25( 3.64) 497 22¢ 2.20) a.es{ 0.49, 1.s0Q}
Waatarn Rurcpe 2343 106{ €.52} 2336 105( 4.49} a.99{ 0.7%, 1.29)
¥aetern Rurope 118€ S51( €.41) 1154 69( §.94) 1.322¢ 0.92, 1.19}
Africa 109 «{ 3.67) 106 4( 2.7} 3.02{ ¢.28, ¢.07)
Asia Pacific 251 16{ €.37) 247 19( 7.49) 1.22{ ©0.63, 2.37}
.Hody mass index (kg/n2) at dbasaline -690¢
<25 X330 53{ 4.3} 1186 49( 4.13) 0.95( 0.64, 1.4£0)
325 and <30 2013 92( €.57) 2039 10d( $.30) 1.314{ 0.86, 1.50)
>30 1790 7e( £.34) 1405 82( S§.19) 1.1&( 0.96., 1.§7)
Primary pravantion pepulation . <4461
Yeux 2561 113{ 4.41) 3506 118{ ¢.59} 1.02{ 0.79, 1.32)
¥o 3496 111{ 4.45) 2539 13¢( S.2@) i.16( o.9 1.81}
Lower extremity arterial diseiase at bageline . 3645
Yas S40  29( 5.37} 543 39( 7.1W) 1.35( 0.94, 2.19)
Ko 4516 195( 4.32} 4501 210( 4.67) 1.06¢ 0.€7, 1.29)
Abbreviationa: CI«confidence intervaly
*Interaction p-Value 1e obtained from a Cox model: yedr: ~therapy + + thermpy*subgrouyp.
Program« RMP.HISSGCIO.S8AEPCGM{CVCTSTES} Data: RMP.SAS.HIM.L.XCGIIOSA .FINAL. MAIN Qutput: EMP .HISO0.GGIO.FIMNAL (CVTERSTI)

Placebo 2alox )
{K<B057) (Na5044) Mugard ratio Interaation
Subgroup g o (%) w n (&) {95% CI) p-Valua*
Diavetes mellitus at baseline 6847
Tee 2309 129( 5.59) 2290 140( 6.09) 1.06( 0.93, 1.35)
Fo 273¢  95( 3.47}) 2736 109( 3.90) 1.14¢ 0.87, 1.51}
Qurrent emokar at baseline 40937
Yeo# 549 1s{ 2.31) 607 26( ¢.20) l.e¢{ 0.908, 3.44}
¥o te08 209( 4.74) €€37 223{ $.03} 1.04¢ 0.96, 1.26}
Hypartension at baseline .4587
Yais 3935 105( €.70) 3929 204( S.19} 1.09¢ 0.89, 1.33)
¥o 1121 39{( 3.46} 1115 45( 4.04) 1.14¢ 0.74, 1.75}
Hyperlipidemla at baselina .5303
Yag 3701 156( 4.27) 3600 170{ 4.62} 1.06( 0.66, 1.32}
Ro 1330 64( 4.01) 1342 78( s.alj 1.21{ 0.87, 1.68}
Cardiovascular risk score at baseline 1450
<=5 1836 62( 3.34) 1835 644 3.49) 1.01( 0.72, 1l.44)
>S5 and <=9 1757 83( 4.72% 1712 sa( 5.73) 1.20( 0.90, 1.61)
>9 1464 79( 5.40) 1497 ar{ s.21) 1.06( 0.79, 1.44)
Higtory of atrial fibrillation «858S
Yea . 229 26(10.%2) 253 32(12.45) 1.14( 0.68, 1.92)
Ro 4820 199( ¢.12) 4791 217( 4.%3) 1.008( 0.89, 1.31}
HMI-Coh reauctasa innibiter wse at baseline .6419
Taz 2361 ae( 3.73} 2302 104( +.37) 1.16( ¢.97, 1.54}
Ka 1670 136( 5.09) 2631 145( 5.S1) 1.06¢ C.04, 1.34)

Abbraviationgs CI-confidence interval; EMG-CoA-bydroxymethylglutaryl-coenzyma iy
*Interaction p-Value is obtailned from a Cox modals year*censor-therapy + subgroup + tharapy*subgroup.

) Program.: RMP.HISSCGIO.SASPGM (CVCTSTES) Datas: BMP.SAS.H3ISM.L.XCGGIOSA  #INRAL. MRIN Output: H¥P.HIFO.GGIO.FPINAL (CVIHRST3)
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Placeba Ralox
(H-5057) (5044} Hazird ratlo Interaction
&ubgroup o a (%" ) 4 n (% {95% c1} p-value*

Warfarin use kt bageline

Yas 19S5 1{ 4.€2) 221 1€¢ 7.21) 1.852( 0.67, 2.44)
Bo . 4836 215{ 4.41) 4791 -233( ¢.a6} 1.08¢ 0.9a, 1.30)
Aspirin use at baseline 6932
Yeu 2065 132{ ¢.61) 2846 150( $.27) 1.33( 0.%0, 1.43})
¥o 1166 92¢{ 4.29%) 2167 $9{ ¢.57} 1.08¢ 0.79, 1.4Q)
Non-ispirin antiplatelet use at basaline -606%
Yas 142 T{ £.93) 186 11( T.08) 1.40( 0.54, 3.62)
¥o 400% 317( €.44) 4997 230( €.90) 1.09¢ ¢.931, 1.31)
Beta-blocker uwaa at basaelina 6133
Yen 2363 107( ¢.83) 2431 129( $.31§ 1.15{ 0.69, 1.49)
o 2668 I17( 4.39%) 3802 130{ 4.€5} 1.05¢ a.91, 1.385)
Calcium ghannel blocker use &t baseline -7890
Yas 1900 €4( €.67) 1779 96( 5.€0) 1.14( 0.88, 1.52)
%o 3231 140( ¢.33) 323¢ 183( 4.73) 1.08{ 0.86., 1.2¢)
ACH inhibitor or ungiatansin receptar blodker use at baseline <4746
Xes 242€ J17( £.03) 2469 125( 5.0€) 1.03( 0.490, 1.33)
¥o 2607 197{ €.10) 2544 134( 4.87) I.17{ 0.91, 1.52)
Diuretic ugqe at baselina <1613
Yas 1956 104( 5.32) 2036 105( §.16€) 0.95{ 0.72, 1.24)
Ho 3075 1204 3.90) 2977 144 4.94} 1.23( 0.96€, 1.87)

Abbreviations. Ci-oonfidence interval;s lcl-ang!.otamm converting enxzyma. )
*Intaeraction p-Value 1s cbtained from a COX modele yaarecensor-therapy + aubgroup + tharapy*subgroup.

P .53 Datae WMP.SAS.HIEN. L.NCOGIOAA . ¥INAL, MATH Qutputs REP.E1S0.GGTO.FIMAL (CVIHRSTY)
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Venous Thromboembolism (11.4.4.3.)

The effect of raloxifene on the incidences of all VTEs and various types of VTE was evaluated
in a prespecified analysis. A post-hoc analysis of time to event for VTE by year was also
performed. :

o A total of 215 patients (88 in placebo, 127 in raloxifene) were reported to have at least
one VTE during the study period. In these 215 patients, 174 patients (71 in placebo, 103
in raloxifene) had at least one adjudicated VTE.

o Analyses of VTEs were based on the 174 patients with an adjudicated VTE,
unless otherwise specified. '

11.4.4.3.1. Analysis of VTE Endpoint

Table GGIO.11.34 presents results of the time-to-event analyses of the VTE endpoint, and Table
GGIO.11.35 presents the incidence rates for the VTE endpoint.
o A significant 44% increase in the incidence of VTE was seen in the raloxifene-assigned
patients compared to placebo-assigned patients (Figure GGIO.11.9, Table GGIO.11.34).
o This translated to an absolute risk increase of 1.2 VTEs per 1000 woman-years
(Table GGIO.11.35). \
o A significant 44% increase in the incidence of PE or DVT combined was seen in the
raloxifene-assigned patients compared to placebo-assigned patients (Table GGIO.11.34,
Figure GGIO.11.10). .
o This translated to an absolute risk increase of 1.1 PE or DVT combined per 1000
woman-years (Table GGIO.11.35).

Kaplan-Meier curves were generated separately for all DVTs (Figure GGIO.14.10) and all PEs
(Figure GGIO.14.11). ’
o Inacumulative time—to-event post-hoc analysis of VTEs, the incidence of VTE
did not differ significantly between treatment groups at the end of Year 1.
However, at the end of Year 2, the incidence of VTE was significantly greater in
the raloxifene group compared with the placebo group and this finding persisted
~ until the end of the trial (Table GGIO.11.36).
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Figure GGI0.11.9. Kaplan-Meier curves of all venous thromboembolic events for all
randomized patients. :
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Figure GGl0.11.10. Kaplan-Meier curves of deep vein thrombosis or pulmonary embolism
for all randomized patients.
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Table GG10.11.34. Time-to-Event Analysis of VTE Endpoint (All Randomized Patients)
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Table GGIO.11.35. Incidence Rate of VTE Endpoint (All Randomized Patients)
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Table GGI0.11.36. Time-to-Event Analysis of VTE by Year (Post-hoc Analysis,
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Sensitivity Analysis of VTE (11.4.4.3.2.)

Sensitivity analyses of VTE were performed for the PP, primary prevention, and secondary
prevention populations.
o In the PP population, the incidence of VTE was greater in the raloxifene group
compared with the placebo group, although this finding was not statistically significant
(Table GGIO.14.27, Table GGI0.14.28).
o In the primary prevention population (N=2506 raloxifene, N=2561 placebo),
raloxifene use was associated with a significantly increased incidence of VTE (HR 1.88;
95% CI, 1.20 to 2.95) and incidence of PE or DVT combined (HR 2.15; 95% CI, 1.32 to
3.49) compared to placebo (Table GGIO.14.29, Table GGIO.14.30).
o In the secondary prevention population (ie, patients with CHD), there was no
difference in the incidence of VTE between treatment groups (Table GGIO.14.31, Table
GGIO.14.32).
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All-Cause Mortality (11.4.4.4.)
Results for the prespecified and post-hoc analyses of mortality are presented in this section.
Analysis of Mortality Endpoint (11.4.4.4.1.)

Table GGIO.11.37 presents results of the time-to-event analysis of the all-cause mortality
endpoint, and Table GGIO.11.38 presents post-hoc analyses of incidence rates for all deaths and
the individual causes of death.

o A total of 1149 patients died during the trial; 1 1 8% of those were randomized to placebo
and 11.0% to raloxifene.

o There was no significant difference between treatment groups in the incidence of all
deaths (Figure GGIO.11.11).

Deaths were classified into CV and non-CV causes or cause of death unavailable (Table
GGIO.11.37).

o There was no between treatment group difference in the incidence of deaths due to CV
causes overall (Figure GGIO.11.12).

o There was a significant, 20% decrease in the incidence of deaths due to non-CV causes
in the raloxifene group compared with the placebo group. No specific disease category,
which included deaths due to cancer, explained this finding. The clinical relevance of this
observation is unknown.

o There was no difference between the raloxifene and placebo groups in the
incidence of death due to cancer.

= Two patients (<0.1%) died due to breast cancer, as determined by the
death adjudication committee; both patients were in the raloxifene group.
One patient (985/1151) was reported to have had a breast cancer but it was
not adjudicated as such; however, her cause of death was adjudicated as
being due to breast cancer (Section 11.4.2). The other patient (728/1041)
had an adjudicated breast cancer (Stage IIIB) and died within 2 years after
diagnosis with the cause of death being adjudicated as due to breast
cancer. v

Cardiovascular deaths were classified into coronary and non-coronary causes.
o There was no significant difference between treatment groups for coronary deaths or non-
coronary deaths (Table GGIO.11.37).

o Three additional coronary deaths (1 in placebo, 2 in raloxifene) were included in
the analysis for all cause mortality (ie, 529 events) (Table GGIO.11.37) than in
the analysis for the individual primary coronary endpoint event of coronary death
(ie, 526 events) (Table GGIO.11.21). These 3 deaths were deemed
unadjudicatable but were classified as coronary deaths by the adjudication
committee. Only adjudicated coronary deaths were included in the analysis of the
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primary coronary endpoint and the individual components; hence the discrepancy
in these numbers.

In those patients for whom cause of death was classified as due to a CY, non-coronary etiology,
98 deaths were due to a cerebrovascular etiology. All cerebrovascular deaths were due to
stroke.

o There was a significant increase in the incidence of death due to stroke in patients.
assigned to raloxifene compared with those assigned to placebo.

o The incidence of death due to stroke was 2.2 per 1000 women per year for raloxifene
versus 1.5 per 1000 women per year for placebo. Absolute risk increase in death due to
stroke of 0.7 per 1000 woman-years.
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.Figure GGI0.11.11. Kaplan-Meier curves of all deaths for all randomized patients.
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Table GGI0.11.37. Time-to-Event Analysis of All-Cause Mortality Endpoint (All
Randomized Patients)
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Figure GGI0.11.12. Kaplan-Meier curves of cardiovascular death for all réndomized
patients.
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Figure GGI0.11.13. Kaplan-Meier curves of death due to cancer for all randomized
patients.
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Table GGI0.11.38. Incidence Rate of All-Cause Mortality Endpoint (Post-hoc Analysis, All
Randomized Patients)
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Cardiavaacular death ISS{ 7.02) 26499 13.40 3€2( 7.18) 26764 131.52 ~1.46
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Ralated to undergoing a CAR 11( 0.22) 2649% 0.62 o{ 0.19) 26784 0.34 9.39
Coronary Cauge Unavailable 18( 0.36) 26499 g.62 2S( 0.50) 26784 0.93 -1.39
-Mon-coronary death 01( 1.€0) 26499 3.08 107¢ 2.11) 26784 1.99 -§.10
CRredrovascular disease 39{ 0.77} 26€499 1.47 S9{ 1.17} 26T 2.20 ~3.9%
Aortic,megenteric, ranal 11( 0.22) 26499 0.42 Is5({ 0.3¢) 16784 0.56 -0.80
Related to undergoing an MCAP 1( 0.021) 26499 .04 2( 0.0q) 26784 0.07 -6.20
Venous thromboembolic event $¢ 0.10) 26499 ¢.19 10{ 0.20) 26784 G.37 ~0.99
Xndacarditia/myocarattis 1( 0.02) 26489 0.G4 of{ 0.00} 16784 9.00 0.20
Valwvular diseasa 6( 0.11) 26499 .23 7{ 0.14} 28784 Q.26 ~%.20
Othexr non-coronary 0( 0.1€} 26499 e.30 §{ 0.10) 26784 a.19 o.89
Kan~CO Ciuse Unavailabls 10{ 0.20} 26499 a.38 9{ 0.18) 16734 a.3¢4 6.x9

Wezy 181 .00y CAD<COTOnary artery diseass; CAP-coranary arterial procedura.
+“Incidence rate 18 cilculated zs the nomber of patients who daveloped tha event o interest divided by tha patient-years of
follow-up.
*“*Abgolute risk reduction (ARR} 1s calculated by subtracting the cumilativa incidenca of the raloxifene arm from that of the
placebo arm, where cumilative incidence 1s estimated using L-exp(¢-I*T), I ia the incidence rate, and T is the avarage patient-yeara
Of follow-up 1n &ach arm. .

Program: REY.H3SSGGI0.SASPCM(CVCTIND) Datd« RMP,SAS. MISK.L.MCGGIOSA.PINAL. MATH Output: I .EI40.GGIO.¥FIMAL(CVIIRD}

a (% Patient- IR n (%) Patlent-  IR* ARR**
years of per 1900 . YORTs of per 1000 per 1000
COronary endpoint foliow-up patiente tollow-up patients patients

> Fon-cardtovascular daath 231( 4.57) 26499 8.72 26784 7.02 2.07
cancer 103 ¢ 2.04) 26493 3.89 26784 3.82 1.11

Breast camcer 0 0.00) 26499 0.00 26784 0.07 -0.40

othar camcar 103( 2.04) 26499 3.89 16784 *3.5% 1.50
Acaildental/suicide/Bomiclde 6( 0.12) 26499 .23 8¢ 0.16) 26744 0.30 -G.40

Other Wom-cardiovascular S7( 1.92) 26499 31.66 €1 1.21) 16784 2.28 §.98

Non-CV Cause Unavailablae 25( 0.49) 26499 0.94 22( 0.44) 26784 0.82 0.56

Cause of death unaveilable 2{ 0.18} 26499 0.14 4( o.0m) 26784 0.1s 0.99

Abbraviations: MI-myocardaial infarctions CAD-coronary artery disease; CAP«cOTOfary arterial procedure.

;Incidence rate is calculated as the numbar of patients who develcpad the event of interest 4ivided by the patlent-years of
follow-up.

“*kbgolute risk reduction (ARR) is calculated by subtracting the cumlative incidence of the raloxifene arm from that of tha
Placedo arm, whers cumilative incidence 18 estimated using i-exp(-I*T), I 13 the inctdence rite, and T 1s the average patlent-years
of follow-up in each arm.

Program« RMP.H1SSGGIO.BASPAM{CVCTIRD) Datac RMP.SAS.HISK.L.MCEGIOSA. PINAL. MADN output: SMP .H3IS0.GGIO0.FINAL(CVTILAD)

Appears This Way
Cn Gligingl

294



Clinical Review

{Bhupinder S Mann MO}

{NDA 22042}

{Evista® (Raloxifene hydrochloride, 60 mg}

Meder Cirves of Cerebrovasendar Desth
Kaplan-] i f 0
H3S-MC-GGIO: Raloxifene Use for The Heart (RUTH)

20
——— Plambo
- - Ralox

§

) rank test p-Valne: 0459

&/ L}é‘;ﬂm(gmcmmnzl_@ -

§ 95%CL 1.00- 224 H

=]

i

A

3

o

b

£

2

k|

g

O

0( 1 Ll T 1 1 M L3 T

0 1 2 3 4 5 6 7

Cunmlative no. of events : No. patients at risk Years
Placebo 0:5057 ~ 8:4009 13:4732  20:4539 27:43683  35:3861 3917
Ralox 0:5044  5:4934  12:4789  29:4612 39:4427 S51:398 58 1739

Program: RMP HISSGGEHO.SASPGM(CVCGEMCD)  Output: RMP H3SG.GGIO FINAL(CVGRMCD)

Figure GG10.11.14. Kaplan-Meier curves of cerebrovascular death for all randomized
patients.
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Exploratory Analyses of Stroke and Death Due to Stroke (11.4.4.4.2.)

The observation of an increase in the incidence of death due to stroke in the raloxifene group
compared to the placebo group is perplexing: there was no significant increase in the incidence
of all strokes in the raloxifene group, and no-significant increase in the incidence of death due to
stroke has been observed in previous raloxifene clinical trials. In an attempt to better understand
the clinical significance of this finding, exploratory analyses were performed for all strokes and
deaths due to stroke.

Baseline Characteristics (11.4.4.4.2.1.)

Baseline demographics and CV risk factors for patients who had a stroke and for patients who
died due to a stroke were compared between treatment groups.

Of the 473 patients who experienced a stroke, there were no treatment group differences in the
baseline demographics, except for heart rate and exposure to secondary smoke, both of which
were significantly higher in the patients assigned to raloxifene (Table GGIO.14.33). The
magnitudes of these differences are small and were not deemed clinically relevant.

There were no treatment group differences in the baseline CV risk factors for the 473 patients
who experienced a stroke (Table GGIO.14.34). Figure GGIO.11.15 and Figure GGIO.11.16
show the proportion of all randomized patients with a pertinent baseline co-morbid condition or
co-medication who had a stroke.

There were no treatment group differences in the baseline demographics (Table GGIO.14.35)
or CV risk factors (Table GGIO.14.36) for the 98 patients who died due to a stroke. Figure
GGIO.11.17 and Figure GGIO.11.18 show the proportion of all randomized patients with a
pertinent baseline co-morbid condition or co-medication who died due to a stroke.

CV risk factors for patients experiencing a stroke and for patients who died due to a stroke were
compared to the respective characteristics for all randomized women (Table GGIO.11.39).

o A greater proportion of patients who had a stroke or died due to a stroke were 70 years of
age or older, or had diabetes mellitus, lower extremity arterial disease, hypertension, a
prior M, atrial fibrillation, stroke, or TIA (Table GGIO.11.39). Although not assessed
statistically, these findings suggest the patients who had a stroke or died due to a stroke
might have had a higher attributable CV risk compared with the entire cohort of all
randomized women.
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. Placebo (N=5057)
SEd Raloxifena (N=5044)

% of stroke
in each subgroun by freatment

Numberof pattents: 229 253 433 421 €73 637 2309 2298 2436 1538 3935 3928 I 381

HMisloty ot Historyof  tsforyod Olabedes Prior  Hyperteqsion Hypedipidemta
alrtal strorkye venércutar CHO
worttation ar TiA nypecirophy
Baseline Co-morbidity

Numbers i bars repeesent aumber of strokes in the subgroup. .
Sources: CVTHRST3, CVISTER, CVISTVH

Figure GGIO.11.15. incidence of stroke by baseline co-morbidity for all randomized
patients (post-hoc analysis)
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B Placebo (N=5057)
EER Raloxifene (H-5044)

N
i

% of stroke
in each subgroup by freatment
. -~

g -
dumbrer of patients: 2361 2362 2363 2431 1800 1779 2424 2469 1956 2036 156 223 2885 2846 142 156

Safin  Beta-blocker Cabcium ACE Diretic Wararin  Aspidn . Non-aspin

chanmef  inhibdor antiplatelet
blacker
_ Baseline Use of Medications

Mumbers in bars represent number of sfrokes in the subgroup.
Source: CVTHRST3.

Figure GGl0O.11.16. Incidence of stroke by baseline medication use for all randomized
patients (post-hoc analysis)
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WA Placebo (N=5057)
E 12 4 =g Ralovifene (N=5044)
g 10 -
§ 2
o a LR
g ? 8 -
5 @
R £ P
8
. [ ]
< 2 -
1 7§l 11§02 18§t 17 i3 ' I3
Number of peflerds: 229 253 433 73 637 2309 2298 2496 2538 3935 INB 370 368K
Hsforyof  Histaryet  Histoyof  Dfateles frtr  Hypectenstan Hypertipidemia
alsea shrate verdricular CHD)
sueRalion oA typestropty
Baseline Co-morbidily

Numbers in bars represent nembes of stroke deathis in the subgroup.
Source: CVTHRD4, CVTSTDPR, CVISTDVH

Figure GGI0.11.17. Incidence of death due to stroke by baseline co-morbidity for all
randomized patients (post-hoc analysis)
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% of stroke death
in each subgroup by treatment
FY

u B
Numbes of pafents 2361 2782 2363 2431 1600 1779 2434 2469 956 2036 195 222 3865 2046 142 156

Statin - Beta-blocker Caloium ACE Diuretic Warfarm  Aspirin - Non-aspimn

channed  inhibitor antiplatelet
blocker
Baseline Use of Medications

Mumbers in bars rep at ber of stroke deaths in the subgroup.
Source: CVTHRIDMY.

Figure GGIO.11.18. Incidence of death due to stroke by baseline medication use for all
randomized patients (post-hoc analysis)
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Table GGI0.11.39. Baseline CV Risk Assessment for All Ran.domized Patients,
Patients with a Stroke, and Patients Dying from a Stroke (Post-Hoc Analysis)

All Patients (N=1010F)
Patients with a Stroke
(N=473)
Patients Plying from 2 Stroke (N-98)

Mean age yrs . 615 9.5 714
Age>70yre, % 389 482 - 612
CVrisk score, mean 183 £.54 829
Cumrent smoker, % 124 87 82
Diabetes mellitos, % 45.7 56.9 48.0
Lower extremity arterial disease, % 10.7 144 : 194
Hyperlipidemis, % 34 68 67.0
Hypertension, % 719 8§22 827
Prior myocardial mfarction, % 292 330 36.7
Priar coronary artery bypass graft, % 16.4 15.6 16.3
Prior catheter-based revascularization, % 19.0 19.6 14.5
Prior angina with documented CHD), % 331 343 255
History of atrial fibrillation, %2 4.8 121 143
Prior stroke of TIA, % 835 14.6 173

Abtweviations: CHI} = coronary heart disease; CV = cardiovascular; TIA = trausient ischemic attack,

2 History of atrial fibrilation and prior stroke or TIA was ascertained from historical or secondary
diagnases reported at baseline. Data reported for these characteristics were adapted from CVTHRD4,
CVTHRST3, CVTSTDPR, CVTDST3 -

Sources: MSTBLDEM, CVTBLRSK, MSTBILS?, MSTBLSY, MSTBLK?, MSTRLKA4.
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Subgroup Analyses (11.4.4.4.2.2.)

Subgroup analyses of all strokes and deaths due to stroke were performed to evaluate whether
baseline demographics, co-morbidities, or co-medications might affect response to treatment
with raloxifene. ‘

The following table lists the 20 clinically relevant risk factors which were prespecified for the
subgroup analyses of all strokes. Post-hoc analyses of deaths due to stroke were performed for
these same subgroups.

Table GG10.11.33. Subgroup Analysis of All Strokes (All Randomized Patients)

Plraceba Ralox -

) {R-50ST) (Ne5044) Hasard ratio Intaraction
subgroup x a (% w n (%} (9§% cI} p-Value*
Age (yrs} - T487

<«f5 1858 S@( 3.12) I841  6€1({ 31.31) 3 6.72, 1.49)
>68 and <70 1218 S5( 4.51) 1252 T1({ 5.67) 1.24( 0.47, 1.76)
>eT0 1980 111({ 5.61) 1951 117¢ 6.00} 1.07( 0.82, 1.38)
Race 6697
Ciucdsian 4247 l83( €.31) 4234 207( 4.99) 1.12( 0.92, 1.37)
All other races 810 41( 5.06) t1a 42( 5.19) 1.01( 0.66. 1.58)
Region L6937
Forth Amertca 815 22¢ 4.27) - $14¢ 3Ja( 5.84) 1.36( 0.79, 2.36)
Latin/outh Amarica €83 25( 3.66) €87  22( 3.2Q) 0.85( 0.48, 1.501
¥astern Eurcpe 23431 106( €.52) 2336 105( 4.49) 0.99( 9.75, %.29}
Rastern EBurope 1156 Si{ 4.41) 11§84 €3( 5.99) %.312( a.92, 1.89)
Africa 109 4{ 1.6M) e ¢ 1.77) 1.02( 0.25, £.07)
Asla Paciric 151 16{ 6€.3T) 247 19 7.69} t.21( 0.63, 2.37)
By mass index (kg/mi] at baseline .6909
<«2§ 1230 SI{ 4.31} 1196 4£9( ¢.13) 0.95( 0.64, 1.40)
228 and <<30 2013 93¢ 4.37) 2039 10a{ 5.30) I.14( 0.86, 1.50)
>30 1798 768( 4.34) 1808 92¢( 5.10) 1.16( 0.06, 1.5T)
Primary prevention populaticn . 4461
Yez 2861 113( 4.41) 2506 118( 4.59) 1.02( 0.79, 1.32)
No 2496 11X ( 4.45) 2538 134¢( 5.29) 1.18( 0.91, 1.51)
Lower extremity irterial disease at basaline <1648
Yes 540 29( 5.37) £33 39( 7.18) 1.35( 0.84, 2.19)
Ho 4516 195( 4.32) 4501 210(¢ 4.67) 1.06( 0.07, 1.29)
Dilabetes mallitus at bisaline . 6447
Yea 2309 X29( 5.%9} 21298 140( €.09) 1.0§¢ 0.93, 1.15)
¥o 2734 95( 31.47) 2736 109¢( 3.99) 1.14( 0.7, 1.51}
-Cufrent emoker at baseline . 0937
Yas 649 15( 2.31) €07 26( ¢.29) 1.84( 0.9¢, 3.49)
o 4408 209( 41.74) 4437 223¢ $.01) 1.04( 0.86, 1.26)
Hypertension at basatine .8587
Yasg 31935 1685( 4.70) 3929 204( 5.19) 1.09¢ 0.€9, 1.31)
No 1121 39¢ 3.48) 1115 45( .04} L1.14f 0.74, 1.75}
Hyperiipidemta at baseline . 5303
Yag 3701 15@( €.27) 3680 1TQ({ 4.62) 1.06¢ 0.86, 1.31)
¥o 1330 64( 4.81) 1342 79¢ §.81) 1.2x( 0.97, 1.68)
Cardiovascelar risX ScCore at daselime -745Q
<=5 1836 62( 2.38) 1835 64( 3.49] 1.01( G.72, 1.44)
35 and <«¢ 1757 83( 4.72} 1712 98{ §.72) 1.20( Q-90. 1.51)
.9 1464 79( 5.40) 1497 97¢ 5.91) 1.06¢ 0.79, 1.44)
History of atrial fibrillation <8565
Yas 229 25(10.%2) 253 J1(12.6%) 1.34¢ 0.68, 1.92)
¥o . 4828 199( 4.12} 4791 217( 4.51) 1.08( ¢.89, 1.31)
HMG-COR reductise innibitor use at basellna . 6419
Yeos 2361 A€e( 3.73) 2362 104( 4.37) 1.16¢ 0.87, 1.54)
¥o 2670 136( 5.09} 2631 145¢ 5.51) 1.06( 0.94, 1.24)
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Warfarin ued at basalinae . €204
Yau 198 8( £.62) 222 16( 7.21) 2.52( C.€7, ).4%)
Ko 4416 218 .45} 4791 233 ( 4.86) 1.08( 0.90, 1.10)

Aapirin usg at diseline -6912
Yas 2865 132( 4.61) 2446 150{ 5.27) 3.13( 0.90, 1.41)
E] 2166 92( 4.28) 1367 99 4.57¢ 1.05¢ Q.79. 1.40)

Noo-aspirin amtiplatelet ugse at baseline . 6068
Yas 142 7( €4.93) 156 11¢ 7.06) 1.40{ 0.54, 3.6}
o ) 4869 117( 4.44) 4657 238 4.90) X.09¢ 9.931, 1.31)

Aeta-blockaer use at bageline 6139
Yas 2361 107{ 4.51) 2431 129( §.31) 1.15¢ 0.89, 1.49)
o 1666 117( ¢.39) 2502 120 4.65]) E.05( 0.81, 1.35)

Calcium channel blocker ued a8t bameling : 7890
Yas 1800 #4( ¢.67) 17179 96( S.40} 1.X4¢ 0.45, 1.583)
Ba 2231 240¢ €.33} 3234 153( 4.72) 3.08{ 0.96, 1.36}

ACE iohibitor or u:gxotmm receptor blocker uwe at basaline AT4E
Yas 2424 117¢( 4.43) 2469 125( §.08) %.01{ a.80, 1.2}
xa 2607 107{ ¢.10) 2544 124 ( 4.47} 1.17( 0.91, 1.53)

Diuretic use et dasaline 1612
Yasn 1956 104( 5.31) 203& 105( 5.16) e.86( 0.72, 1.24)
Ba 3075 120( 1.9Q) 2977 144( 4.84) X.33( 6.96, 1.57)

Abbreviationa: CIsConfidence interval; ACR-angiotensin comverting enzyme.
*Interaction p-¥alue 14 obtained (rom a COX model« yeartcensor-tharapy + Jubgroup + thArapy*subgronp.

e X0 (CWC Data« RMR.SAS.MISN.L.NCOSTOSA. FINAL. MATH Output: WHP.HIE0.GUYO.FINAL{CVIHRATY)

In addition, post-hoc analyses of all strokes and deaths due to stroke were performed for the
following subgroups (Table GGI0.9.7, Table GGIO.9.8):
o Systolic BP at baseline (<160, >160 mmHg)
Mean pulse pressure at baseline (<60, >60 mmHg)
Congestive heart failure at baseline
Ventricular hypertrophy on baseline ECG
History of stroke or TIA

O 0 0 O

For the prespecified subgroup analyses of all strokes, the treatment by subgroup interaction was
not significant for any of the variables assessed, with the exception of smoking.

For the post-hoc subgroup analyses of all strokes, the treatment by subgroup interaction was not
significant for any of the variables assessed.
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Table GGI0.11.40. Subgroup Analysis of Stroke (Post-Hoc Analysis, All Randomized
Patients)

Subgroap Category— Placeho Ralorifenc . Interaction
conditions at baseline N=5057 - NSO HR (95%CY) p-values
N u % N n %
Systolic BP (mmHg) 0.7602
<160 4076 167 4.10 4091 190 464 1.12¢09L, 1.38)
>160 : 981 57 581 9353 39 619 1.03(0.73, L5D)
Systolic BP (mmHg) 03210
<140 2433 84 345 12 109 452 129097, L71)
=140 and <160 1273 62 487 1279 58 453 0.92(0.64,132)
>160 1351 78 5.77 1353 82 606 1.040.76, 1.41)
Diastolic BP (mmHg) ‘ 0.5929
<80 2817 127 451 2800 132 470 1.02 (0.80, 1.31)
>80 and <90 747 37 495 Kl 42 545 1.07(0.69, 1.6
>90 1492 60 402 1464 75 512 1.27(091, L.79)
Mean Pulse Pressure 02391
(mmg)
<60 2637 95 3.60 2599 117 450 1.24(094, 1.62)
>60 2430 . 129 533 2445 132 540 0.99¢0.78,1.27)
LDL (mg/dL) 0.8938
<100 1188 59 497 1219 65 333 1.07(0.75, 1.5
>100 and <130 1364 57 4.18 1317 66 501 1.18(0.83, 1.69)
2130 1472 73 496 1474 79 336 1.06(0.77, 1.46)
Total cholesterol (mg/dL) 04295
<200 17 77 435 1836 83 432 1.02(0.75,1.39%)
>200 and <240 1815 75 413 1746 94 3538 1.30€0.96, 1.76)
>240 1404 68 484 1382 68 49 1.00(0.71,1.39)
Triglycenides (mg/dL) 0.3192
<150 2941 131 445 2944 134 455 1.02(0.80, 1.30)
2150 2050 89 434 2020 i1t 3350 1.23(093,1.63)
CHFt 0.2743
Yes 25% 17 667 282 29 1028 1.50(0.82,2.73)
No 4802 207 431 4762 220 462 1.06(0.87, 1.28)
Ventricular hypertrophyc 0.1636
Yes 679 45 6.63 637 61 958 1.40 (095, 2.06)
No 4287 176 411 4306 184 427 1.03(0.84,1.27)
Prior stroke or TTAd 0.3364
Yes 439 30 6.83 421 39 926 1.36(0.84,2.18)
No 4618 194 420 4623 240 454 1.07(0.88, 1.30)
Abbreviati BP =blood p e, CI = confid taterval, HR = hazard ratio, LDL = low-density lipoprotein, N = number of patients. with condition at
baseline, n =number of patients with candition at baseline and kperiencing a stroke event.

 Interaction p-value is obtained from 2 Cox model: yearxcensar = therapy + subgroup + therapyxsubgroup.
b Congestive heart failure was defined as fllows: patientreparted either 2 secoudary condition or an historical diagnosis with a MedDRA high-level term of 1)
heart faiture NEC, 2) heart faihwe signs and symptoms, 3) right ventricular failare, or 4) left ventricular filure.
€ Based on baseline ECG.
"4 Price stroke or TIA was defined as follows: patient reported either a secondary condition: o an historical diagnosis with 2 MedDRA high-level tem of 1)
cenfral nervous system hemorrhage and cerebrovascular accident, 2) transient cerebrovascular event, of 3) central nervous systers vascular disorder NEC.
Sources: CVISUS3, CVTSUBI, CVTSTHF, CVTSTVH, CVTSTPR.

In the post-hoc subgroup analyses for all deaths due to stroke, the treatment by subgroup

interaction was not significant for any of the variables assessed, with the exception of baseline

pulse pressure (p=0.0797) and systolic blood pressure (p=0.0761) (Table GGIO.11.41). In both
of these analyses, the proportion of patients assigned raloxifene who had a mean baseline pulse
pressure <60 mmHg or a mean baseline systolic blood pressure <160 mmHg and died due to a

stroke was significantly greater than those patients assi gned placebo. Given that high blood
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pressure is a stroke risk factor, these paradoxical findings are not consistent with epidemiologic
data and therefore were considered not clinically meaningful.
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Table GGI0.11.41. Subgroup Analysis of Death due to Stroke (Post-Hoc Analysis, All
Randomized Patients)

Subgroup Category— Placeho Rx]onfe.ne : Inferaction
canditions at baseline N=5457 N= HR (95%CI) p-valoes
N n_ (%) N n_{9%)
Age (ymxs) : 0.8917
1858 7 (0.38) 1841 9 (049 1270047 3.41)
>65 and <70 1219 9 O 1252 i3 (.04 138(0.59, 3.24)
>70 1980 23 (1.16) 1951 37 (190) 1.62(0.96,2.73)
Race 0.8547
Caucasian 4247 33 (0 4234 49 (L.1§) 1.47(0.95,2.29)
Other 810 6 (079 810 10 (1.23) 1.63(0.59,448)
Region ] 0.6358
Nouth America 515 1 (019 514 6 (117 3.97(0.72,49.55)
Latin/South America 683 7 (1.03) 687 3 (0.73) 0.69(0.22,2.16)
Western Enrope 2343 17 (0.73) 2336 21 (0.90) 1.24(0.65,234)
Eastem Europe 1156 14 (121 1154 22 19 1.53(0.78, 2 98)
Africa 109 0 (0.00) 106 3 @28%8) N/A
Asia Pacific 251 0 (0.00 247 2 (0381 NIA
Body mass index (kgfo') - 0.8002
<25 1230 12 (0.98) 1186 14 (.18 1.19 (0.55, 2.58)
>25 and <30 2013 15 (0.7) 2039 25 (123 1.61 (085, 3.06)
>30 1798 12 (0.679) 1805 20 (L1n 1.65(0.80,33D
Primary prevention 0.6399
populatton
Yes 2561 22 (0.86) 2506 30 (1.20) 137(0.79,2.37)
No 2496 17 068 2538 29 Q.14 L.66 (0.91,3.0%)
Lower extremity arterial 0.8284
disease -
Yes 540 8 (148) 543 11 Q.03) 1.37(0.55, 3.40)
No 4516 31 0.69 4501 48 (1L.07 1.53(0.97, 2.40)
Diabetes mellitas 0.2817
Yes 2309 16 (0.69) 2298 31 (135 1.90(1.04, 3.47)
No 2734 13 (088 2736 22 1.0 1.21(0.70,2.10) -
Current smoker 0.8045
Yes 649 3 (046) 607 5 (082 1.77 (042, 741)
. No 4408 36 (0.82) 437 34 1.2 1.47(0.96,2.24)
Hypertension 0.3409
Yes 3935 34 (0.86) 3923 47 (1.30) 1.37(088,2.1))
Neo 113 5 {045 1115 12 (1.08) 237(083,6.72)
Hyperlipidemia - 0.6164
Yes 3701 25 (0.68) 3680 40 (1.09 1.58(0.96, 2.61)
No 1330 14 (1.05) 1342 18 (1.34) 1.27(0.63, 2.53)
Cardiovascular nisk score 0.7351
<5 1836 11 {0.60) 1835 13 .71 1.16 (0.52, 259
>3 and <9 1757 17 097 1712 16N 1.73(0.95,3.13)
=9 1464 11 075 1497 17 {14 149(0.70,3.19)
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Subgroup Category— Piacebe Ralaxifene Interaction
candifions at baseline N=5057 N=5044 HR (95%ChH p-vahiea
N n_ (%) N n_ (%)
History of atrial 0.187>
fitrillation
Yes 229 3 (13D 253 11 43y 328(091,1179)
No 4828 36 (0.75) 4191 48 (1.00) 1.32(0.86, 2.04)
HMEG-CoA reductase 0.3903
inhibitor use
Yes 2361 13 .55 2382 25 (109 1.89(0.96, 3.68)
No 2670 6 (097 2631 34 (129 130(0.78,2.17)
Warfuin wse 0.9794
Yes 195 0 (0.00) 222 5 Q2% NA
No 4836 32 (081 4791 54 (113 1.38(0.91, 2.08)
Aspirin use 0.7210
Yes 2865 24 (084) 2846 34 (119 141(083,237)
No 2166 15 (069 2167 25 (1.15) 1.64 (0.86, 3.10)
Non-aspirin antiplatelet 0.2987
use
Yes 142 3 Qi 156 2 Q28 0.59 (0.10, 3.55)
Neo 4889 36 (0.74) 4857 57 (11D 1.57(1.03,23%)
Befa-tlocker use 0.8314
Yes 2363 18 (0.76) 2431 27 (1 1.43(0.79, 2.59)
No 2668 i1 (079 2582 32 (19 1.56(0.90,2.71)
Calcum chanriel blocker 0.3%06
use .
Yes 1800 20 i 1779 25 (141 1.24(0.69,223)
No 3231 19 (0539 3234 34 (.05 1.77(1.01,3.10)
ACE mhibiter or 0.2418
angiotensin receptor
blocker use
Yes 4N 18 (0.79) 2469 35 (142 1.88(1.06,332)
No 2607 21 (0.8n 2544 4 099 1.13{0.64,207)
Diaretic use 0.9452
Yes 1956 18 (0.92) 2036 28 (1.38) 1.46(0.81,2.65)
No 3075 31 (0.68) 2977 31 (1.0 1.51(0.87,2.62)
Systolic BP 0.0761
<160 mmHg 4076 26 (0.69) 4091 49 (1.20) 1.85(1.15,298)
>160 mmHs 981 13 (1.33) 953 10 (1.05) 0.78(0.34, 1.78)
Pulse Pressure 0.0797
<60 2637 15 0.57 2599 33 127 220(1.20,4.06)
=60 2420 24 099 2445 26 106 1.05 (061, 1.84)
Ventricular hypertrophy? 0.9008
Yes 679 12 (L.7h 637 12 (83 1.54(0.74, 3.20)
No 4287 27 (0.63) 4306 40 (0.93) 1.46 (0.89, 2.38)
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Subgroup Category— Placebo Raloxifene Interaction
ditions at baseli N=5057 N=3044 HR (35%CD) p-values
N = (%) N n_ (%)
Conpgestive heart faibarec 0.5955
Yes 255 3 (196) 282 11 (390) 1.91 (066, 5.51)
No 4802 4 QI 4762 48 (ton 1.40(0:90,2.18)
Prior history of stroke or 0.9599
TIAE
Yez 439 7 (1.59) 41 10 (238) 1.47(0.56, 3.285)
No 4618 12 {0.69) 4623 49 (106) 131 (097,235)
Abbreviations: BP = blood e; CHF = xve heart Biilure; CI = confidence interval; TIA = mnslanlsdmmcmzck

a hﬂxd:mp-vahmsouamedﬁcmaCoxmn&lmtm therapy + subgr

b Based on baseline ECG.

¢ Congestive heart fiture was defined as follows: paumuqxxmduﬂ:uasecmdaryomdmmormh&mczldmgnmswtﬂ:maMedDRAhxgh—lwelurmofl)
heart faikure NEC, 2) heart fuilre signs and symptonse, 3) right ventricular failure, or 4) left ventricular failure.

4 Prior stroke or TIA was defined as follows: patient reported either a secondary condition or an historical diagnosis with a MedDRA high-leve! term of 1)
central nervous system hemorrhage and cevebrovascular accident, 2) trasient cerébrovascular event, ar 3) central nervous system vascalar disorder NEC.

Sources: CVTHRDM, CVTSUB2, CVTSTDHF, CVTSTDVH, CVTSTDPR, CVTSUB4.
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To determine if the risk of stroke or death due to stroke increased with age comparisons between
treatment groups were assessed in three age categories.

o The proportion of patients who had a stroke (Figure GGIO.11. 19) or died due to a
stroke (Figure GGIO.11.20) was observed to increase with age; but these changes were
not statistically evaluated.

o The proportion of patients who had a stroke or died due to a stroke was greater in the
raloxifene group than in the placebo group for each age category, although there
were no significant differences between treatment groups for any one age category.

o There was no significant interaction between raloxifene and the subgroup of age for all
strokes or deaths due to stroke.

8% - [Iniesaction pvake =0.75

N Placebo (N=5057}
' BEEE Raboifene (N=5044) HR .07 (0.82, 1.38)
HR 124 (W87, 1.78)
§ 6% -
Q
=
w
w5 HR 1684 (072, 1.46)
S 4%
=
g
&
ﬁj 2% -
0% - .
Number of pafients: 1858 1841 1210 1252 1940 1051

Age <65 65<Age<70 Age=>170

Nurnbers in bars repeesent nurrder of strokes in the subgroup.
Source: CVTHRST3

Figure GGIO.11.19. All strokes by age categories, all randomized patlents {(post hoc
analysis).
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Numbers in bars represent number of stroke deaths in the subgroup.
Source: CVTHRD4

Figure GG10.11.20. Deaths due to stroke by age category, all randomized patients (post-
hoc analysis).
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Risk Onset (11.4.4.4.23.)

Examination of the Kaplan-Meier curves for deaths due to stroke (Figure GGIO.11.14) showed
that the treatment group curves began to separate around Year 3. To further investigate this
observation, analyses of all strokes and deaths due to stroke were performed from the time of
randomization to the end of the study on a yearly basis.

o The cumulative time-to-event analysis of all strokes showed no significant difference
between treatment groups from the time of randomization until the end of the study,
based on examination on a yearly basis (Table GGIO.11.42).

o In the cumulative time-to-event analysis of deaths due to stroke, there was no
significant treatment effect on stroke mortality at the end of Year 1 or Year 2; however,
an increase in incidence in the raloxifene group was seen at the end of the third year of
follow-up and this increased incidence persisted until the end of the study. The between-
treatment group difference did not become significant until Year 7 (Table GGIO.11.43).

Table GG10.11.42. Time-to-Event Analysis of Stroke by Year (All Randomized Patients,
post-hoc analysis, cumulative)

2lacebo Ralox

(K=5057) | (=5044) Huzard ratio
8troke a (v a (&} (958 cx) p-Valuet
1 year 35( 0.69) 40( 0.79) 1.14( 0.73, 1.480) -559¢
2 year 731( 1.44) 82( 1.63) 1.12¢ 0.82, 1.54) <4806
3 year - 118( 2.33) 124( 2.48) 1.04( 0.81, 1.34) -7440
¢ year 148( 2.93} 167¢ 3.31) 1.12¢ 0.9¢, 1.39) - 3253
S year 187( 3.70) 216{ 4.28) 1.14( 0.94, 1.39) .1815
§ yoar 221 $.37} 242( €.80) 1.08¢ 0.90, 1.39} .3936
7 year 224( 4.43) 249( 4.94) 1.10¢ 0.92, 1.32) L3034
*p-Value 1s obtained from a log-rank test.
Program. RMP.H3840GI0.SASRPGH (CVCTHRYY) Data: RMP.SAS.BISN.L.HCOGIOSA.FINAL.HAIN Output« RME.HISO.GIIO.FINAL(CVTERTY}

Table GG10.11.43. Time—~to-Event Anélysis of Stroke Death by Year (All Randomized
Patients, post-hoc analysis, cumulative)

Placebo Ralox

{(N<5057) (N=S04€) Bazard ratio

Stroke n (%) a (%) {95% c1) p-Valuew
1 yoar 8¢ 0.16) 5(0.10) 0.62¢ 0.20, 1.91) -4038
2 year 13( 0.26) 12( 90.24) 0.92( 0.42, 2.01) .8331
3 year 20¢ 0.40) 29{ 0.57) 1.44( 0.81, 2.54) ~2103
4 yaar 27¢( 0.53) 39{ 0.77) 1.43( 0.87, 2.33) -151¢9
5 year 3S( 0.69) 5:1( 1.01) 1.44( 0.94, 2.21) - 0950
6 year 39¢ 0.77} SB{ 1.15) 1.47¢( 9.94, 2.20}) . 0616
71 yaar 39¢ 0.77) 59( 1.17) 1.49{ 1.00, 2.24) o499
*p-value 1a obtained from a log-rank tast.

Pragram: PMP.HISSCGIO.SASPGN (CVCTHRDY) Data¢ RWP.SAS.BISM.L.HCCGIOSA. FINRL.MATH Qutput« RMP.H3£0.QGIO.FINAL{CVTERDY}
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Kaplan Meier Carves of Cerebrovascular Death
All Randoniized Patients
H3S-MC-GGIQ: Raloxifene Use for The Heart (RUTH)
20

——— HRargho
==== Baox

Log-rank test p-Value: 0499
Hazard ratio (from Cox modef): 1.49 .
95%CI: 1.00- 224 :

Cumulative incidence per 1000 patients

0- T N T T T T T T T T T T T T
0 1 2 3 4 5 6 7
Cunnilative ao. of evests : No. patients at risk Years
Placebo 0:5057 8:4909 13:4732 20:4539  27:4363  35:3861 39:1702
Ralox . 0:5044 5:4934 12 : 4789 29:4612 39 : 4427 51:3923 58:1739

Progranr RMP H3SSGGE).SASPGM(CVCGKMCD)  Outprt: RMP HBSG.GGIO FINAL{CVGKMCD)

Figure GG10.11.14. Kaplan-Meier curves of cerebrovascular death for ail randomized
patients.
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Analysis of Deaths Due to Stroke by Stroke Subtypes (11.4.4.4.2.4))

Analysis of stroke by subtype was a prespecified analysis. There was no significant difference
between treatment groups for ischemic or hemorrhagic strokes (or cerebrovascular events which
had clinical features suggestive of a stroke but for which the specific type could not be
determined by adjudication). Most strokes were classified as ischemic.

To further evaluate the observed increase in the incidence of death due to stroke in the raloxifene
group, an analysis of the types of strokes leading to death was performed.

Because of the adjudication processes utilized in this trial, the limitations of this analysis must be
noted. The committee adjudicating reported strokes was independent of the committee
adjudicating deaths and assigning causality. An investigator may have reported a death due to a
stroke and a stroke as trial endpoints. Available clinical documentation of the stroke was
submitted to the stroke committee for review and determination if the prespecified criteria for
stroke were met. If a reported stroke was adjudicated as such, the committee was asked to
classify the type of stroke. A death, on the other hand, was adjudicated by a different committee,
and cause of death was assigned based on available clinical information, death certificate, or
autopsy report. No criteria were prespecified in the protocol defining a death due to a
cerebrovascular cause.

Consequently, a reported stroke may not have been adjudicated as such, but the cause of death
may have been attributed to a cerebrovascular cause. Only the stroke committee prospectively
classified strokes as ischemic or hemorrhagic in origin; the committee adjudicating deaths did
not classify a death due to a cerebrovascular cause as ischemic or hemorrhagic. Another
limitation in interpreting the stroke mortality Jinding is that stroke severity was not collected for
nonfatal strokes reported.

To ascertain whether deaths due to stroke were ischemic or hemorrhagic in origin, a
retrospective assessment of the last adjudicated stroke for each patient who died due to a stroke
was conducted. However, given the above caveats, the last adjudicated stroke was not always the
stroke resulting in death. Nine patients died due to a stroke (4 in placebo, 5 in raloxifene), but the
stroke resulting in death was not adjudicated as such by the stroke committee. For one of the
patients assigned to raloxifene who died due to a stroke, the investigator did not report the stroke
as an endpoint; thus, this stroke was reported only as an AE and was not reviewed by the stroke
committee. Consequently, this assessment was conducted for 35 patients in the placebo group
and 54 patients in the raloxifene group who had an adjudicated stroke prior to death.
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Figure GGIO.11.21 shows deaths due to stroke classified by stroke subtype based on
retrospective assessment of the last adjudicated stroke for each patient who died due to a stroke.
o The highest proportion of patients who died due to a stroke had a prior adjudicated
ischemic stroke. Although not significantly different, the proportion of patients who had a
fatal ischemic stroke was greater in the raloxifene group than the placebo group.
o The proportion of patients who had a fatal hemorrhagic stroke was similar between

treatment groups.

o For 30 deaths due to stroke, the type of stroke could not be determined or the stroke was
deemed unadjudicatable. There was no significant difference between treatment groups in

this later category.

14 4 HR .49 (1.00, 2.24)
12 4 B Placebo (N=5057)
g BE Raloxifene (N=5044}
E 10 -
o
2 08+ HR 1.79 (9.97, 3.30)
_g p-a0.a6
@ 06 HR 1.71 (0.81, 3.59)
K= peili5
g HR 0.62 (2.36, 1.90}
> 044
]
.«
ag 0.2 NA
1] 1
og -
ANl stroke™ Fatal Fatal ™ Undetermined™® Not meported
death hemonhagic ischemic stroke subtype or as stroke
stroke stroke unadjudicatable endpoint

* Based on death adjudication form.
** Detemined by the adjudicafion sfatus of the last investigatar reparted stroke.
Numbers in bars represent number of events of interest in the group.
Unadjudicatable = not enough information to be adjudicated as a stroke.

Source: CVTHRDG6, CVTHRMOR.

*** Undetermined stroke sublype = clinicat features suggesfive of a strake but subtype unknown.

Figure GGIO.11.21. Deaths due to stroke by stroke subtype, all randomized patients
(post-hoc analysis).
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Time-to-Event Analyses Adjusted for Baseline Risk Factors (11.4.4.4.2.5.)

To determine whether the observed effects of raloxifene in the prespecified analyses of all
strokes and deaths due to stroke were confounded by baseline characteristics, analyses were
performed adjusting for baseline risk factors. A baseline characteristic was considered a risk
factor if it significantly affected the endpoint of interest in a univariate analysis and in the final
multivariate adjusted model. The 20 prespecified variables used in the subgroup analyses of all
strokes were considered potential risk factors for stroke and death due to stroke.

In the time-to-event analysis of all strokes, the risk factors that were significant in the
univariate model and remained significant in the final multivariate adjusted model included the
following:
o Age (265,>65 and <70, 270 years)
Lower extremity arterial disease
Diabetes mellitus
Hypertension
CV risk score (5, >5 and <9, >9)
History of atrial fibrillation
Statin use

O 0 0 0 0O

In the multivariate adjusted model, there was no significant difference between treatment
groups for all strokes. This result is consistent with the prespecified primary analysis of the
secondary endpoint of all strokes.

Table GG10.11.44. Time-to-Event Analysis of Stroke Adjusted for Baseline Risk
Characteristics (Post-hoc Analysis, All Randomized Patients)

Placsbo Ralox

{H=5057) (N=5044) Hazard ratio*

n (%) (%) {95% c1) P-Valuav
stroke : 2241( 4.43) 249( 4.94) 1.08( 0.91, 1.30) -3783

Abbraviaticne: CIzconfidence interval. .
*Eazard ratio and p-Value are cbtained from a Cox model, adjusting for the following characteristice.
Age (<=65, >65 and <70, >=70)
Lowar extremity arterial dieesse at baseline
Dishetea mellitus at haeeline
Ryperteneton at baceline .
Cardiovagcular riek score at baseline (<=5, »5 and <=9, >9)
Bistory of artrial fibrillation
HMA-CoA redudtasa {nhibitor uge at baseline

Programe RMP.H3SSGGI0.SASPGN (CVCTHREA) Datas RMP.SAS.HISK.L.WCGFIOSA.FINAL.MAIN Output« RNP.H3S0.GOIO.FXNAL(CVIERKA]
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In the time-to-event analysis of deaths due to stroke, the risk factors that were significant in
the univariate model and remained significant in the final multivariate adjusted model included
the following:

o Age (s65,>65 and <70, 270 years)

o- Lower extremity arterial disease

o History of atrial fibrillation

The result of the multivariate adjusted model is consistent with the prespecified primary |
analysis of deaths due to stroke. '

Table GG10.11.45. Time-to-Event Analysis of Deaths Due to Stroke Adjusted for Baseline
Risk Characteristics (Post-hoc Analysis, All Randomized Patients)

Placebo Relox

{:=5057) (=3044) Eazard ratio*
o (&) a (%) {95% cI1) p-value®
Straoke Death 3%( 0.77) 59( 1.17) 1.48¢ 0.99, 2.22) 0571

Abbreviationes Clsconfideuca interval.

“Haexard ratic and p-Value are obtalned from a Cox model. adjusting for the following cheracteristicas
Age {<=65, »65 amd <70, >=704)
Lowar extremity mrterial disesss at baseline
History of artrial fibrillatioca

Program: RWP.H3SSGGYO.SASPGN (CVCTHERSD) Data: RMWP.SAS.HIGN, L.MCGGIOSA. FINAL. MALN Qutput« RMP.H3EO.GQIO.FINAL(CVTERSD}

Summary of Exploratory Analyses of All Strokes and Deaths Due to Stroke (11.4.4.4.26.)

Since the statistical significance of the increased incidence of death due to stroke was relatively
weak (p=0.0499), this observation may be due to chance or may be real. Exploratory analyses
were performed for all strokes and deaths due to stroke to better understand the poteritial clinical
significance of this observation. ‘
o None of the baseline characteristics of the patients who experienced a stroke or died due.
to a stroke suggested a differential response to treatment with raloxifene.
o The increase in the incidence of death due to stroke in the raloxifene group was
evidenced after Year 3 of the trial and persisted thereafter, becoming significant in Year
7.
o The majority of adjudicated strokes were ischemic in origin and the majority of patients
who died due to a stroke had a prior ischemic stroke, adjudicated as such.
o Results from these analyses indicated that no single risk factor could be identified from
statistical modeling that would predict which patient treated with raloxifene might
experience a stroke and subsequently die from it.
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Revascularization and Amputation (11.44.5.)

Table GGIO.11.46, Figure GGIO.14.12, and F igure GGIO.14.13 present the results of analyses
for revascularizations and amputations.
o Raloxifene did not significantly increase or decrease the incidence of all
revascularizations or any type of revascularizations nor was there any significant
difference in non-traumatic lower extremity amputations.

Table GG10.11.46. Time-to-Event Analysis of Revascularization and Amputation (All
Randomized Patients)

Placedo Ralox
{(Re5067) (N=5044) Haxard Ratio
1arizat 100/ Anp on endp a(%) n{s} t95% 1y p-VYalua*
A1l revasculerizations €15(12.16) €11(12.11) 0.8¢( ¢.694, 1.10) -T269
Nyccardial revascularizations 467¢( 9.2 4S9( 9.10) 0.97( 0.85, 1.10) -6260
Parcutanecus Coxouary inturvention 3214 6.38) 320( 6.34} 0.96( a.u¢, 1.1%) <6274
Corcoary artery bypara gratt . 164( 3.24) 149¢ 2.95) Q.90( 0.72, 1.13) J13e7
Othar myocardial revascularization 3t 0.0¢) 3{ 0.06) 0.99{ 0.20, €.@9) 9944
¥on-coronary arterial revascularizations 177( 3.50) 197( 3.TL) 1.068( 0.€8, 1.29) 6654
Caratid dtstrict 47¢ 0.93) 38{ 0.75) 0.d0{ 0.%2, 1.22) 2997
Lower extremity , 1124 2.21) 119¢ 2.36) 1.08( 0.01, 1.36) G967
Othar Non-QOTONary arterial revasculartzation 31( 0.61) €1{ 0.681} 1.331{ 0.e2, 1.98) <2597
Non-traumatic lower extremity amputation 44( 0.87) 41( 0.61) 0.92( 0.60, 1.%1) .70G04
Above knee 17 0.34) 13¢ 0.26) 6.7S8( ©0.37, 1.55) 4434
Below xnaa 16( ¢.32) 9{ 0.18) 0.56( 0.28, 1.26) 18518
Foot/teoe 25¢ 0.49) 23{ 0.46) @.91( 0.52, 1.60} .139%
Other non-traumatic lower axtremity amputation 3¢ Q.09) 1( 0.02) N/A& ®/R

Abbreviations: CI-confidence interval.
*P-Value 1s obtained from a log-rank test. Statistical test 14 oot performed wien the total pumber of patlents in a category 1
less than &.

Progran: -RER . HISSQTIO. SAIPGH (CVCMERV) Datas RMF.SAS.HISH.L.MCGGIOSA.FINAL .MALN output « EMP . H3S0.6GL0. PINAL { CVTHEREV)
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Fracture (11.4.4.6.)

According to the study design, scheduled vertebral radiographs were not obtained. Use of other
bone-active medications concomitantly with study medication was permitted. Table GGIO.11.47
presents results of the time-to-event analysis of fractures, and Table GGIO.11.48 presents post-
hoc analyses of incidence rates for fractures.

o The incidence of clinical vertebral fracture was significantly decreased by 35% in the
raloxifene group compared with the placebo group (Table GGIO. 11.47 and Figure
GGIO.11.22).

o Post-hoc analysis showed that raloxifene was associated with an absolute risk decrease of
1.3 clinical vertebral fractures per 1000 woman-years (Table GGIO. 1 1.48).

o There was no significant increase or decrease in the incidences of non-vertebral fractures
or hip/femur or wrist fractures in the raloxifene group compared with the placebo group
(Table GGIO.11.47; Figure GGIO.14.14 to Figure GGIO.14.18).

Kaplan Meier Curves of Vestebral Fractures
| Randontzed Patients
H3S-MC-GGIO: Raloxifene Use for The Heart (RUTH)
25

<= == Falmx

201 Log rank test p-Value: 0067
Hazard ratio Cox model): 0.65
95%CT: 0.47- 0.89

......

Cumulative incidence per 1000 patients

5 6 7
Cumuilafive no. of events : No. patients at risk Years
Placebo 0:5057 T 17:4898  33:460)  4:4478  75:4204 923797  96- 1654
Ralex 0:35044  9:4922  17:4766 28:4594 41-4386 533872  64.1720

Prograny RMP HISSGGIO SASPGM(BNCGEM)  Quiput: RMP.HISG. GGIO FINAL(BNGKMVTB)

Figure GG10.11.22. Kaplan-Meier curve of vertebral fractures.
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i v

Table GGI0.11.47. Time-to-Event Analysis of Fracture Endpoint (All Randomized
Patients) '

vivquv-’vwvﬂv*vv-wﬂ-wvv-—-111471-Qw7ﬂev—-vvw-v*viﬂvwﬂv!(v-?w‘-‘~—,Qr-v"qw-‘w-‘?r‘wfh‘

Placdbo Ralox
(N«S087§ (R=5044) Haxard Ratio
Fracture sita o (%) n (%) {95% CT) p-Valua*

‘-"v('vwﬂwvmwrvﬂ-vo*wvv—-17.’7~f~‘v'v‘v~wvwvv-vv--‘v’ﬂﬂwQ-VNR"qucvwswv-vv!vvq(wf‘ivv'

Noavertehraltt including ankle 438( 9.66) 428¢({ 8.49) G.96{ 0.64, 1.10) <5871

Honvertebralt* excluding ankle 4£00{ 7.91} 384¢ 7.61) a¢.95( 0.82, 1.09§ <4465
Hip/fenur or wrist 211{ 4.17} 192( 3.81) @.90{ 0.74, 1.09) <3848
Hip/femr 103¢{ 2.04) g9¢ 1.76} 0.08¢ 0.64, 1.123} «2669
wrigt 1XX( 2.19} 1Q7{ 2.12) 9.95( 0.73, 1.14) - 1285
Vertebral 97( 1.92} 64( 1.271) 0.65( 0.47, 0.a9) -QQET

Ahbreviations: Cl.caonfidence interval;

*p-Value 1a obtained from a Iog-rank test.

**¥Nomvertebral is defined by the conbinad fracture sites of arm/forearmfelhow,
clavicle/scapulafehoulder, wrist, ribs/stermum, palvis/aacrum, hip/femsr,
and tinila/ribuiafpateila.

Frogran: RNP.HEISSEGTIO.SASP O (ENCTHNRL) -
Pata« RMP.SAS.HI18K.L.NMCGGTOSA. FINAL . MAIN Outputs RHD.E180.G06T0.FINAL {HNTHRFRY

Table GGI0.11.48. Incidence Rate of Fracture Endpoint (Post-hoc Analysis, All
Randomized Patients)

Placebo Ralox
{X~5057} (Re504€4)
a (%) Patient - IRr* n (%} Patient- me ARR**
years of per 1900 years of per 1000 per 1000
Fracture site follow-up patients foliow-up patients patients
Foavertebral+s+ including goxle 438 ( 8.66) 25363 17.27 420 ( 8.49) 15701 14.65 1.61
Honvertedral** excluaing ankle 400( 7.91) 25485 1s.70 38¢{ 7.611 15816 14.87 2.75
Hip/teamir or wrist 211( ¢.17) 26024 8.1 192( 3.41) 26319 7.30 3.82
H1ip/ fenmr 103¢ 2.904) 26290 3.92 B9 ( L.78) 26626 3.34 2.47
wriat 111¢ 2.19} 26208 4.24 107( 2.13j 26475 4.04 0.72
Vartebral 97 ¢ 1.92 26223 3.70 §4¢ 1.am 16641 2.40 6.1y

*Incidence rate ie calculated as the nunber of patients who developed the event of interest aivided by the patient-years of
foklow-up.

“eApgolute risk reduction (RFR} 18 calculatea by subtracting the cumilative incidence of the raloxifena arm from that of the
Placedo amm. uherd cumilative lmcidence 1s estinated using 1-exp(-I*T). I 14 the Incidence rate, and T 18 the average patient-years
Of follow-up 1n @ach amm.

Rrograme RKP . E3S8G310. SASPAM (RNCTIRA } Data: BN .SAS.HISK.L.MCGGIOSA.FYNAL. MATN Ooutput: RHP.HI80.GAI0.PINAL (BNTIRA)
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All-Cause Hospitalization (11.4.4.7.)

Table GGIO.11.49 presents the number and proportion of patients who were hospitalized for any
reason during the course of the study. '

o Significantly fewer patients in the raloxifene group had one or more hospitalizations for

- any cause compared with the placebo group.

o Significantly more patients in the raloxifene group compared with the placebo group
were hospitalized due to VTE. This finding was not unexpected given that a greater
proportion of patients assigned raloxifene experienced a VTE compared with those
patients assigned placebo. , ‘

o Significantly more patients in the placebo group were hospitalized for “other” reasons
compared with the raloxifene group; the clinical relevance of this finding in unknown.

In the original protocol, hospitalization due to unstable angina was a secondary endpoint. This
secondary endpoint was changed to hospitalized ACS (combined hospitalized ACS other than
MI and nonfatal MI) by Protocol Amendment (©).
o Prior to this protocol amendment, hospitalization due to unstable angina was collected on
a separate adjudication form. Following the protocol amendment, hospitalization due to
unstable angina was no longer collected. Through the period of follow-up in which this
data was collected, 1.3% of patients in the placebo group and 1.2% in the raloxifene
group were hospitalized due to unstable angina.

Table GGIO.11.49. Ali-Cause Hospitalization Endpoint (All Randomized Patients)

Placebo Ratox Total
(R-5057) (R-5044) (N-10101}
Hospitalixation endpoint reason o {%) o {%)} 8 (%) P-Value*
All hrosapitalizations 2743(54.24) 2599(5%.53) S342¢52.89) .Q06
Ryocaralal infarction 193( 3.82) 181( 3.59) 374( 3.70} -544
Venoua thromboembolic event 36( 0.71) 5T( 1.13) 93{ 0.92} .028
Revascularization or Lmputation 239( 4.73) 254( 5.04) 492 4.20) -470
&troke 171¢ 3.30) 183( 3.63) 354( 3.50) .500 °
Fracture 192( 3.890} 173( 3.39) 363( 3.59} .272
Breast cancer 2W( 0.51) 17¢ ¢.34) 43¢ 0.43) 172
Hoapitalized ACS other than MY 230( 4.55) 191¢ 3.79} 421( 4.17) -056
other reason ror nospitalization 2395(47.36} 2271 (45.02) 4666(46.19) 019

Bsason for hospitaligation upavailanlie®* o( ©.c0) I( 0.02) 1{ 0.0L) /R

Abbreviations: CI.canfidence interval; ACS-acute coromary ayndrome; NX-myocardial infarction.
*p-Value 1# obtained from a Paareon‘s Chi-squire test. sStatistical test ts not pertornad when the total mumber of patients
in 2 categary 18 less than §.

“*Patient was not hospitalized for Z€ hours or more.

Program« RMP.HISSGCLO.SASPG (CYCTACHL) Data: PMP.SAS.HIGK.L.HCGEIOBA.PINAL.MATH Qutputs FMP.H380.GGIO.FIMAL (CVTACHL)
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Biochemical Markers of Cardiovascular Risk (11.4.5.)

The change in biochemical markers of cardiovascular risk were assessed only for those patients
who had a baseline and endpoint measurement.

o

Re

Descriptive statistics by-visit for the biochemical markers of CV risk are shown in Table

GGIO.14.40 to Table GGIO.14.46.

Changes in biochemical markers of CV risk from baseline to Year 1 are shown in
Table GGIO.11.50. Percent changes in biochemical markers of CV risk from baseline
to Year | are presented in Table GGIO.14.37.

Raloxifene significantly reduced total cholesterol, LDL-C, non-HDL-C, total
cholesterol/HDL-C, and fibrinogen levels compared with placebo during the first year of
follow-up. There was no difference between treatment groups in triglyceride levels.
Raloxifene significantly increased HDL-C levels compared with placebo. All these
differences were small in magnitude, none of these changes were deemed to be
clinically relevant.

Table GGIO.14.38 presents changes in biochemical markers of CV risk from baseline to
endpoint and Table GGIO.14.39 presents percent changes in biochemical markers of CV
risk from baseline to endpoint. The results of these analyses were consistent with those of
the change from baseline to Year | analyses.
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Table GG10.11.50. Biochemical Markers of Cardiovascular Risk (Change from Baseline to
Year 1, All Randomized Patients)

Change to
Baseline Year 1 Year X p-Valua¥®
Eab untt Therapy N+ Hean STO Meaan 87D Mgan JITD THaTEpY
CHoL mioki/L 1) Placebo 4611 §5.66 1.1§ §5.6€5 1.19 ~0.01 G.95 <.00%
2} Balox 4510 5.6 1.12 §.41 1.09 ~G.22 0.93
EDL-C =maY/L 1} Blaceba 4468 3.18 o.86 .12 1.406@ -@.02 0.9%1 <.001
2} Halex 4801 3.13 8.%4 2.4 g¢.s1 -0.26 0.87
EDL-C mmoX/L 1§ Placebo 4462 1.36 ©.317 1.36 G.386 -9.00 G.23 <.001
2} Ralox 4478 1.38 ¢.36 1.37 ¢.38 ¢.01 0.24
NONEDE mmol/L 1} Placebo 4477 4.29 1.314 4.28 1.19 -0.00 0.92 <.00%
2} Ralox 4469 4.27 1.12 4.03 1.68 ~0.23 0.52
C/HDL ratio 1) Placebo 4477 4.41 1.42 4.44 1.49 0.0 1.03 <.Q6%
2} Ralox £469 4.42 1.44 4.23 1.87 -0.19 .20
TRIG mmol/L 1)} Placebo 461 i.78 1.22 1.84 1.2§ Q.06 X.9X 497
3) BRalax 4510 1.79 1.28 1.8 1.41 0.0 X.17
FIDOGR g/L 1)} Flacebo 224 3.88 0.7§ 3.65 0.93 0.1¢ 0.67 <.09%
2)  Ralox 218 3.49 0.aS 3.23 o0.07 -0.1% o0.96

AbDbrevigticns: s'l'Dcat:amlard davmtion; czor..tot:u clm}.eaterolx
LDL-Cmlow-danaity lipoprotein cholesterol;
HOL-Cwhigh-density lipoprotein cholesteraly NONHDLencn-EDL cholesterol;
C/EnLaratio of CHOL toc HDE-C; TRIG«triglyceridaes; P:!waetibrlmgan
*p-Value 18 obtmined from a ranked ANOVA model: ranked regpongsa«therapy.
**K 18 the number of patients having both & baseline and an endpoint measurement.

Note: Baseline neasurement ia detarmtned using the last obgarvation carrled forward
(IOCF) principle im the baseline perticd.
Pibrinogen was collacted in oply a subset of randomized patients.

Program: RHP.H3SSGGIO.SASPGH(CVCHLAAZ)
Datay REP.9AS.HISM.L.MOSGIOSA . FINAL.LABS cutput: RMP.H3IS0.G6GILO0.FINAL(CVT1YCHG)
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Pharmacokinetic Analyses and Results (11.4.6.)

Pharmacokinetic Subset Patient Characteristics (11.4.6.1.)

The raloxifene concentration evaluation of GGIO included data from 253 postmenopausal
women at risk for major coronary events who were a subset of patients enrolled in 11
investigator sites.

Appendix 16.1.17 contains a summary of data disposition. Patient age ranged from 55 to 86
years at study entry and baseline body weight ranged from 41.0 to 138.5 kg. Table GGIO.11.51
shows the range and mean values of age, weight, and Cockcroft-Gault creatinine clearance
normalized by lean body mass. Table GGIO.11.52 shows a summary of ethnic origin.

Table GGIO.11.51. Summary of Baseline Age, Weight, and Cockcroft-Gault Creatinine
Clearance Normalized by Lean Body Mass

Age (years) Weight (kg) Cockcroft-Gault Creatine

Clearance Normalized by
Lean Body Mass (izE/min)
Range 55.0-86.1 41.0-1385 15.6-769
Mean (CoV as %) 1.2 (9%) 73.9(23%) 37.8(29.0%)
o’ 233 152° 253

Abbreviation: CoV = coefficient of variafion.
# Total number of patients incladed in the pharmacokinetic analysis.
b Entry weight missing for 1 patient.

Table GGIO.11.52. Summary of Ethnic Origin for Patients Randomly Assigned to
Raloxifene and Included in Pharmacokinetic Evaluations

Ethuic Group Percentage of Total Patients
Caucasian 889
Asian 12
Higpanic 08
African Descent 817
Other 04
n’ 253

# Total number of patients included in e pharmacokinetic amalysis.
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Observed Steady-State Raloxifene Concentrations (11.4.6.2.)

Two blood samples were collected from patients following 12 and 24 months of 60 mg
raloxifene HCl once daily at Visits 5 and 7, respectively. Samples were collected at least 1 hour
apart during each visit. The mean steady-state plasma concentration data in Figure GGIO.11.23
and Table GGIO.11.53 were obtained from patients for whom quantifiable plasma raloxifene
concentrations, time of last prior active dose, and time of sample draw were available. The
overall mean (CoV%) steady-state raloxifene plasma concentration in this patient population was
1.38 ng/mL (69.3%), which is similar to the mean (CoV%) concentration of 1.09 ng/mL (56.4%)
in postmenopausal women with osteoporosis (Study H3S-MC-GGGK [3-year Data] Raloxifene
Hydrochloride and Placebo in the Treatment of Postmenopausal Women with Osteoporosis:
Population Analyses).

=]
2

Plasma Rajpoxifane Concentration fng/mdi)
-9

10 12 4 16 18 20 22 24 26 23

Time on Therapy (Monthg)

Figure GG10.11.23. Plasma raloxifene concentration versus time on therapy for individual
patients.

Table GG10.11.53. Mean Observed Steady-State Raloxifene Concentrations

12 Months 24 Months Qverall
Mean (ng/ml) 134 143 138
CoV (%) ne 66.7 693
n? 483 400 883

Abbreviationr CoV = coefficient of variation
2 Number of quantifizble plasta concentrations obtained from patients for whom time of dose and time
of sample draw were available.
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No discernible differences in plasma raloxifene concentrations were observed based on the
ethnic origin of Caucasians and patients of African descent represented in the pharmacokinetic
patient population (Figure GGIO.11.24). Data from patients of Hispanic (2 patients, 8
observations), Asian (3 patients, 10 observations), and other (1 patlent 3 observations) descent
were too limited to draw any conclusions.

3 61
& 57 8
P
| . :
g 4 lr '
5 i :
z 3] )
& i T
® [ l
R - |
p | f
1 I
: . -
H i I
5 0-
Caucasian African Hispanic Asian Other

(n=225) (n=22) (n=2) (n=3) (n=1)

Box and whisker plots summarize the data descriptively. The solid horizontal
line in each box represents the median. The box represents the inter-quartile
distance; the whiskers exiend to the 3t and 5% percentiles. The number of
patients in each group is represented by

Figure GGI0.11.24. Observed plasma raloxifene concentrations by ethnic origin.

Graphical visualization and descriptive statistical analysis of the GGIO pharmacokinetic data
resulted in consistent findings with prior Phase 3 raloxifene studies (GGGF, GGGG, GGGH, and
GGGK). As a result, a population pharmacokinetic analysis using the nonlinear mixed-effects
modeling program NONMEM was not performed as discussed in the protocol.
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Efficacy Conclusions (11.5.)

This study (GGIO) was designed to assess the effects of raloxifene on the incidence of major
coronary events and invasive breast cancer in postmenopausal women with established CHD or
at increased risk for CHD. '

Demographics and Compliance

o The treatment groups were balanced for baseline demographics, breast cancer and VTE
risk assessment characteristics, biochemical markers of cardiovascular risk, and baseline
concomitant medication use.

o The baseline CV risk assessment characteristics were also balanced between treatment
groups except for CV risk score which was significantly higher in the raloxifene
group. This difference was due to significantly more patients in the raloxifene group than
in the placebo group reporting a history of CABG. The magnitudes of these differences
were small and these imbalances were not considered clinically relevant.

o Median follow-up in the study was 5.6 years.

o Mean overall treatment compliance was 75.4% and was comparable between treatment
groups.

Breast Cancer Primary Endpoint

Compared with placebo, raloxifene significantly reduced the incidence of invasive breast
cancer by 44% (p=0.0032). As the protocol-specified significance level was 0.008, the primary
invasive breast cancer objective was achieved. The reduction in incidence of invasive breast
cancer was primarily due to a significant 55% reduction in ER-positive invasive breast cancer.
This is an absolute risk reduction of 1.2 cases of invasive breast cancer (1.2 cases of ER-positive
invasive breast cancer) per 1000 woman-years in the raloxifene group compared with the
placebo group.

Sensitivity analyses, conducted in the PP population, in women at least 60 years of age,
stratified by region, or adjusted for baseline risk factors, confirmed that the effect of raloxifene
on invasive breast cancer was robust. '

Subgroup analyses showed that the effect of raloxifene on reducing the incidence of invasive
breast cancer was consistent among women above or below age 65 or with a 5-year predicted
risk of invasive breast cancer risk less than 1.66% or =1.66%.

In the placebo group, the incidence rate of invasive breast cancer was 2.66 per 1000 woman-
years. This rate is lower than that observed in the placebo group (ie, 4.7 to 5.2 per 1000 woman-
years) of clinical trials assessing the effect of raloxifene on the incidence of invasive breast
cancer in postmenopausal women with osteoporosis. However, the statistically significant
reduction in relative risk observed in GGIO has been consistently observed in these other
raloxifene clinical trials.
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Raloxifene had no significant effect on the incidence of ER-negative invasive breast cancer or
non-invasive breast cancer; however, the proportion of women with these respective events was
numerically greater in the patients assigned to raloxifene compared with those assigned to
placebo.

There was a significant 33% reduction in the incidence of all breast cancers, regardless of
invasiveness, in the raloxifene group compared with the placebo group; this reduction was
primarily due to the significant reduction in invasive breast cancer.

Coronary Primary Endpoint

Compared with placebo, raloxifene had no effect on the incidence of the combined coronary
primary endpoint events of coronary death, nonfatal M, or hospitalized ACS other than MI
(p=0.4038). The protocol-specified significance level was 0.0423, so the primary coronary
objective of the trial was not met. Raloxifene had no effect on the incidence of any of the
coronary primary endpoint events individually. The effect of raloxifene on the primary coronary
endpoint events did not differ significantly among women with established CHD (e, secondary
prevention) or women at increased risk for CHD (ie, primary prevention). There was no evidence
that raloxifene use was associated with an early increase in CHD events.

Biochemical markers of CV risk

Raloxifene significantly decreased total cholesterol, LDL-C, and fibrinogen levels, significantly
increased HDL-C levels, and had no significant effect on triglyceride levels compared with
placebo. The significant increase in HDL-C in the raloxifene group has not been observed in
previous clinical trials of raloxifene. The magnitudes of these differences were not large enough
to translate into a clinical coronary benefit as evidenced by the null effect of raloxifene on the
coronary primary endpoint events.

Secondary CV Endpoints
Combined CV endpoints

There was no significant difference between treatment groups for the combined events of
CV death, nonfatal M1, hospitalized ACS other than ML, stroke, or myocardial revascularization.

Stroke

The incidences of all strokes, hemorrhagic strokes, or ischemic strokes were not significantly
different between treatment groups. Subgroup analyses showed that the effect of raloxifene on
the incidence of all strokes did not differ by baseline demographics, co-morbidities or co-
medications, with the exception of smoking. The smoking by treatment group interaction was not
considered clinically relevant because an increased risk of stroke was observed in women
assigned to placebo who did not smoke compared with women assigned to placebo who did
smoke; this finding contradicts epidemiologic data.
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VTE

Raloxifene use significantly increased the incidence of all VTEs and the incidence of PE or DVT
combined by 44% each, compared to placebo. This equates to an absolute risk increase of 1.2
VTESs per 1000 woman-years. Overall, these findings were expected as VTE has been shown in
prior clinical trials to be an SAE associated with the use of raloxifene.

In the analysis of VTEs from randomization to the end of each year of study follow-up, the
incidence of VTE did not differ significantly between treatment groups at the end of Year 1.
However, at the end of Year 2, the incidence of VTE was significantly greater in the raloxifene
group compared with the placebo group and this finding persisted until the end of the trial. In
prior raloxifene clinical trials, the greatest risk of VTE was observed within the first 4 months
following initiation of raloxifene therapy.

All Cause Mortality

Raloxifene had no effect on the incidence of overall mortality, including overall CV mortality.

o A significant 20% reduction in death due to non-CV causes was observed in women
assigned raloxifene; the clinical relevance of this is unknown.

o A significant 49% increase in the incidence of death due to stroke was observed in
women assigned to raloxifene, which translates into an absolute risk increase of 0.7
deaths due stroke per 1000 woman-years. The statistical significance of the increased
incidence of death due to stroke was relatively weak (p=0.0499).

o After Year 3, there was an increased incidence of death due to stroke in the raloxifene
group compared with placebo; this increased incidence persisted thereafter, becoming
statistically significant in Year 7.

This is a new finding not previously seen in prior clinical trials with raloxifene. It is perplexing
as no significant increase in the incidence of all strokes was observed in women assigned
raloxifene. Since the statistical significance of the increased incidence of death due to stroke was
relatively weak (p=0.0499), this observation may be due to chance or may be real.

Exploratory post-hoc analyses were performed for all strokes and deaths due to stroke.

o No single risk factor could be identified from statistical modeling that would predict
which women treated with raloxifene might experience a stroke and subsequently die
from it.

o Given that the postmenopausal women enrolled in GGIO either had established CHD or
risk factors for CHD, that most of these CHD risk factors are also stroke risk factors, that
these risk factors were well treated based on the substantial concomitant CV medication
usage, and that there was no difference between treatment groups in the incidence of all
strokes, it is not surprising that the statistical modeling failed to identify a single risk
factor predictive of stroke or death due to stroke. The low number of deaths due to stroke
in this large cohort of postmenopausal women also limited the ability to identify any
predictive risk factors.
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A woman who has had a stroke is at an increased risk of having another stroke, in comparison to
a woman who has never had a stroke (Fuster et al. 2001). Atrial fibrillation and TIA are also _
known stroke risk factors (Friberg et al. 2004; Marini et al. 2005; Goldstein et al. 2006; Sacco et
al. 2006). The exploratory analyses did provide limited evidence suggesting that these risk
factors might have contributed to the increased incidence of death due to stroke in this
population of women assigned raloxifene.

Therefore, postmenopausal women at risk for major coronary events who also have a history of
stroke, atrial fibrillation, or TIA may be at increased risk of having a stroke and possibly dying
from it; thus, the benefits and risks of raloxifene therapy should be carefully considered in these
postmenopausal women.

In clinical trials assessing the effects of raloxifene in postmenopausal women with osteoporosis,
raloxifene did not significantly increase the incidences of stroke or overall mortality, including
deaths due to coronary or cerebrovascular etiologies (Barrett-Connor

et al. 2002; Ensrud et al. 2006). On retrospective assessment, the prevalence of CHD or CHD
risk factors was lower in these postmenopausal women with osteoporosis and, therefore, they
were likely to be at lower risk for stroke or death due to stroke, in comparison to the women
enrolled in GGIO (Barrett-Connor et al. 2002; Ensrud et al. 2006). This increased incidence of
death due to stroke has only been observed in one study of raloxifene in postmenopausal
women at risk for major coronary events. '

Revascularizations and Amputations

Raloxifene did not significantly affect the incidences of all revascularizations, including
myocardial or non-coronary arterial revascularizations, or non-traumatic lower extremity
amputations.

Fractures

Patients in this study were not selected on the basis of an increased risk of osteoporosis nor were
scheduled vertebral radiographs obtained.

Raloxifene significantly reduced clinical vertebral fracture incidence by 35% compared to
placebo. This equates to an absolute risk decrease of 1.3 clinical vertebral fractures per 1000
woman-years in this population. These findings are consistent with the known skeletal efficacy
profile of raloxifene.

Raloxifene did not significantly affect the incidences of non-vertebral fractures or hip/femur
or wrist fractures, compared to placebo.

Hospitalizations

o Fewer patients in the raloxifene group than in the placebo group had one or more
hospitalizations for any cause.
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o Significantly more patients in the raloxifene group compared to the placebo group were
hospitalized due to VTE; however the proportion of patients with a VTE was also greater
in the raloxifene group. Therefore, this finding is not unexpected.

o Significantly more patients in the placebo group were hospitalized due to “other”
reasons compared to the raloxifene group. The significance of this observation is unclear.

Pharmacokinetics
The overall mean steady-state raloxifene plasma concentration in this patient population was
similar to that previously determined in postmenopausal women with osteoporosis. No

discernible differences in plasma raloxifene concentrations were observed based on the ethnic
origin of Caucasians and patients of African descent represented in this population.

Appears This Way
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Safety Evaluation (12.)

Safety analyses were performed on the ITT principle, except where otherwise noted. The ITT
population is referred to as “all randomized patients™ throughout this report. To evaluate results
of this trial, prespecified and post-hoc analyses were conducted. Results presented in this report
are based on the prespecified analyses, and statistical significance was defined as a p<0.05,
unless otherwise noted. The term “significant” used in this section refers to those differences that
are both statistically significant and clinically relevant unless otherwise noted. Results presented
in text are at the Preferred Term level. If there was a significant difference between raloxifene
and placebo at the High-level Term without a corresponding significant difference at a Preferred
‘Term level, results are reported only if the incidence is higher in the raloxifene group compared
with the placebo group.

Extent of Exposure (12.1.)

Randomized patients = 10,101; Placebo = 5057; Raloxifene = 5044.
o Exposure (similar between the two treatment groups): Median = 5.05 years
o More than 53% of patients in both treatment groups were exposed to study drug
for 25 years.

Table GGI0O.12.1. Exposure to Study Drug (All Randomized Patients)

Placebo Ralox Total
{R=5057) (N-5Q44) {K«10101) p-Value*
Yaars ot atudy exposure
Mean +.31 4.32 4.31 .708
¥adian E.0F 5.06 5.08
Standard deviation 2.06 2.06 2.06
Mininum 0.00 0.00 0.00
Haxinum 7.01 7.01 7.01

*p-ﬁlue 18 obtal.nad from an F- t:est uging Type ITII Sum of Squares from an AJ:IOVA
mdel: rasponsd~therspy.

Program: RMF.HI1SSGGI0.SASPCH{MSCIRXD1)

Dita« RMP.SA9. HISM.L . MOGGTOSA . PINAL. MATH output: RMP.H3IS0.GGIO.FIHAL(MSTEXPI)

Table GG10.12.2. Exposure to Study Drug by Year (All Randomized Patients)

Placebo Ralex Total

(H«5087} (N=5044) (N=10101)
Study dmg expogure o (%} o %) n (%) “p-Vvalua
>& 1 year 4444 (87.408) 4416(87.55) 8960(87.71) «61§
»e 2 y€ars 4033 (79.178} 4030(79.90) 4063(79.82) .G85
>« 3 yeaars 3678 (72.73}) 3713{(73.61) 73I91(73.17} .3X8
= 4 years . 3360 (66.44) 3390(67.21) 67650({66.83) «4X4
> 5 Yeal‘s 2722 (53.83) 2723(53.90) §445(53.91) .873

‘p 'i'alue is obtalnaa from a Peargcen‘s (hi-square test.

Program: RMP .H3S85GGTQ.SASPGM(MICTRNEY)
Datas RNP.3AS.HISM.L.MC3GIOSA.FINAL.MAIN Output: FMP.HISO.GGIO.FINAL(MSTEXPZ)
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Adverse Events (12.2.)

An AE was defined as any untoward medical occurrence in a patient who was randomized in this
clinical study, without regard to the possibility of a causal relationship to study drug, and without
regard to treatment group assignment, even if no study drug had been taken. Analyses of AEs
were based on investigator-reported AEs, coded using the Medical Dictionary for Regulatory
Activities (MedDRA), version 8.0.

Brief Summary of Adverse Events (12.2.1.)

Table GGI0.12.3. Overview of Adverse Events (All Randomized Patients)

Placebo Raloxifene

N=505T N=5044
Adverse Events n (%) n (%)
Treatment-emergent adverse events (pts with >1 evenf} 4688 (92750 4684 (92.9%)
Adverse reactionst 359 (7.1%) 483 (9.6%)
Serious adverse eventsc 392 (78% 436 (8.6%)
Deathsd : 595 (11.8%) 554 (11.0%)
Study drug discontinuations due to an adverse event 1195 (23.6%) 1270 (25.2%)

Abbreviations: AE = adverse event; N = mimber of patients assessed; n = number of patients with events

in each categary; pts = patients; SAE = serious adverse eveat.
- & Patients may be counted in more than one category.

b Adverse reactions are AEs which were deemed by the investigator o be reasonably, possibly related to
etther study drag administration or protocol procedures.

¢ Refer to Section 9.7.1.13.2.2 for the protocol definition of an SAE.

d  In this study, deaths were reported as study endpoints and were not considered as SAFs unless they
fulfilled the protocol definition of an SAE (Section 9.7.1.13.2.2). Refer to Section 11.4.4.4 for results
for deaths.

Sources: SFITEAE2, SFTSAE, SFTADR, SFTAEDSC, CVTHRMOR.

Display and Analysis of Adverse Events (12.2.2.)

Treatment-Emergent Adverse Events (12.2.2.1.)

A TEAE was defined as an event that first occurred or worsened (increased in severity) after
baseline (Visit 2). Table GGIO.14.47 contains the analyses of all TEAEs by system organ class
(SOC), High-level Term and Preferred Term.
o The proportion of patients who reported 2 TEAE was not significantly different between
treatment groups (p=0.705).
o A number of AEs at the SOC, High-level Term, and Preferred Term level were reported
' significantly more frequently in women assigned raloxifene compared with placebo.
Many of these events were either not considered to be clinically relevant or were
considered to be due to chance given the number of statistical comparisons performed.
The remaining events are discussed in the sections that follow.

(8]
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The Preferred Term “vaginal mycosis” and the High-level Term “Candida infections” were
reported significantly more frequently in the raloxifene group than the placebo group. Within the
High-level Term Candida infections, most events mapped to the Preferred Terms candidiasis,

oral candidiasis, or vaginal candidiasis. There were no significant between-treatment group

differences for any of these Preferred Terms; however, each was reported in a greater proportion
of women assigned raloxifene than placebo. None of these events were considered serious; one
event of vaginal candidiasis led to discontinuation of study drug in a patient assigned raloxifene
(Table GGIO.14.53).

In clinical trials of raloxifene in postmenopausal women with osteoporosis, the preferred term
vaginosis fungal NOS (not otherwise specified) was reported significantly more frequently in
women assigned raloxifene.

Vaginal candidiasis is rare in postmenopausal women, presumably due to the low levels of
endogenous estrogen. An increase in vaginal thrush was noted in both pre-and postmenopausal
patients assigned to tamoxifen (IBIS Investigators 2002). There are a few case reports in the
literature of tamoxifen associated with vaginal yeast infection (Sobel et al. 1996). In conclusion,
although the event rates of these infections in GGIO were very low, a treatment effect of
raloxifene is possible.

Table GGIO.12.4 presents TEAEs reported in at least 2% of raloxifene-assigned patients by
SOC, High-level Term, and Preferred Term.

The following TEAEs, reported in at least 2% of raloxifene-assigned patients at the Preferred
Term level, were reported significantly more frequently by raloxifene-assigned patients than by
placebo-assigned patients (in decreasing order of frequency): oedema peripheral, muscle spasms,
hot flush, dyspepsia, cholelithiasis, arthritis, and intermittent claudication.

Peripheral edema, muscle spasms, and hot flushes are known to be associated with use of
raloxifene and therefore the increased reporting in patients assigned raloxifene was not
unexpected.

Cholelithiasis is discussed in Section 12.3.3.1 below.

Dyspepsia and arthritis are single Preferred Terms and no between-treatment group differences
were observed at the High-level Term to which these respective Preferred Terms map. None of
the dyspepsia AEs was reported as serious. Four patients discontinued study drug (2 in
raloxifene) due to dyspepsia (Table GGIO.14.53). One report of arthritis in a patient assigned
raloxifene was considered serious (Table GGIO.] 2.5). Two patients discontinued study drug due
to arthritis and both were in the placebo group (Table GGIO. 14.53). The clinical relevance of the
increased reporting of dyspepsia and arthritis is unknown.

[ntermittent claudication is a symptom of lower extremity peripheral arterial disease which is
usually caused by atherosclerosis. Approximately 1 1% of patients at baseline reported a history
of lower extremity arterial disease. In a post-hoc assessment, about one-third of these patients
reported the TEAE of intermittent claudication. Intermittent claudication was considered serious

(9%}
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in only | patient who was assigned placebo and led to discontinuation of study drug in 2 patients
assigned to placebo. Given this, and that raloxifene had no effect on coronary or cerebrovascular
events, or lower extremity revascularizations or amputations, there is no obvious biologically
plausible explanation for the increased reporting of intermittent claudication in patients assigned
raloxifene. :

Conversely, the following TEAEs at the Preferred Term level were reported significantly more
frequently by placebo-assigned patients than raloxifene-assigned patients (in decreasing order of
frequency): osteoporosis, constipation, ACS, and anxiety.
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Table GGIO.12.4. Treatment-Emergent Adverse Events Occurring in at Least 2% of
Raloxifene-Assigned Patients (By System Organ Class, High-level Term, and Preferred
Term; All Randomized Patients)

B Placeno Ralox Total p-Value*
WLT: Hign-Lavel Term {FuSaET) (Me5044) {He10101)
PT: Praterred Tarm a  {%) o (% n (%)

Patianta with >a1 TEAR «€u0y 92.70) £684( 92.86) 9372( 91.70) 708
Patients with no TRARS I68(  7.310} 3I€Q( T.i49 T3¢ 7.3

21004 and lysmphatic systex disordera

Patlants with el TEAE 418( o0.27} 428( €9.48) 246{ ¢.249) €58

Patients with no TRARG 4639¢( 91.73) 4616 91.51} 9255 ( 91.61)

Anganixs NRC ¢ 6.a%) 332( €.5Q) €3{ 6.37) -3153
Anagela 291( S.7%) € 6.23) 608( 5.89) 301

Cardiac disorders

Patsents with >oI TRAR 2044( 40.42) 2005¢ 39.78) 4049 ( 40.09) 4689 .
Patientes with no TRARS 3013{ §9.59) 3039 ( €0.25) 60%2( 59.91)
Cardiac conduction disaorders I71( 3.38) 142( 3.21) 333{ 13.310) <634
Cardtac signs and symptome HEC 2131 s.21) 207{ 4.10) 420( 4.1¢) 75§
Palpitations . 2106 4.071} 205( 4.06€) 411( 4.0T) <961
ry artery NEC 219( 4.313) 199¢ 21.9%5) 416( <£.14) <347
Coranary artery disasse 197¢ 3.70% 165¢ 3.27) 382( 131.49) «259
Heart failurea NRC 402¢( 7.9%) 409{ 9.11) eIl({ 8.01) 755
Cardiiac fatlure 23X( 1.851) VL 4.589) 4€2{ 4.57) -992
Cardiac failure congestive 131¢ 2.59) 146( 2.89) A77T( 2.74) 311
Ischaemic coronary artery alsorders 1036( 29.29} 1023 ( 208.28) 2049 ( 20.29) .986
Acute goroniry syadrome 248 €.90) 204( 4.04) 452( 4.47) <037
Angina paectoris 519¢ 10.26) 540( 10.7%1) 1059 { X0.448} 477
Angina unatable LI6( 2.69) 124 ( 2.46) a6e( 2.87) 453
Kyocardial infarction 154( 5.01) 249( 4.943 503( 4.99) 93¢
Myocardiil ischaenmts 113( 2.19) 113{ 2.24) 2:4( 2.22) -Q61
Mitral valvular ctsorders 1IL( 2.39) - 129( 2.8¢) 250 ( 2.48) <592
Mitral valve incompetence 90{ 1.7@) 10€( 2.0%) 19¢( 1.92) .296
Myocardial disorders NEC 164¢ 3.24) 143¢( 2.84) 347{ 3.04) .226
Rate and raytim disorders NEC Qr¢ 31.97) 192¢( 13.a1) 393( 3.489) 660
fupraventricular arrhythuias 469( 9.37) 44¢ 8.79) 9X2( 9.03}) .18
Atrial fibriliation : 323¢ 6.39) 108( 6.13) 632{( 6.26) -587
Ventricutar arrhytimtas and cardlic arraest 119( 2.35) 126( 2.50) 245 2.40) 640

Rar and labyrinth dtsorders

Patients with >-1 TRAR 416 9.23) €X7¢ 8.21) 933( 0.25) 926

Patients with nc TEARs 4641¢ 91.77) 4627( 91.73} 926€( IL.75)

Inner ear signs 20d eymptoms 295( 5.83) 37( 6.20) §12( 6.063 .19
vertigo 230¢ 1.385) 256( 5.08) 476( 4.71) 073

Bodocrine dtacrderd

Patlents with >-1 TRAR 308( 6.09) 301( 5.97; §09( 6.03) 192
- Patients with no TEARs. 4749¢ 93.91) 4763 ( $¢.03) 9492( $3.97)

Thyrola sypofimction disorders 166¢ 3.28) 18a( 3.1 354( 3.50) 2222

Hypothyroidism 168¢ 3.26) 184 3.65) 349¢( 3.46) 207

Bye aisaorders

Patients with >«1 TRAR 003( 15.89) 816( 16.19) 1619{ 16.03) 633

Patients with no TRAEs 4254 ( 64.12) 4224 ( g93.82) 94631 ( 03.97)

Cataracts {(excl congenital) . 374 171.40) 369( 7.311 T43( T.36} .906
Cataract 371€  7.34) 362¢ 7.18) T33( T.26) 780

Retinopathiea NEC 113{ 2.23) 11§( 2.20) 2268( 2.26¢) .86e

Visuil disorders NEC 103( 2.04) 102( 2.02) 205¢ 2.01) 976

Gastrointeatinal disorders

Patlants with >~1 TEAR 1917( 37.91}) 1852 ( 3769 ( 37.31) .21¢
Patiente with no TEAREs 3140( 62.09) 3192¢( 6332( 62,69}
Diarrhcea (exal inrectivae) 339( 6.51) 41 ¢ 67a( €.61) 5114
Diarchoea 326¢( §.45) 341 ( €67( 6.860) .406
Dyspeptic signs and aymptoma 050 4.05) 243 ( H48( 4.4 .057
Dyapepsia 193{ 3.82) 226 ¢ 409 ( 4.05} -026
Platulance, bdbloating and distension 120( 2.37) 31T WI7( 2.38) -871
Gastritie (axcl lafectiva) ! 153¢{ 5.00) 237¢( 490( 4.0%) 462
Gastritis 241( 4.77) 226 ( 46T( 4.67) -503
Gastrointestinal nd abdominal pains (excl oral and throat) 4940 9.77) 6oy 962( 9.82) .3de
Abdoninal pain 156{ §5.10) 237¢ 495( ¢.90} 341
Abdorninal pain upper 253( 5.00) 236 ¢ 489 ( 4.84) 448
Gastrolatestinal atonic and hypomotility disordaers NeC £95( 9.79) 401 ( 896( a.em) <.001
Canstipation 376( T.44) 295 ¢( STL{ 6.64) <001
Gastrooesophageal rerflux disaase 1I7T( 2.71% 127¢ 264 ( 2.61) <559
Haugea and vomiting symptoms 382¢( 17.5%5) 406 ( 768( 7.60) .32
Rausgea 294( 5.61) 295 ¢( 579( $§.11) .593
Yomiting ) 184¢ 3.64¢) 212¢ 396¢( 3.92) -125
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80C« System Organ (Lass Placado HaXax Total p-valast
HLTs High-Leval Tarm (N<50ST} {RaSa44) (Re10101}
PZ: Preferred Tarm a (v n (s a v

Qeneral dleorders and admintatration aite conditicne

Pattents with >l TRAR 1698( 11.5%) 1746¢ 36.66) J446¢ 34.12] -203

Patfents with no TEAR® 3389( 66.412) 1296 ¢ §5.24) 6685 ( €5.qa}

Asthenic gonditions ) SEQ{ 11.47) S8 { 11.4a6) 117a{ 1I1.66) 530
Rethenta 13e{ <.71) WS{ s.29) 5$03¢( 4.98) -18%
Fatigue 341 &.74) 341( 6&.7¢€) 692( €.7H) -988

¥ebriie disorders 1Se{ 3.14) 169( 3.15} 31e( 3.1§) 956
Pyrexia 15e( 3.11§ 159¢{ 131.1§) 317( 3.14) 910

Ganeral signs and symptoms WRC 2135( 4.6%) a13( £.212) LTI SR 1Y) 273
Chaest daiscomfort 128{ 21.85) 114¢ 2.36) 242( 2.40% -324

Oucema NRC $71( 12.27) 780{ 15.64} 1461( 14.46) <.601
Oaedena peripheral S91{ 11.69) 13{ 14.14) 1304 ( 12.83) <.001

Pain ang giscomfort MRC 576( 11.43) SE2{ 11.54) 1160¢ 11.40) 848
Chest pain S11{ 10.16) 500( 10.07) 1019 ( 10.09) -986

Hepatobiliury aisorders

Patients with >l TRAR 90¢( 5.73) 312( 7.3@) 662( 6.55} <.001

Patients with no TEARS 4T767¢ 94.27) 4672( 52.612) 9439 ( 97.45)

Chotacystitis and choleltthiasis ITI( 3.50) 218( 4.26) 392( 3.¢0) 047
Choleltthiaeia 131¢ 2.59) 1ea( 31.33} 299( 2.96) -038

une system disordaers
Patients with >=1 TRAR 124( 2.495) 132( 2.42) 246( 2.44) .922
Patients with no TEARe 4932( 97.55} €913 ( 97.58) 9855 ( 97.5¢)

Infections and infegtationg

Patlents with >l TEAE 2474( 49.92) 2500¢ 49.712) 4982( 49.312) -386
Patients with no TEARS 2983( 51.09) 2536 ( 50.209) 5119 ( 50.60}
Abdominal and gastrointegtinal infections 161( 3.140 16f1{ 2.19) 322( 2.19) -94Q
Hacterial infections HEC 95( 1.e9) 08¢ 2.00) 200{ 1.99) -438
Pungal inrectiona NRC 127( 2.81) 11s( 2.2@) 242¢ 2.¢0) 478
Herpas viral infections . 166¢( 131.29) 123( 2.44) 298 ( 2.86} -01%
Haerpes zoster 132( 2.51) 104( 2.06) I6( 2.34) -461
Intectiops NERC 281 S5.56) 263¢ 5.21) S¢4( 5.39) 654
Respiratory tract infection 103{ 2.04} 110¢{ 2.18) 233¢{ 2.11) 816
Influenza virdal infections 453( ®©.96} +40( 8.72) 893 ( 8.8¢} .657
Influenxza 453( €.96) 440( ©.72}% 993 ( 9.04) 657
Lawar respiratory tract and lung infections 9t2¢ 16.65) 990 ( 17.64) 1732¢ 17.15) <161
Brouchitig 350¢ 6.%2) er{ 7.67) 737{ 1.30) 140
Bromchitis acute 99¢ 1.96) 124{ 2.4%6) 223( 2.21) -078
Poeunonia 338¢ 6.70) 328( 6.50) 667( 6.60) .T18
Uppar raspiratory tract infectiocne a0s{ 15.92) €01( 15.98} 1606 15.90) .989
Hasopbaryngitis I4S( 6.97) 327( 6.490) 672( 6.65) 402
Sinuaitis 127¢ 2.81) 1i¢( 2.49%) 51 2.49) 979
Upper raspiratory tract infection 48¢( 4.90} 244 ( 1.84) 492( 4.87) .920
Urinary tract infections . 792{ 15.6¢6) 828 ( 16.42} 1620( 16.04) <275
Cystitia 145¢ 2.47) 1§s( 3.27) 310( 3.07) 222
Urinary tract infasction 625¢ 12.13¢6) 656 ( 13.08) 1283( 12.70) 272

Injury, poliscnimg and procedural complications

Patients with >-1 TEAR 1102¢ 21.79) 1059 ( 21.00) 3161( 21.39) -340
Patients with no THAEs 1985( 768.21) 3985¢ 79.00) 7940( 78.61)
Limd injuried NEC (incl traumatlc amputation} 136¢ 2.37) 1€2( 2.92) 262( 2.59} 152
Lover 1imb frictures and dimlocations 2119¢ 4.37) 202( 4.00} 421( 2.17}) -+20
Non-site spscific injuries WNEC 296( 5.05) 303{ 6.01) 5991 §5.93) -70%
Fail 169{ 3.34) 184 23.85) 383 ( 3.49) 366
3kin injurlea NEC 103( 2.04) 1x1( 2.20) W4 2.12) -536
Tpper limb fractures and dislocations 283( 5.00) 214 ( 4.24) 46T( 4£.613) -073

Investigations

Patients with >.1 TRAR 1270( 25.11} 1272( 25.22) 2542( 35.17) .as0

Patieuts with no TEARe 3797( 14.09) 3772( 74.79) TSS9 ( 74.903)

Cardtic auscultatory investigattions 129{ - 1.55) 119( 2.36) 0( 2.46) .500
Cardtac murzmr 106( 2.1¢) 110¢( 2.10) a1e( 2.1i6) 966

Cardiac¢ 1maging procedures 319( 6.31) 3xe( &.320) 637{ 6.31) 993
Artertogram coronary 323( 1.41) 226( 4.52% €S1( %£.4¢) 798

RCG investigations 80( 5.54) 285( $.6S}) 565( 5.59) .782

Physigal examination procadures 111( 4.17) 2Q7¢( ¢.X0) 41€( 4.14) -a84
Welght increased s8{ 1l.94) 102¢ 2.Q2) 300( 1.99) -758

Matabolism and nutrition disorders

Patients with >-1 TEAE 1313( 25.94) 1283( 25.44) 2596( 25.70) .560
Patients with no TRARS 3T€4( 74.04) 3741( 74.56) 7505( 74.30)
Appetite digorders ar{ 1.7y 109( 2.14) 195¢ 1.983) -099
Diabetes malilitus (inCl austypes) 487( 9.63} 474 ( 9.40) géL{ 9.51) 692
Diabetes mellitus 392( 7.58)- 188 ( 7.69) - 770( 7.62) .791
Rlevated chaleaterol 172( 3.490) 145( 2.87) 317( J.i4) «13%
Bypercholesterclaamia . 172¢ 3.40) 145( 2.87) 317( 3.1i4) .13%
Hyparilpidaanlas HEC 239¢ 4.71) 230 4.563 169¢( +4.64) -699
Hyperlipidaemia 239( 1.73} 230( 4.%%) 449{ 31.64) 4698
Potagsium imbalance fe( 1.74) 10L{ 2.00) 189( 1.87) PEDEA
Purine pnetabollsm qisordars NEC 15€( 3.00; 175C 3.47) 333 3.28) -266¢
Gout 85( 1.68) 106(¢ 2.10) 191( 1.e%) -110
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80C« Fyst Oorgan Cliaas Placeba Ratox Total p-Yaluet
HLY: High-Level Tarm (H+5087) (Ha5044) (Re10101)
FZ: Fraferred Tars - S %] o (%) n (33}

Musculoskeletal and connactive tissua dlsorders

Fatlants with >+ TEAR IS51( So.e4} 2619 ¢ 51.92) S170( Ssi.xa} 093
Patients with no TEAEs 2506( 49.56} 2425 ( 49.00) 4931( 49.82})
Arthropathies NEC 199( 3.94) 210( €.33) 417( €.13) .103
Arthritis . 117¢ 2.3 148 2.97) 24s{ 2.61) <042
Bcne disorders WEC 203( 4¢.01) 196¢ 3.499) 399{ 3I.9%5} -700
Qateopenia 10( 2.77} 156 2.97) 290( 2.47) .$031
‘Joint related sigos and sysptoms 6160 12.14) ST6( 11.42) 1150 11.79) .357
Arthrelgia 589( 11.05) 512( 10.1%) 1071( 10.€0} . -13¢
ia bona at 104t 7.99) 341{ 6.409) ISL( T.43} 022
Oatecporosie 403¢{ 7.97) ME( 6.06) 748 ( T.42) -033
Muscle pains 171( 3.349) 174( 3.45) 345 { 3.42) -830
myulgia 165¢  2.97} 144 2.83) 293¢ 2.80) 828
rscie related signs and symptoms NRC 457¢ 9.04) - §319( 12.67) 1096 10.'%} <.001
Nusclie sapasms 422{ €.34) 611¢ 12.11) 1033( 10.23) <.00%
Wusculoskelstal and connective tissue signe &nd symptoms HEC 1246¢ 24.60) 12332( 26.21) 2570( 15.44) .05§
Back pain @ag 11.90) 6582( 12.93) 1284 ( 12.41) 105
¥ack pain e6( 1.70% 208 { 2.14) 194( 1.82) 096
Pain in extrenity SS$4( 10.9¢) 593( 11.5¢} 1237{ 11.36} 2314
Shoulder pain i3Is{ 2.€7) 183{ 13.03} 2sa{ 1.85) <246
Oatecarthropathles €55 12.9%) 6€53( 12.9%5) 1304 { 12.95) -969
Oatecarthritie §65( 11.17) 579¢{ 11.4@) 1r44( 11.33) -596
Spinal ostecartiritie 123¢ 2.431) 108( 2.aa) 220( 2.26) .250
Spiloe snd nsck dsformities 85( 1.6} 162( 2.02% 187( 1.a8) .109

Heoplasms benign, malignant ang unepecirfiad (Incl cysts ana PpPolyps)
Patiants with ><1 TRAR $93( 11.71} $51¢ 10.91) 1144 ( 11.33) 208
Pattants with no TEARe ) 4464 ( 88.27) 4493¢ 89.08) €957 ( 80.67)

Nervous gydtem discordare

Patlente with >-1 TEAR 1018¢( 315.99} 1860( 36.98) 3675¢ 36.248) 268
Patlents witl no TEAR® 3242¢ 64.11) 3104( 63.12) 6426 ( §3.€1)
Central narvous gysten haemorrhegas and CerabrovasCular accidents 283( 5.60) 295( 5.99) s1@( %.72) .579
Cerabrovasculax accident ) 116( 4.27) 239( 4.71) 454 ( 4£.49) .27§
Central nervous system vascular digordars KEC 175( 3.4¢) 175{ 3.47) 3I5Q( 31.47) 983
Chranic polyneurcpathias 108( 2.14) 126( 2.50) 23410 2.32) .226
Diabetic neurcpathy 106¢ 2.10) 126¢ 1.80) 232( 2.30% <177
Disturbances in coneciouvsnegs NEC 219¢ 4.23) 200¢( 4€.12) 4272( 4.33) .608
syncope 185¢ 3.97) 146 ¢ 2.83) 103{ 3.00} 695
Headaches N&C , 406¢  0.03) 3I99{ 7T.91) WS 7.97) .23
Headache ise( 7.eT} a92( 7.7 I90( 7T.82) .849
Tumbar spinal cord and narve root disordars 119( 2.38) 128( 2.54) 247( 2.45) .529
Sciatica 1180 2.27) 131({ 2.40} 236( 2.34) 657
Memory loss (axcl denentix) as¢{ 1.78) 107¢ 2.1} 196{( 1.94) .1€7
Reuralogfcal eigns and symptoma ¥RC $59( 11.05) 582( 11.54) 1X41( X1.30) 407
Dixxiness 545( 10.78) §58( 11.090) 1L60( 10.99) -690
Paraestheaias and dysaesthestas 240¢( 4.7S} 271( 5.37) S11( 5.06) .125
Hyposeathesgia 130( 2.57) 139( 2.7s) 26%( 2.68) -510
Paraesthesnta 100( 1.9@) 112¢( 2.322) 212 2.10) .396

Paychiatric dlsordars

Patieates with >~1 TEAR 1061( 20.908} 1046 ¢( 20.74) 2107( 20.86) .769

Patients with no TEARS 1996( 79.02) 3998 ( 79.26) 7994 ( 79.14)

Anxtety symptome 327( 6.47) WT( 5.4} §04( 5.90) .03%
Anxiety . 230¢ 4.5%5) 180( 3.771) 420( 1.16) -043

Depreasive disorders 280Q¢ 7.81) 308( 7.69) 7§8( 7.60) .738
Tepresaiocn 64( 7.20) A74( T.41) T3ie( 7T.31} 668

Digturbances in inittating and mafnteining sleep 385{ 7.61) 3I87( 7.67) T12( 7.64) .ass
¥nsomnia 394( 7.59) 386{ 1.65) FIe{ 7.61) .856

Renal and urinacy disorders

Patients with >« TEAR 717( 14.19) 723( 14.33) 1440 ( 14.26) -T99

Patients with no TRARs 4340( 95.682) €321( 85.67) 8641 ( 85.74)

Alagder apd urethral symptoma 235(  4.65}) 247 ( t.9Q) €682( 4£.77) <513
Urinary incontinence 103( 2.04) 113¢ 2.24) 3A6{ 2.14) 483

Rezal rfatlure and impairment 70( 5.14) 254( S.04) 514 ( S5.19) 490
Renat failure 140¢( 2.77) 141( 2.80} 281({ 2.79) .946

Reproductive system and breaet daisorders

Patients with >.1 TEAR s4e{ 10.984) §38( 10.47) 1076 { 10.65) -548
Patients with no TRARS 4509( @9.16) 4516 ( 99.53} 9025( 89.3%)
Breast disorders MRC 106({ 4.907) 178( 13.53} 184 ( 3.90) 149
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Fedpiratory. thoracic and madlastinal disorders

Fattents with >.1 TEAR I434¢ 24.34) 1401 { 27.78}
Patientas with no TEAR™ 3€21( TL.64) 2643( 72.22)
Breatding abnormalities €¥8{ 13.38) €41( 12.10)
Dyspracaa §39( 10.60) §29( 10.49)
Oyspnoes exertiomal I36( 2.49) I47( 2.%1)
andg 1om 269{ €.10) 2462( §.19)

Aasthma 102{ 2.02) 08¢ 2.14)
Coughing and asgeclated symptome $7¢¢ 11.35) 5091 11.6¢}
Cough $31( 10.50 SS2( i0.94)

Uppar Tdspiratory tract signe and sysptoms
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B0Cs System Organ Clase Placebo Ralax Total p-Value®
HLT: High-Level Term {HS057} (HaS044) {®w10101)
PT:« Rraferred Term n (%) & (%) n {%)

Fationts witk >o1 TEAR 294{ 17.6a) 29§ ( 17.74) 1789( 17.711) 099

Patiants with no TEAEs 4163¢ #2.32) €149 ( 92.2¢3 312( 22.29)

Apocrine &nd eccrine gland disaorders . ) x18( 2.93) 19a0( 1.s57) 318( 1.285) 044
Hyperhidraglis X94¢ 2.06) EI2( 2.6€2} 316{ 2.34) 061

Dermatitie and eczema I7X( 3.38) 1688( 3.67j A86( 1.82} 400

Pruritus NRC 136( 2.3 136( 2.50) 264( 2.61) 460
Pruritus 114¢ 2.33) 116¢( 2.3Q0) 214( 2.31) -812

Surgical and medical proceduras

Patients with >.1 TRAR 1897¢ 37.851} 1960( 3¢.98) 17ST({ 37.19) .531

Fatients with no TRARs IX60¢ 61.49) 3184( €1.12) 8344 ( €2.01)

Arterisl therapeutic procedures (excl aorticy $63¢ 11.11} 551( 10.92) 111€( x1.4313 747
Coroniry angioplasty 210¢ <.31) 2285¢( 4.44) 443( 4.39) 710
Coronary artery surgery A1S1( 2.99) 143( 2.0€) 294( 2.91) 467

Billary tract ana gallbladder therapaeutic proceduras 100¢ 2.14} 128( 2.56} 227( 1.38) -162
Cholecystectomy 10a({ 1.98) 318( 2.34) ™A 2.346) 212

Joint therapeutic procadures is4{ 5.1r0) 26S{ 5.25) §23¢ Ss.1im) .702

Lans therapeutic procedures 344( £.90) 353( 7.00) §97¢ 4680
Cataract operation 3085( s.a1) 116{ 6€.26) €21 ¢ 623

Therapsutic procedures REC 218( 4.25) ITI{ 1.43} 3eR( G300

Vasaular therapeutic procaedures NRC 79¢  1.8¢6) 108( 2.08) I 049

Vuscular 4isorders

Ratients Witk ><1 TEAR 1I559¢ 30.91) 1693¢ 33.56) 3252( 32.319) 002
Patients with no TEARs 3494( 65.17) 3351 ( €6.44) 6849 ( €7.91)
¥on-g1te #pecific mecrosis and vescular ipgurriclenay MNRC 11e( 2.33) 138( 2.74) 286( 2.51) <184
Peripheral ¢mboliam and thrombosls 95¢( 1l.e9) 136( 2.70} 231( 2.29) <006
Paripteral vascular dfeorders Nux 353¢ §.98) 526 ( 10.43) 978 ( 49.70} <.001
Hot flush 138( 4.7 391({ 71.75) 629( 6.23) <.00Y
Paripheral vagoconstriction, mecrosis and vascular insufficienay 208( <£.0%) 281{ 4.9@) 456 ( €.51) 024
Intermittent claudication 97¢ 1.91} 128( 2.54} 225{ 2.23) 03X
Varicose vains mon-site apecific 154( 1.05) 148( 2.37) 299( 2.96) .597
varicosa vein 147¢ 2.91) 140( 2.7d} 207( 2.84) <674
Vaecular hypertensive disorders NEC $76( 12.37} §3e( 12.65) 1314 ( 13.0X%) .284
Bypertension €72( 13.29) $33( 12.85%) 1305( 12.92) 269
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